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1.5 BEBEXIIHRBOBRBERURAROZE
1.5.1 EBEXIIRROEE

R~ U K2 RiE, KIE Celgene tE23AIHR L7 Hil O A3 (IMIDs®) Th v, ffEiiiaic
TEHL, A b OA VEAZGIET 570, REINEZME T2 & &bl o+ 5E
FEA) 72 HE AR R S0 I PN BB ok 2 i 8T AR I A 2 i EEG A Th 5, R
~ U FI FOMHELNEZM 1.5-1 1277,

1.5-17R< 1) F2 FOEBER

@)
O
/
N--- NH

H |

Lo

NH,
K O BLMEIR

RN~V NI FE2ET IMIDs (b E1E, TGRS 39 2 E R M OV R A il U C R #E(E
M2 R MM HERZ 33 2 UG R 2 8L 5, 2D XL 91T, MM MlaCaigmin 42 & ekt~
2 A T OMIIS LAEMZ AT 22 &b, HEOENDFRFEL, e flai s 7L
(iR (FrlS, TR OMIGE IS L, MR SEREE K O M i O TE AL B 40 5 M Ny <
T VARERER) ([ZRET 5 2 LRI S ND,

T, U R~ A RO 32K 1 & LT, 2% F 2 B3 U —EBHEEEROREKEA
FTHsHEL 7 (CRBN, B4 Cereblon) 2FEESHZ Y, A~V FI Kb CRBN ~DfEA
Z9r LC, MM MIEOHEFERECY A N O A VEAREZIT> T b EE X bD,

FEERARRBROFER LD, VU I NICEGELES L MM HIRRIZX LT, @O UEETE
PEDR RSNz, 61T, BIKEERTY, LU R REORALT Y I 7T & 72> 72 MM 2
LBIBFERDPBO LN TS Z LD, FRUIEREICBIT LI MM IZXH L TAEICTH S Z
EDRHIFF STV D,

152 ZRMEBEREORERVEEROEE

1521 ENTOSERMEBRHERER

[N T MM O BFEFUT 2011 4F 10 A B AUTHI 14,000 A & i ST b 2 EBE T 2~
34ET 1000 AFREEM L TV D Z & VRN NERERA S, BIED MM O EHE$ITH 15,000
NEHERIZ AL D, 2008 D AN 10 T ANd 7 b OFfniidEm i (10 T AHTZ D Hi-iczl s i
DAL 1323 ATY, LIEICHANTHETRORE L, BEEFOFERE (FRAE) 1266 i THDH?,
MM IZFPHRBOEBETH Y, 2012 FEDQENTD MM 12 L DT HBEEIT 4607 AT L7229,
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1522 ZRHUEHEDRERVIFE

MM i, B U VBN S0 b LT BEMIAOIEE T, ZOEM ThHLH I n— M ra >
Uy MZooRr) oA, BilcEETomEMmEE, JHrkett, BEE, wenElilo
SHRBEHRIERE BT 2HERTH D] LEBSATVD ),

FEHRIE B U > SBROBAMEEE ORI TH V0, IEFZ0RIE TIAPNITRA LIZHIE S v
AIVAIR EOREYERY R PR GoEr a7 ) y) ZEAT D, IEE BRI CRE M
DD DEAEITERMRESERO 1%RETH D,

L2>L, MM TIE i OB EMIIIES L TR Y, BHiMIaSE D 10%0 52055 T 90%
EEHHZELHD Y, BEHME L REMRSBRENC /R D &, KRR, EfmEK, i MRASEE S
W<z b, £, L UCBEMRIT | BEOREZ25UE (e — Mg rar ) v
M & N7) BLZEIZFEEL, RIFRHCMOFEEOEF AL E LS5, 61, 5
b U 7o R X M O RiTBAR 2 IR L S8, A IS VR0 B A VEREAET D, &
DX S IR EMROIEE L & Z OFEWN, K EREEL RIT L, a7z MM Ok % 5] Xt
ZHHRE D,

1523 ZRUBHEDLE

MM DIR#IT, RS RIESE ) O A s eI 2 0 O R EALFRIE O w5 B HJE
HISRETH DL TRAISH, S OIS U TRE S PIIEHE, MRk, FRUIEAE
DIEFE (FV_—=IRE) 120 Db, TILENDERETO BRI 75 EHE, BE OFH,
AR, JEMR, B, SOMEOFE, AaEREEZMEL CREIND,

FIRED MM KT 2 0IHIRE & LCIE, 0k, MPIEIE (AL 77 70+ 7 L R=y U
%) RVAD#EE (B URAF U+ REJINAE T U +TXT ALY URE) 7 EOT % ALAl
b & Lo A0 LS50 HDD ik (KET % A & UL, DIRRIZEEHT 2 B AR R
Tl HD-dex & KGL) 72 TN S, BAEMEISBE CTlx B ZE Maiashb 2 0 0 KE(LF%
ENFE ST T,

2011 FICENTARAT Y I T RRIBEFED MM 5T T2RMEEHE) OlRRIEE LUK
TR, ZAIDFREFIRIEICR DY, BT Y I T2E8 LY AV NIERE LTRSS WD
NH Lotz BT, MPBIEE (MP+R/LT Y I 7L X, MPIEIEICHE~T, PFS KN
OSZHRICIER T2 Z ENMESNTEY 7, B TIIMM QYRR & L THERSh T 5,
LovL, #IHNEHRE L CTAHMEREWRALT V' I 72 E0ERETH, MM BNEET 5 2 itk
<, WIFNERICED,

WIHNAEL T LTc S OIRIIE L LT, 1ERITER % 72 A0 HBIEAME FH S 40Tz,
LU R REOHYY R<A ROFIEUTEEGMED MM IR 2153 & L CHRGE S TLIRE,
2B DFEAIN MM D P LN— IR OIRERRR S LTHWOND K91tk o T,

ZDOXIIT, MMIBETIE, TFERB SN TEHHES (RLrTry 17, LFU RIER, ¥
U R~AR) Z2RHICEAL, JBFICHEY Z&T, LoEMOKBaY Fa—Lx BEETIREN
MSLEN-o2d 5, LnL, ZHIOLHHIERONTNOERTH MMITIEET 2 2 &7 < BXIC
5, HRETOHMNEL, HREITOIEBFIENAEZ TRWIGEIIMOIERIEZE R 2 LER
D, ETo, BREORKEREY IR T LICRFHHH AR 20, RITITEDIRFIEL AR
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T 720, HHAME GREEGUE) OIREEI

LU R FXIHY FvA FOIBRRZRISHBET L7 MM

TeAGRIRITEN TIIAFE L TUWRuy,

L7z o> T, ZOX D RipEburto kel

IBATL, mASHIIZIEL

Ay bu—/LTE OHIZRIBREORENR B EENL TN D,

1.5.3 BAFEORIE
K[E Celgene 12 LV, FEEFIR

Pl etis e A9 5 0,
ERDRYY R~ FRY Himnz
Ui 2 845 L 7o fifaic

Bz,

IEDH, LvL, RT3,
WX LTHETHD Z &0 %

BITLI-MM OFHEZSEL, LY ENKICM

AR TAR~ Y B RS MM B am i 20 4 5 Lo AR 2 FE
EHZAT 25 2 LR S, BBRABRTR~ ) FI FOLeMt
sz, MAT, A=Y FI R, moREREETHL LT Y FI RV F~va FEH
FERRARRBR LV, B REIERIIZ X3 2 S P 1 B OV e B4
LRGN E ol (R15-1) &
X LT O EREZH T 5,

ICRE 72 EN N &R

LU R R

INHDZ EnG, R<U K RiZMM OJEFEEKE L COFRERNEIRE SN, KETHR X

HEPED MM OVEH# 2 B IE & LT T 2ICE 72,

*F15-1 RIYKRSF, YRS FRULF) FE FOEEFEH (ECs (UM))

RYY FS K H1) R34 K LFYKSE

AR TR ETENE (MMLLS Allfia) 0.01-0.1 > 100 0.1-1
SEFAEIER (T Alflm, 1L-2 pEAEMRIE) 0.01 > 100 0.15
PURAEIER (PBMC, TNF-o FEAE#IH]) 0.01 60 0.03

I A T A B E 0.33 0.17 1.8
IL-2=interleukin-2; TNF o=tumor necr051s factor alﬁ)ha
Source: Corral, 1999, ; Hideshima, 2000°; ; Lu, 2009 ; Celgene Report PD 365"

1.5.3.1  JFERFRELER DAREE

FHRRRBRTIX, A~V NI FOSE, SRYERE KL Ok 2 520 L7z, FERRIR

ORFEZ X 1.52 1TRT,

1.56.3.1.1 REICEHT 55

1.5.3.1.1.1 [EXE

AU RIRIE, ZEIKRTH O IDMEEZRI 220,

RBFFEHH, VT A M & 3 FITERE LT,

1.5.3.1.1.2 &l

A~ U A K 1 mg AKX 455 7L, 2 mg Al

Wl 7R AVRITH D,

Confidential and Proprietary
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LATHY, BHRXTEERBIENLTH 5, KHOEBMRFERBR L ONNERER O %, A2 %
3AEITRIE LT,

1.5.3.1.2 ZFIEKER

HPHABR CTIE, A2 BT DB E U Tinvitro X in vivo 788k % 55kt L 7=, In vitro B T
V3 g AR A S ONE AR AR e 2 SAGE PR AR, AIRRSERREIEA, A B P EIEH,
YA N A PEATEHEN, SRS 2R, vy n AR S —BRBIEE
TER R OMERBEF Z2 5t L, in vivo SR Tl MM MR 2 B4l L 7 BIEE S EAR 2~ U7 2 &
TGRSR 2 BEt Lz,

AR SR BIEUR T, ARMRSRIEB A IR L L2 7 ) 7RO O A I A VEAITKT
HIEM, WECHTBSH AL S bAEEE SRR 2 8GR EIEH R OSAME B IZIC K D i S D
TNF-o FEA 5692 S0l EH Z et L7z,

HFIEM AAERRBR CIX, 730 2 7Y U UM EREASE & ORI E2HET Lz,

LA SR BRI IR RR I T D EH, (Dl R O g R I D2 1EH &[R35,
DL B 2 IR IR O F i O HLHEIC BT 545 ) (GLP) &L CTHEMi L7,

1.5.3.1.3 EYHEHRER

W ENRERERIL, in vitro X WY in vivo THFET L2, 7 v b KONV T O A T AR 5-FFO#%

AWIGRER, T > bR OD L TOME AN M ORISR, © 3 F Tolbimattai, 7y T
DOHANBATIERER, ~ U 2 TOPRBATHRERIE NS & o7 fEEHREBR 2 5E Uiz,
RERTIE, 7 v FARO L ToMmEE, JREOFEPREHY, WO DR RIER I KT T 8
ERET LT, F£o, ZoMoEyERERRE L TR~ Y R ROEREEREHBREZKRFI L, Zhb
DIEYBREATRIL, —HOMRBREZFRE GLP H T THME L7,

1.5.3.1.4 HMHHER

BRI T, vV AKDYT v F COHBEIFERERR, v U X, 7y FROPILTORER
e, BEEERER & U CHE U LB IR R 2 T2 in vitro 22 R ERER, © MR
M I 2 F O 7 Qe R B RBR L OV T > b & W MR, I ONC 7y%&07#%%%wt$
S A R & S U 7o, ARSI AR MR O 5 HIE - SBIRBAICET 2B TIX, Ty MR
O HXaEM, vhFRB I Y K~a REBMEREIRE LT ﬁbtoﬁﬁﬁﬁimfﬁﬁ
PRESICHE U TR ARG & L7y, HEERGRRIL, #IRN&EEG THEmM L, 2k, BAEMER
BRITEN G Lo 7o, T X TOmMERBRIL, ICH A K7 A HEV, GLP BEL R CTHElE L7,
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1.5.3.2 BEREREAFE DR

AR TR~ U KX RS MM MR, S SOSHIEER, KO # A LE
HEIZ U LT 52 ARRIER AT 5 2 LR SN, £7, PHBKRBRTHR~) FIR
DEBEMEIZRE RBEB W2 E BRI, 202 b, A~ U FI FiX MM OIREE L
L CHRMEREW D & D3R S 4y, s CERRRUIR 2N s S 417z,

B IRBHIE D% A X 1.5-3 12T,

1.5.3.2.1 B TORKEAFKDZEE

Wk cix, £, % TR CC-4047-MM-001 785 (MM-001 #R5%) J OV & fifi =38R0
BRSNS S 4L, MM IS 2R~ U FI FOAMERRESNT, ThbDORRZ3ZITT, 2009
12 A X0 5B VIHAERRER & LT CC-4047-MM-002 757 (MM-002 7805%) O 5 11 AR 23 30 S Az,
MM-002 5B (GF ILARED) Tk, AREEEOMMEEZEDH S, LU RI REOHRALT VR
T OIREIEN B O, D OREGEOTRE R X LIEH % 60 H LANIZHEAET L7 B3 & X S sk 3t
FZ XA =72 TN THA 2 HWT, A~V FI ROFMEELMEHET 2 %
Vo OBFRRIEOFIER LB EFTM L2, TOMEE, R~ K NOBEMEE L T
AU RI REEAERT Y A XY COUFRFETAEERR N L2VRE N, Rt b AR
HEZeHiH & B2 b,

WHHRRICESX, A~VU FI R, KET IvFU R REORLT Y I 7 55T 2 FEEN
L OTREER BV, BT O UTIRRE 60 B LANIZHEETT L7 2R MEHiE) o%hEe - 2
HAZTC, 2013 4F 2 AIKERMEXRMS A (FDA) 205 accelerated approval GRIHERE) #4572,

72, AOMEORGERERE LT, 2011 4 3 H X 0% 1 AHRER CC-4047-MM-003 38k (MM-003
ARER) MNFEM S, EHAMEUIEREEAEO MM BED S B, LY R REOERLT Y 27T
K DIRENR AR T, D OETOIREF XUXIEHR% 60 A LANIZHEAMETT Lo B 2 xS, Sk
H[F T X DM —T TR T A U ERAWT, BHET YA X U EEE (HD-dex HUM
B g 28R~V R RHEHAET $9 A2 %Y L (Pom+LD-dex #f) OFMER N4
PEa iR Uiz, O E, PomtLD-dex #f COMEREALEHIM (PFS), £47FHIM (0S), MM ®
RN HEEN) HDHdex FEL LERTHUGEL, 72, BT m 7 7 A VL ERWRARTHANEEZZ 5
T, EHRMESUIFREEEMED MM BF IR 28~ U KX ROAAMESREEE iz,

WMHEHGRICHESE, A~V FIRE, BINT TLFY R REORLT Y R 7 & E&Te 2 FREELL
FOIRFEIENR S O, BT OTRFER IR BELT U 7= R EEETE D 2RV EBEIE ) O%hEE - h R T
2013 4F 8 HIZHINES ST (EMA) 25 RTE AR 2 IS L7z,

6, A+Y FI NE, MM OEEERZRIEERRE T A K7 A T % National Comprehensive
Cancer Network (NCCN) DIGHEIT A FZ A4 > (version2, 2014) OH T, Y IARX—IUFED 1O
(BT Y —2A) L LTHIESATWS 2,
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1.5.3.2.2 ERNTORKEAFEORZE

ENTIEARLT Y I 7L U R REWo T 3AINAGR S, T OFEFNZ K DIRED ]
REERoTND, UL, AR, ZHhOLDFEALDIWEITHE2NDLT, B3 - 7L
HERTED MM BBE D —EERD LNVADT=Z LD, B U— U &tE, To%oF AR
PEVEN RN T & T ERR I ENICIFEE T D MM AR GEIR O Unmet medical needs & W L, [EWN
TAR~Y R ROBAFIZEF L,

EINE 1 FHFRER CC-4047-MM-004 #XER (MM-004 55%) % 2012454 H XV BISAL, AARADEE
AP SUT R ERAED MM BB TOfif&, EWENRE, 2ot A2MEZRHE L7, ZO/E, B
KTOARME - & (1A 1E4mg 21 AMERRO&EG Licig, 7 BFEIRE, vz 191
e LTHRYIRY) PARKAMMEBETOERARETHLZ L, BaMT a7 7 A VIZBHE R
EWA =T N LR SN, F2, SMEA MM EBFE TORER L RIERIC, KWEhREITEE%
RL, FEMEREEHNT A —Z BB TWe, AOED, BREEE 1241 34 TRONRHS
niz,

BT, FREEMO MM B ZXIZUCHFERE - HRE TR~ Y R RO L e E
M52 [P ES THARBABR CC-4047-MM-011 35 (MM-011 #%R) 4 2013 4E 12 XV BAss L, 20j}
FRAR P72y bATRRT6 AT 1 A TRANR AR DI,

IO ENS, BARANMMBEICKT 2 —-EOEMENHI/HTEX B2 N,

TKGRHGEICAL D, ABRNTEIE SUTHEEAMED MM IZR LT, 201445 6 H 11 BICHD IR HAESR
mDIEEZZ T HaEERS « 2638) 5342 7%5]

72, Bk U7oEsh C OAGRERIR DL BAT AoV BRS¢, AAREHiEES
DERMBITEAEFBHE I LA~Y I FEI U ET5FHOFHIFESE KR OBEE N S
i,

1.5.3.23 HHEHZBOYME

ENTHE~ Y FI RFoBEZEs 1< 27 o £ A | 7
-
I, 175 % F07C, MNTATEE A SR PR AR SRR (PMDA) & O
£ L. Sabs, I |
! r
- .1 I 1 [ JL J L
I T O, - 1 L7
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PMDA O Rfi# & OFHIEE DB

|
. 1 ‘- |
I N
]

I | e
I ) e
I | e
[

v ez ets 2, | — N e s—
e [ 2 175 O T D,
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156324 HEITHOHBERUVSRFESNHFEAXETE

ARHFEN Y r =@ D MM BE 258 & LT BRI IT MM-001 s8R 2 R &, TP T
b5 (K1.5-3), BUEFETIE, ARGORE - HE, HE - ZROMICBFEEREILR,

1.5.4 BHERUEAM

1541 ZEERRREABRMGR M o A-RHHEAUHRM
A=V R REBTFO LS RS EmEM 25 L,

In vitro iRBR

1. V7 U R NICx L2 #5 L7z MM Rz st LT, HEIEMGEIER 2~ LTz,

2. fEx ot b MM MK U CHEEMmEIER 2R~ L, ZOEET ¥ 22 T
HEER L7,

3. b FRMEIMEZEKTO TNF-a, IL-1B, IL-6 X TNIL-12 72 EDORGEVEY A N A L PEA ZFH
FHL, PIRIEMEY A M A IL-10 DFEAZRE L, £72, b b THIRRTIXIL-2 EAK
ON IFN-ypEAE 2 AR L T2,

4. &N BRI O ERLHUNILAE OTERCZ B35 2 LT X 0 mE R EZBRE L7z,

In vivo :RER
1. b N MM #ifg (NCI-H929) %Al L7 EAEE S RE Re~ 7 AT, HEIKGFN 2SS
MEWER Z R L, TOERIIT IV A XY v & O THEMR LT,

A~V FIRE, 2% F 2 E3 U A—BEAKROHN S /37 Th D CRBN IZHAT D, N
~ U K2 FICEWIRRE SN, ithE 2 #45 L 7= MM A HERR Cid, CRBN ORBEME T L TR Y,
F7- ABRIIZ CRBN OB EZ/D SE- Ml TlE, A~V K N2 28 ENME T LTy
2o A=V R ROFTLLEREIERD S G, Died &b EEMEEAEISIER KO A K
T A REEARIEVERIL, CRBN 2/ LCTW5 EEZ LN,

1542 BERABRGRMNOA-FHHEERVCARKG
15421 RxT4v b

BREIEEMEDO MM B IZ LT, A~ R RIZEHET S AZ YV U LIz L v L
TORZXT 4y VEeFTHEEZD,
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1. RIYY R FLEAETFT ARV UOOHBERZEL SRETITAZ YV UBEMBELER
TEEELEHN (PFS) 2AEICEERET 5,

WESLES T FH MM-003 FREROAE R, #EHAEMEXIIHREAYED MM B 1A~ FI & EH&E
TXHALYEHEG L Xx, AET XA X VBB Lz & X LT, PFS A
ARIIER LTz,

F7-, MM-003 B2 T D PFS (2513 2 %7 7 ) — F b OfE R, PERI (B k), FElE (65
AT 65 i, 75 LA T 75 k), EOPUEHESE L A v QLT3 E), @k
OIEFRSEH (EERYE FREAME REEM), X=X T7A VKD B-Ir/m a7 Y RE

(3.5 mg/L Ailii /3.5 mg/L LA E732 5.5 mg/L Kiili /5.5 mg/L LA &), 77 I RE (3.5gdL &
Wii,/35g/dL L E), ECOGPS (01 LL L), HilERFEHREE (WY A7 IEmI) 2T /G
UR7), BHHE (7 L7 F =027 U 7T T2 AN 45 mL/min AKiif§ /45 mL/min 2L E7>> 60 mL/min
Riii,/60 mL/min LLE) 12030 53, WOV 77 L —7Th, 2IRTORE L FRFEICR~
U R FEEHET A2 O RIED BIF 2 BOWMER R STz,

2. RYYRIFLERETERVAZYUOHAREE SHETIYAS YV UBEMBEEL LR
TEAHFHM (0S) 2HEICERT 5.

WAL T A MM-003 SRBR DRSS, EEHAMEXIIHREEMED MM B IR~ Y KX RA A&

TXHRAL LG LT &, BHET XA XY U BEMEIE L RT, 0S8 BNAEICIER

L7,

3. RYYRIFLERETERYAZYUOHARZIOENET, SRETEY A2V UERE
HRELRTEL,
WS T AH MM-003 BRBROAER, A~V FI RHEAET IV A ¥V UOFRBRIE TS =30
FEDOZE BT LT BIREORIE (FEhH) 1L, mART XA X CBMIRE L TR o T,
F72, EWNE1HMM-004 5852 L O 11 MM-011 iRBRCH, R~ U FI RBMEHET IV A
2 & ORI TR SN HERE TR EOZRDGRO B TR Y, WIMGRREER & [F
FRICHARANTS BRIFRAMENRBMGFTEX 5 Z LRI,

4. RIY RS RIEEOHTELFTHY, MM EBEIZE > THRICHES AENEL, REMEN
=LY

FENTO MM B T, AT Y 2 7REZ T CDEARNTESR 20 5 IRRIEN D72 < e, B
FOEROAELED, —FH, A~V FINIRADTEARTHY, £z, K~V FI FEHf
HI2BHET AL UL ROFITHDL Z s, EHICHE ERmEeRR T2 L, B
DINETDIATAZANERT I LR<IBRPMITE 52 L, BKENHETH Y EHREA
Z o 7 DI SRR 2 D 2 EDEE SN D, T OITHEREEIRFIFIE TH Y, X171 v
D1 DIZETOND EBE XD,
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15422 JRY
BRI SUTERAMED MM BEICH LT, A~ U FI REEMAET 22V 0 & O FRIEITLL
TOVRATEZRTLEEZD,

1. RIY FI REBEAETIFY AV UOHABRETOELETERE, IFhKEAE 0/
WRAER EDMBFMERTH 5.

WESNER T AH MM-003 BRBROAER, A~V FI RHEHET A& Y UL TR B 2 <5
Bl LA EF ST P ERBUME LI MRIBUDE & ) o T R R Th - 72, BRI, GFHERE
PIEDIFE A EIEAR~Y FI FEOBEERTETERNEZ 2O, TOEFEEDIFEAEN
JL—R3XF4 Tholo, LaL, WFHEKBUERCI/IMORADIEIZ L > TR Y K Ro#Es
HIEICESD Z L1372 <, A~ FI ROJEE, KREIHERIEIC L D FHARECTh o7z,

F7o, EWNE 1 MM-004 5058, [ENE T MM-011 58T, A~V K FHEHET
AL A ERE T < FEBL L 7o A EFERITA P ERIEUE S i IMRIBE & o 72 LR PR 5
ThY, HARANMM EEZFRAOMAITRD STz,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

POMALYST® (pomalidomide) capsules, for oral use
Initial US Approval: 2013

WARNING: EMBRYO-FETAL TOXICITY and VENOUS
THROMBOEMBOLISM
See full prescribing information for complete boxed warning
EMBRYO-FETAL TOXICITY
° POMALYST is contraindicated in pregnancy. POMALYST is
a thalidomide analogue. Thalidomide is a known human
teratogen that causes severe life-threatening birth defects (4,
5.1, 8.1).
. For females of reproductive potential: Exclude pregnancy
before start of treatment. Prevent pregnancy during treatment
by the use of 2 reliable methods of contraception (5.1, 8.6).

POMALYST is available only through a restricted program called
POMALYST REMS™ (5.2).

VENOUS THROMBOEMBOLISM
. Deep venous thrombosis (DVT) and pulmonary embolism (PE)
occur in patients with multiple myeloma treated with
POMALYST (5.3).

—m=mmmemmemmemeeeem—-—--RECENT MAJOR CHANGES
Dosage and Administration (2.3) 03/14

S ) ) (6% § [N VN1 1] U1, Ve o —

POMALYST is a thalidomide analogue indicated for patients with multiple
myeloma who have received at least two prior therapies including
lenalidomide and bortezomib and have demonstrated disease progression on
or within 60 days of completion of the last therapy. Approval is based on
response rate. Clinical benefit, such as improvement in survival or symptoms,
has not been verified.

Page 2

eeeeeeeeeeeeeeeee--DOSAGE AND ADMINISTRATION--mmmmmmmmmemeeeeeeeee
4 mg per day taken orally on Days 1-21 of repeated 28-day cycles until
disease progression

cmeeemeeeeeeeeee--DOSAGE FORMS AND STRENGTHS-----memmmmeeeemee
Capsules: 1 mg, 2 mg, 3 mg, and 4 mg (3)

CONTRAINDICATIONS

. Pregnancy (4)

—mmmmmmmmemeemee--WARNINGS AND PRECAUTIONS-------enmeemmmeemeeam

. Hematologic Toxicity: Neutropenia was the most frequently reported
Grade 3/4 adverse event. Monitor patients for hematologic toxicities,
especially neutropenia (5.4).

ADVERSE REACTIONS
Most common adverse reactions (=30%) included fatigue and asthenia,
neutropenia, anemia, constipation, nausea, diarrhea, dyspnea, upper-
respiratory tract infections, back pain, and pyrexia (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.

S———— ) : Y 51 ¢ 1 b 032 T:U04 b (0 [ M——
. Strong CYP1AZ2 Inhibitors: Avoid the use of strong CYP1A2
inhibitors unless medically necessary (2.3, 7.1, 12.3).

—mmmmemmmmmmececememee——-UUSE IN SPECIFIC POPULATIONS-----m-emememeeeeeeee
. Nursing Mothers: Discontinue drug or nursing taking into
consideration importance of drug to mother (8.3).
. Avoid POMALYST in patients with serum creatinine >3.0 mg/dL
(8.7).

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised 03/2014
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Page 3

FULL PRESCRIBING INFORMATION

WARNING: EMBRYO-FETAL TOXICITY and VENOUS THROMBOEMBOLISM

Embryo-Fetal Toxicity

¢ POMALYST is contraindicated in pregnancy. POMALYST is a thalidomide analogue.
Thalidomide is a known human teratogen that causes severe birth defects or embryo-fetal
death. In females of reproductive potential, obtain 2 negative pregnancy tests before
starting POMALYST treatment.

¢ Females of reproductive potential must use 2 forms of contraception or continuously
abstain from heterosexual sex during and for 4 weeks after stopping POMALYST
treatment [see Contraindications (4), Warnings and Precautions (5.1), and Use in Specific
Populations (8.1, 8.6)].

POMALYST is only available through a restricted distribution program called

POMALYST REMS™ [see Warnings and Precautions (5.2)].

Venous Thromboembolism

e Deep venous thrombosis (DVT) and pulmonary embolism (PE) occur in patients with
multiple myeloma treated with POMALYST. Prophylactic anti-thrombotic measures
were employed in the clinical trial. Consider prophylactic measures after assessing an
individual patient’s underlying risk factors [see Warnings and Precautions (5.3)].

1 INDICATIONS AND USAGE
1.1 Multiple Myeloma

POMALYST is indicated for patients with multiple myeloma who have received at least two
prior therapies including lenalidomide and bortezomib and have demonstrated disease
progression on or within 60 days of completion of the last therapy. Approval is based on
response rate [see Clinical Studies (14.1)]. Clinical benefit, such as improvement in survival or
symptoms, has not been verified.

2 DOSAGE AND ADMINISTRATION
2.1 Multiple Myeloma

Females of reproductive potential must have negative pregnancy testing and use contraception
methods before initiating POMALYST [see Warnings and Precautions (5.1) and Use in Specific
Populations (8.6)].

The recommended starting dose of POMALYST is 4 mg once daily orally on Days 1-21 of
repeated 28-day cycles until disease progression. POMALYST may be given in combination
with dexamethasone [see Clinical Studies (14.1)].

POMALYST may be taken with water. Inform patients not to break, chew, or open the capsules.
POMALYST should be taken without food (at least 2 hours before or 2 hours after a meal).
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2.2 Dose Adjustments for Toxicities

Table 1: Dose Modification Instructions for POMALYST for Hematologic Toxicities

Toxicity Dose Modification
Neutropenia
e ANC <500 per mcL or febrile e Interrupt POMALYST treatment, follow CBC
neutropenia (fever more than or equal to weekly

38.5°C and ANC <1,000 per mcL)

e ANC return to more than or equal to 500 | e Resume POMALYST treatment at 3 mg daily
per mcL

e For each subsequent drop <500 per mcL. | e Interrupt POMALYST treatment

e Return to more than or equal to 500 per e Resume POMALYST treatment at 1 mg less

mcL than the previous dose
Thrombocytopenia
e Platelets <25,000 per mcL e Interrupt POMALYST treatment, follow CBC
weekly

e Platelets return to >50,000 per mcL
e Resume POMALYST treatment at 3 mg daily

e For each subsequent drop <25,000 per e Interrupt POMALYST treatment
mcL
e Resume POMALYST treatment at 1 mg less
e Return to more than or equal to 50,000 than previous dose
per mcL

ANC, absolute neutrophil count.

For other Grade 3 or 4 toxicities, hold treatment and restart treatment at 1 mg less than the
previous dose when toxicity has resolved to less than or equal to Grade 2 at the physician’s
discretion.

To initiate a new cycle of POMALY ST, the neutrophil count must be at least 500 per mcL and
the platelet count must be at least 50,000 per mcL. If toxicities occur after dose reductions to 1
mg, then discontinue POMALYST.

2.3 Dose Adjustment for Strong CYP1A2 Inhibitors in the Presence of Strong CYP3A4 and
P-gp Inhibitors

Avoid co-administration of strong inhibitors of CYP1A2. If necessary to co-administer strong
inhibitors of CYP1A2 in the presence of strong inhibitors of CYP3A4 and P-gp, reduce
POMALYST dose by 50%. No clinical efficacy or safety data exist [see Drug Interactions (7.1)
and Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

POMALYST is available in the following capsule strengths:
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1 mg: Dark blue opaque cap and yellow opaque body, imprinted “POML” on the cap in white
ink and “1 mg” on the body in black ink

2 mg: Dark blue opaque cap and orange opaque body, imprinted “POML” on the cap and “2 mg”
on the body in white ink

3 mg: Dark blue opaque cap and green opaque body, imprinted “POML” on the cap and “3 mg”
on the body in white ink

4 mg: Dark blue opaque cap and blue opaque body, imprinted “POML” on the cap and “4 mg”
on the body in white ink

4 CONTRAINDICATIONS
Pregnancy

POMALYST can cause fetal harm when administered to a pregnant female [see Warnings and
Precautions (5.1) and Use in Specific Populations (8.1)]. POMALYST is contraindicated in
females who are pregnant. Pomalidomide is a thalidomide analogue and is teratogenic in both
rats and rabbits when administered during the period of organogenesis. 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 hazard to a fetus.

S WARNINGS AND PRECAUTIONS

5.1 Embryo-Fetal Toxicity

POMALYST is a thalidomide analogue and is contraindicated for use during pregnancy.
Thalidomide is a known human teratogen that causes severe birth defects or embryo-fetal death
[see Use in Specific Populations (8.1)]. POMALYST is only available through the POMALYST
REMS program [see Warnings and Precautions (5.2)].

Females of Reproductive Potential
Females of reproductive potential must avoid pregnancy while taking POMALYST and for at
least 4 weeks after completing therapy.

Females must commit either to abstain continuously from heterosexual sexual intercourse or to
use 2 methods of reliable birth control, beginning 4 weeks prior to initiating treatment with
POMALYST, during therapy, during dose interruptions, and continuing for 4 weeks following
discontinuation of POMALYST 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
POMALYST therapy and then weekly during the first month, then monthly thereafter in women
with regular menstrual cycles, or every 2 weeks in women with irregular menstrual cycles [see
Use in Specific Populations (8.6)].
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Males

Pomalidomide 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 POMALYST and for up to 28 days after discontinuing POMALYST, even
if they have undergone a successful vasectomy. Male patients taking POMALY ST must not
donate sperm [see Use in Specific Populations (8.6)].

Blood Donation

Patients must not donate blood during treatment with POMALYST and for 1 month following
discontinuation of the drug because the blood might be given to a pregnant female patient whose
fetus must not be exposed to POMALYST.

5.2 POMALYST REMS™ Program
Because of the embryo-fetal risk [see Warnings and Precautions (5.1)], POMALYST is

available only through a restricted program under a Risk Evaluation and Mitigation Strategy
(REMS) called “POMALYST REMS.”

Required components of the POMALYST REMS program include the following:

e Prescribers must be certified with the POMALYST REMS program by enrolling and
complying with the REMS requirements.

e Patients must sign a Patient-Prescriber 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 (8.6)] and males must comply with contraception requirements [see Use in
Specific Populations (8.6)].

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

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

5.3 Venous Thromboembolism

Patients receiving POMALYST have developed venous thromboembolic events (VTEs) (venous

thromboembolism) reported as serious adverse reactions. In the trial, all patients were required to
receive prophylaxis or anti-thrombotic treatment; 81% used aspirin, 16% warfarin, 21% heparin,

and 3% clopidogrel. The rate of deep vein thrombosis or pulmonary embolism was 3%. Consider
anti-coagulation prophylaxis after an assessment of each patient’s underlying risk factors.

5.4 Hematologic Toxicity

Neutropenia was the most frequently reported Grade 3/4 adverse reaction, followed by anemia
and thrombocytopenia. Neutropenia of any grade was reported in 50% of patients in the trial.
The rate of Grade 3/4 neutropenia was 43%. The rate of febrile neutropenia was 3%.

Monitor patients for hematologic toxicities, especially neutropenia. Monitor complete blood
counts weekly for the first 8§ weeks and monthly thereafter. Patients may require dose
interruption and/or modification [see Dosage and Administration (2.2)].



Page 7

5.5 Hypersensitivity Reactions
Patients with a prior history of serious hypersensitivity associated with thalidomide or
lenalidomide were excluded from studies and may be at higher risk of hypersensitivity.

5.6 Dizziness and Confusional State

In the trial, 18% of patients experienced dizziness and 12% of patients experienced a confusional
state; 1% of patients experienced Grade 3/4 dizziness, and 3% of patients experienced Grade 3/4
confusional state. Instruct patients to avoid situations where dizziness or confusional state may
be a problem and to not take other medications that may cause dizziness or confusional state
without adequate medical advice.

5.7 Neuropathy

In the trial, 18% of patients experienced neuropathy, with approximately 9% of the patients
experiencing peripheral neuropathy. There were no cases of Grade 3 or higher neuropathy
adverse reactions reported.

5.8 Risk of Second Primary Malignancies
Cases of acute myelogenous leukemia have been reported in patients receiving POMALYST as
an investigational therapy outside of multiple myeloma.

6 ADVERSE REACTIONS

The following adverse reactions are described in detail in other labeling sections:
o Fetal Risk [see Boxed Warnings, Warnings and Precautions (5.1, 5.2)]
Venous Thromboembolism [see Boxed Warnings, Warnings and Precautions (5.3)]
Hematologic Toxicity [see Warnings and Precautions (5.4)]
Hypersensitivity Reactions [see Warnings and Precautions (5.5)]
Dizziness and Confusional State [see Warnings and Precautions (5.6)]
Neuropathy [see Warnings and Precautions (5.7)]
Risk of Second Primary Malignancies [see Warnings and Precautions (5.8)]

6.1 Clinical Trials Experience in Multiple Myeloma

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

In Clinical Trial 1, data were evaluated from 219 patients (safety population) who received
treatment with POMALYST + Low-dose Dexamethasone (Low-dose Dex) (112 patients) or
POMALYST alone (107 patients). Median number of treatment cycles was 5. Sixty-three percent
of patients in the study had a dose interruption of either drug due to adverse reactions. Thirty-
seven percent of patients in the study had a dose reduction of either drug due to adverse
reactions. The discontinuation rate due to treatment-related adverse reaction was 3%.

Tables 2, 3, and 4 summarize all treatment-emergent adverse reactions reported for the
POMALYST + Low-dose Dex and POMALYST alone groups regardless of attribution of
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relatedness to pomalidomide. In the absence of a randomized comparator arm, it is often not
possible to distinguish adverse events that are drug related and those that reflect the patient’s
underlying disease.

Table 2: Adverse Reactions Reported in >10% of Patients in Any Treatment Arm

Trial 1
POMALYST +
POMALYST? | Low-dose Dex
(n=107) (n=112)
System Organ Class/Preferred Term n (%) n (%)
Patients With at Least One Treatment-
Emergent Adverse Reaction 107/(100) 112 (100)
General disorders and administration
site conditions
Fatigue and asthenia 59 (55) 70 (63)
Pyrexia 20 (19) 34 (30)
Edema peripheral 25(23) 18 (16)
Chills 10 (9) 12 (11)
Pain 6 (6) 5(5
Blood and lymphatic system disorders
Neutropenia 56 (52) 53 (47)
Anemia 41 (38) 44 (39)
Thrombocytopenia 27 (25) 26 (23)
Leukopenia 12 (11) 20 (18)
Lymphopenia 44 17 (15)
Gastrointestinal disorders
Constipation 38 (36) 39 (35)
Diarrhea 36 (34) 37 (33)
Nausea 38 (36) 25 (22)
Vomiting 15 (14) 15 (13)
Infections and infestations
Pneumonia 25 (23) 32 (29)
Upper respiratory tract infection 34 (32) 28 (25)
Urinary tract infection 8 (8) 18 (16)
Musculoskeletal and connective tissue
disorders
Back pain 34 (32) 34 (30)
Musculoskeletal chest pain 23 (22) 22 (20)
Muscle spasms 20 (19) 21 (19)
Arthralgia 17 (16) 17 (15)
Musculoskeletal pain 12 (11) 17 (15)
Pain in extremity 5(5) 16 (14)
Muscular weakness 13 (12) 13 (12)
Bone pain 13 (12) 5(5)
Respiratory, thoracic, and mediastinal
disorders
Dyspnea 36 (34) 50 (45)
Cough 15 (14) 23 (21)
Epistaxis 16 (15) 12 (11)
Metabolism and nutritional disorders
Decreased appetite 23 (22) 20 (18)
Hyperglycemia 13 (12) 17 (15)
Hyponatremia 11 (10) 14 (13)
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Trial 1
POMALYST +
POMALYST? | Low-dose Dex

(n=107) (n=112)
System Organ Class/Preferred Term n (%) n (%)
Hypercalcemia 22 (21) 13 (12)
Hypocalcemia 6 (6) 13 (12)
Hypokalemia 11 (10) 12 (11)
Skin and subcutaneous tissue disorders
Hyperhidrosis 6 (6) 18 (16)
Rash 23 (22) 18 (16)
Night sweats 5(5) 14 (13)
Dry skin 10 (9) 12 (11)
Pruritus 16 (15) 12 (11)
Nervous system disorders
Dizziness 21 (20) 19 (17)
Tremor 10 (9) 14 (13)
Headache 14 (13) 9 (8)
Neuropathy peripheral 11 (10) 8(7)
Investigations
Blood creatinine increased 16 (15) 12 (11)
Weight increased 1(1) 12 (11)
Weight decreased 15 (14) 9 (8)
Psychiatric disorders
Insomnia 7(7) 16 (14)
Confusional state 11 (10) 15 (13)
Anxiety 12 (11) 8(7)
Renal and urinary disorders
Renal failure 16 (15) 11 (10)

*POMALYST alone arm includes all patients randomized to the pomalidomide alone arm who took study drug; 61
of the 107 patients had dexamethasone added during the treatment period.
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Table 3:  Grade 3/4 Adverse Reactions Reported in >5% of Patients in Any Treatment Arm

Trial 1
POMALYST +
POMALYST? | Low-dose Dex

(n=107) (n=112)
System Organ Class/Preferred Term n (%) n (%)
Patients With at Least One Treatment-
Emergent NCI CTC Grade 3 or 4 Adverse 96 (90) 99 (88)
Reaction
Blood and lymphatic system disorders
Neutropenia 50 (47) 43 (38)
Anemia 24 (22) 23 (21)
Thrombocytopenia 24 (22) 21 (19)
Leukopenia 6 (6) 11 (10)
Lymphopenia 2(2) 8(7)
Infections and infestations
Pneumonia 17 (16) 26 (23)
Urinary tract infection 2(2) 9 (8)
Sepsis 6 (6) 303)
Metabolism and nutritional disorders
Hypercalcemia 10 (9) 1(1)
General disorders and administration site
conditions
Fatigue and asthenia 12 (11) 14 (13)
Investigations
Blood creatinine increased 6 (6) 303)
Respiratory, thoracic, and mediastinal
disorders
Dyspnea 7(7) 14 (13)
Musculoskeletal and connective tissue
disorders
Back pain 13 (12) 10 (9)
Muscular weakness 6 (6) 4(4)
Renal and urinary disorders
Renal failure 10 (9) 7 (6)

*POMALYST alone arm includes all patients randomized to the pomalidomide alone arm who took study drug; 61
of the 107 patients had dexamethasone added during the treatment period.

Table 4:Serious Adverse Reactions Reported in >2 Patients

Trial 1
POMALYST +
POMALYST? | Low-dose Dex
(n=107) (n=112)
System Organ Class/Preferred Term n (%) n (%)
Patients With at Least One Treatment-
Emergent Serious Adverse Reaction 72(67) 69 (62)
Infections and infestations
Pneumonia 15 (14) 21 (19)
Urinary tract infection 0 (0) 6 (5)
Sepsis 6 (6) 303)
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Respiratory, thoracic, and mediastinal

disorders

Dyspnea 5(5) 7 (6)
General disorders and administration site

conditions

Pyrexia 33 5(5)
General physical health deterioration 0 (0) 2(2)
Cardiac disorders

Atrial fibrillation 2(2) 3(3)
Cardiac failure congestive 0 (0) 303)
Renal and urinary disorders

Renal failure 9 (8) 7 (6)
Gastrointestinal disorders

Constipation 1 (1) 3(3)
Blood and lymphatic system disorders

Febrile neutropenia 5(5) 1(1)
Metabolism and nutrition disorders

Dehydration 5(5) 303)
Hypercalcemia 5(5) 2(2)
Musculoskeletal and connective tissue

disorders

Back pain 44) 2(2)

*POMALYST alone arm includes all patients randomized to the POMALYST alone arm who took study drug; 61
of the 107 patients had dexamethasone added during the treatment period.

Other Adverse Reactions
Other adverse reactions of POMALYST in patients with multiple myeloma, not described above,
and considered important:

Ear and labyrinth disorders: Vertigo

Hepatobiliary disorders: Hyperbilirubinemia

Infections and infestations: Pneumocystis jiroveci pneumonia, Respiratory syncytial virus
infection, Neutropenic sepsis

Investigations: Alanine aminotransferase increased

Metabolism and nutritional disorders: Hyperkalemia

Renal and urinary disorders: Urinary retention

Reproductive system and breast disorders: Pelvic pain

Respiratory, thoracic, and mediastinal disorders: Interstitial lung disease

7 DRUG INTERACTIONS

Pomalidomide is primarily metabolized by CYP1A2 and CYP3A. Pomalidomide is also a
substrate for P-glycoprotein (P-gp).

7.1 Drugs That May Increase Pomalidomide Plasma Concentrations

CYP1A2 inhibitors: Pomalidomide exposure is increased when POMALY ST is co-administered
with a strong CYP1A2 inhibitor (fluvoxamine) in the presence of a strong CYP3A4/5 and P-gp
inhibitor (ketoconazole). Ketoconazole in the absence of a CYP1A2 inhibitor does not increase
pomalidomide exposure. Avoid co-administration of strong CYP1A2 inhibitors (e.g.
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ciprofloxacin and fluvoxamine) [See Dosage and Administration (2.3) and Clinical
Pharmacology (12.3)]. 1f it is medically necessary to co-administer strong inhibitors of CYP1A2
in the presence of strong inhibitors of CYP3A4 and P-gp, POMALYST dose should be reduced
by 50%.

The effect of a CYP1A2 inhibitor in the absence of a co-administered CYP3A4 and P-gp
inhibitor has not been studied. Monitor for toxicites if CYP1A2 inhibitors are to be co-
adminstered in the absence of a co-administered CYP3A4 and P-gp inhibitor, and reduce dose if
needed.

7.2 Drugs That May Decrease Pomalidomide Plasma Concentrations

Smoking: Cigarette smoking may reduce pomalidomide exposure due to CYP1A2 induction.
Patients should be advised that smoking may reduce the efficacy of pomalidomide.

CYPI1A2 inducers: Co-administration of POMALYST with drugs that are CYP1A2 inducers has
not been studied and may reduce pomalidomide exposure.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category X [see Boxed Warnings and Contraindications (4)]
Risk Summary

POMALYST can cause embryo-fetal harm when administered to a pregnant female and is
contraindicated during pregnancy. POMALYST 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.

Pomalidomide was teratogenic in both rats and rabbits when administered during the period of
organogenesis. 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 hazard 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 POMALYST to the
FDA via the MedWatch program at 1-800-FDA-1088 and also to Celgene Corporation at 1-888-
423-5436.
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Animal Data

Pomalidomide was teratogenic in both rats and rabbits in the embryo-fetal developmental studies
when administered during the period of organogenesis.

In rats, pomalidomide was administered orally to pregnant animals at doses of 25 to 1000
mg/kg/day. Malformations or absence of urinary bladder, absence of thyroid gland, and fusion
and misalignment of lumbar and thoracic vertebral elements (vertebral, central, and/or neural
arches) were observed at all dose levels. There was no maternal toxicity observed in this study.
The lowest dose in rats resulted in an exposure (AUC) approximately 85-fold of the human
exposure at the recommended dose of 4 mg/day. Other embryo-fetal toxicities included increased
resorptions leading to decreased number of viable fetuses.

In rabbits, pomalidomide was administered orally to pregnant animals at doses of 10 to 250
mg/kg/day. Increased cardiac malformations such as interventricular septal defect were seen at
all doses with significant increases at 250 mg/kg/day. Additional malformations observed at 250
mg/kg/day included anomalies in limbs (flexed and/or rotated fore- and/or hindlimbs, unattached
or absent digit) and associated skeletal malformations (not ossified metacarpal, misaligned
phalanx and metacarpal, absent digit, not ossified phalanx, and short not ossified or bent tibia),
moderate dilation of the lateral ventricle in the brain, abnormal placement of the right subclavian
artery, absent intermediate lobe in the lungs, low-set kidney, altered liver morphology,
incompletely or not ossified pelvis, an increased average for supernumerary thoracic ribs, and a
reduced average for ossified tarsals. No maternal toxicity was observed at the low dose (10
mg/kg/day) that resulted in cardiac anomalies in fetuses; this dose resulted in an exposure (AUC)
approximately equal to that reported in humans at the recommended dose of 4 mg/day.
Additional embryo-fetal toxicity included increased resorption.

8.3 Nursing Mothers

It is not known if pomalidomide is excreted in human milk. Pomalidomide was excreted in the
milk of lactating rats. Because many drugs are excreted in human milk and because of the
potential for adverse reactions in nursing infants from POMALYST, a decision should be made
whether to discontinue nursing or to discontinue the drug, taking into account the importance of
the drug to the mother.

8.4 Pediatric Use

Safety and effectiveness of POMALYST in patients below the age of 18 years have not been
established.

8.5 Geriatric Use
No dosage adjustment is required for POMALYST based on age.

Of the total number of patients in clinical studies of POMALYST, 41% were aged 65 years and
older, while 12% were aged 75 years and older. No overall differences in effectiveness were
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observed between these patients and younger patients. In this study, patients aged greater than or
equal to 65 years were more likely to experience pneumonia than patients aged less than or equal
to 65 years.

8.6 Females of Reproductive Potential and Males

POMALYST can cause fetal harm when administered during pregnancy [see Use in Specific
Populations (8.1)]. Females of reproductive potential must avoid pregnancy while taking
POMALYST and for at least 4 weeks after completing therapy.

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, [UD, 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 POMALYST, during
therapy, during dose interruptions, and continuing for 4 weeks following discontinuation of
POMALYST 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.

Females of reproductive potential must have 2 negative pregnancy tests before initiating
POMALYST. The first test should be performed within 10-14 days, and the second test within
24 hours prior to prescribing POMALYST. 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. POMALYST treatment must be
discontinued during this evaluation.

Males

Pomalidomide is present in the semen of males who take POMALYST. Therefore, males must
always use a latex or synthetic condom during any sexual contact with females of reproductive
potential while taking POMALYST and for up to 28 days after discontinuing POMALYST, even
if they have undergone a successful vasectomy. Male patients taking POMALYST must not
donate sperm.

8.7 Renal Impairment

Pomalidomide and its metabolites are primarily excreted by the kidneys [see Clinical
Pharmacology (12.3)]. The influence of renal impairment on the safety, efficacy, and
pharmacokinetics of pomalidomide has not been evaluated. Patients with serum creatinine
greater than 3.0 mg/dL were excluded in clinical studies. Avoid POMALYST in patients with a
serum creatinine greater than 3.0 mg/dL.
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8.8 Hepatic Impairment

Pomalidomide is metabolized in the liver [see Clinical Pharmacology (12.3)]. The influence of

hepatic impairment on the safety, efficacy, and pharmacokinetics of pomalidomide has not been

evaluated. Patients with serum bilirubin greater than 2.0 mg/dL and AST/ALT greater than 3.0 x
upper limit normal (ULN) were excluded in clinical studies. Avoid POMALYST in patients with
serum bilirubin greater than 2.0 mg/dL and AST/ALT greater than 3.0 x ULN.

10 OVERDOSAGE

No specific information is available on the treatment of overdose with pomalidomide, and it is
unknown whether pomalidomide or its metabolites are dialyzable.

11 DESCRIPTION

POMALYST is an immunomodulatory antineoplastic agent. The chemical name is (RS)-4-
Amino-2-(2,6-dioxo-piperidin-3-yl)-isoindoline-1,3-dione and it has the following chemical
structure:

O O

N O
H

NH, ©

The empirical formula for pomalidomide is C;3H;;N304 and the gram molecular weight is
273.24.

Pomalidomide is a yellow solid powder. It has limited to low solubility into organic solvents and
it has low solubility in all pH solutions (about 0.01 mg/mL). Pomalidomide has a chiral carbon
atom which exists as a racemic mixture of the R(+) and S(-) enantiomers.

POMALYST is available in 1-mg, 2-mg, 3-mg, and 4-mg capsules for oral administration. Each
capsule contains pomalidomide as the active ingredient and the following inactive ingredients:
mannitol, pregelatinized starch, and sodium stearyl fumarate. The 1-mg capsule shell contains
gelatin, titanium dioxide, FD&C blue 2, yellow iron oxide, white ink, and black ink. The 2-mg
capsule shell contains gelatin, titanium dioxide, FD&C blue 2, yellow iron oxide, FD&C red 3,
and white ink. The 3-mg capsule shell contains gelatin, titanium dioxide, FD&C blue 2, yellow
iron oxide, and white ink. The 4-mg capsule shell contains gelatin, titanium dioxide, FD&C blue
1, FD&C blue 2, and white ink.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Pomalidomide, an analogue of thalidomide, is an immunomodulatory agent with antineoplastic
activity. In in vitro cellular assays, pomalidomide inhibited proliferation and induced apoptosis
of hematopoietic tumor cells. Additionally, pomalidomide inhibited the proliferation of
lenalidomide-resistant multiple myeloma cell lines and synergized with dexamethasone in both
lenalidomide-sensitive and lenalidomide-resistant cell lines to induce tumor cell apoptosis.
Pomalidomide enhanced T cell- and natural killer (NK) cell-mediated immunity and inhibited
production of pro-inflammatory cytokines (eg, TNF-a and IL-6) by monocytes. Pomalidomide
demonstrated anti-angiogenic activity in a mouse tumor model and in the in vitro umbilical cord
model.

12.3 Pharmacokinetics

Absorption

Following administration of single oral doses of POMALYST, the maximum plasma
concentration (Cpax) for pomalidomide occurs at 2 and 3 hours postdose. The systemic exposure
(AUC) of pomalidomide increases in an approximately dose proportional manner.

In patients with multiple myeloma who received POMALYST 4 mg daily alone or in
combination with dexamethasone, pomalidomide steady-state drug exposure was characterized
by AUC(T) of 400 ng-h/mL and Cpax of 75 ng/mL. Following multiple doses, pomalidomide has
an accumulation ratio of 27% to 31%.

Distribution

Pomalidomide has a mean apparent volume of distribution (Vd/F) between 62 and 138 L at
steady state. Pomalidomide is distributed in semen of healthy subjects at a concentration of
approximately 67% of plasma level at 4 hours postdose (~Tmax) after 4 days of once-daily dosing
at 2 mg. Human plasma protein binding ranges from 12% to 44% and is not concentration
dependent. Pomalidomide is a substrate for P-glycoprotein (P-gp).

Metabolism

Pomalidomide is primarily metabolized in the liver by CYP1A2 and CYP3A4. In vitro, CYP1A2
and CYP3A4 were identified as the primary enzymes involved in the CYP-mediated
hydroxylation of pomalidomide, with additional minor contributions from CYP2C19 and
CYP2D6.

Elimination

Pomalidomide is eliminated with a median plasma half-life of approximately 9.5 hours in healthy
subjects and approximately 7.5 hours in patients with multiple myeloma. Pomalidomide has a
mean total body clearance (CL/F) of 7-10 L/h.

Following a single oral administration of ['*C]-pomalidomide (2 mg) to healthy subjects,
approximately 73% and 15% of the radioactive dose was eliminated in urine and feces,
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respectively, with approximately 2% and 8% of the radiolabeled dose eliminated unchanged as
pomalidomide in urine and feces.

Drug Interactions
Drugs that Inhibit Pomalidomide Metabolism

CYP1A2 Inhibitors: The effect of CYP1A2 inhibitors, in the absence of a co-administered
CYP3A4 and P-gp inhibitor, is unknown. However, co-administration of fluvoxamine (a strong
CYPI1A2 inhibitor) in the presence of ketoconazole (a strong CYP3A4 and P-gp inhibitor) to 12
healthy male subjects increased exposure (geometric mean AUCnr) to pomalidomide by 146%
compared to pomalidomide administered alone [See Dosage and Administration (2.2) and Drug
Interactions (7.1)].

Strong CYP3A4 and P-glycoprotein (P-gp) Inhibitors: Co-administration of ketoconazole (a
strong CYP3A4 and P-gp inhibitor) in 16 healthy male subjects resulted in an increased exposure
(geometric mean AUCnr) to pomalidomide of 19% compared to pomalidomide administered
alone.

Drugs that Induce Pomalidomide Metabolism

Strong CYP1A2 Inducers: Co-administration of POMALY ST with drugs that are CYP1A2
inducers has not been studied and may reduce pomalidomide exposure.

Strong CYP3A4 Inducers: Co-administration of carbamazepine to 16 healthy male subjects
decreased exposure (geometric mean AUCnr) to pomalidomide by 21% compared to
pomalidomide administered alone.

Dexamethasone: Co-administration of multiple doses of 4 mg POMALYST with 20 mg to 40 mg
dexamethasone (a weak to moderate inducer of CYP3A4) to patients with multiple myeloma had

no effect on the pharmacokinetics of pomalidomide compared with pomalidomide administered
alone.

In Vitro Inhibition of Drug Metabolizing Enzymes and Transporters by Pomalidomide
Pomalidomide does not inhibit or induce CYP450 enzymes or transporters in vitro.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Studies examining the carcinogenic potential of pomalidomide have not been conducted. One of
12 monkeys dosed with 1 mg/kg of pomalidomide (an exposure approximately 15-fold of the

exposure in patients at the recommended dose of 4 mg/day) developed acute myeloid leukemia
in a 9-month repeat-dose toxicology study.
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Pomalidomide was not mutagenic or clastogenic in a battery of tests, including the bacteria
reverse mutation assay (Ames test), the in vitro assay using human peripheral blood
lymphocytes, and the micronucleus test in orally treated rats administered doses up to 2000
mg/kg/day.

In a fertility and early embryonic development study in rats, drug-treated males were mated with
untreated or treated females. Pomalidomide was administered to males and females at doses of
25 to 1000 mg/kg/day. When treated males were mated with treated females, there was an
increase in post-implantation loss and a decrease in mean number of viable embryos at all dose
levels. There were no other effects on reproductive functions or the number of pregnancies. The
lowest dose tested in animals resulted in an exposure (AUC) approximately 100-fold of the
exposure in patients at the recommended dose of 4 mg/day. When treated males in this study
were mated with untreated females, all uterine parameters were comparable to the controls.
Based on these results, the observed effects were attributed to the treatment of females.

14 CLINICAL STUDIES

14.1 Multiple Myeloma

Trial 1 was a phase 2, multicenter, randomized open-label study in patients with relapsed
multiple myeloma who were refractory to their last myeloma therapy and had received
lenalidomide and bortezomib. Patients were considered relapsed if they had achieved at least
stable disease for at least 1 cycle of treatment to at least 1 prior regimen and then developed
progressive disease. Patients were considered refractory if they experienced disease progression
on or within 60 days of their last therapy. A total of 221 patients were randomized to receive
POMALYST alone or POMALYST with Low-dose Dex. In Trial 1, the safety and efficacy of
POMALYST 4 mg, once daily for 21 of 28 days, until disease progression, were evaluated alone
and in combination with Low-dose Dex (40 mg/day given only on Days 1, 8, 15, and 22 of each
28-day cycle for patients aged 75 years or younger, or 20 mg/day given only on Days 1, 8, 15,
and 22 of each 28-day cycle for patients aged greater than 75 years). Patients in the POMALYST
alone arm were allowed to add Low-dose Dex upon disease progression.

Table 5 summarizes the baseline patient and disease characteristics in Trial 1. The baseline
demographics and disease characteristics were balanced and comparable between the study arms.

Table S: Baseline Demographic and Disease-Related Characteristics — Trial 1

POMALYST
POMALYST | + Low-dose
(n=108) Dex
(n=113)

Patient Characteristics

Median age, years

(range) 61 (37-88) 64 (34-88)
Age distribution, n

(%) 65 (60.2) 60 (53.1)




<65 years
>65 years

43 (39.8)

53 (46.9)

Sex, n (%)
Male
Female

57 (52.8)
51 (47.2)

62 (54.9)
51 (45.1)

Race/ethnicity, n
(%)

White

Black or African
American

All other race

86 (79.6)
16 (14.8)
6 (5.6)

92 (81.4)
17 (15)
4(3.6)

ECOG
Performance, n (%)
Status 0-1

95 (87.9)

100 (88.5)

Disease Characteristics

Number of prior
therapies

Median (min,
max)

5(2,12)

5(2,13)

Prior transplant, n (%)

82 (75.9)

84 (74.3)

Refractory to
bortezomib and
lenalidomide, n (%)

64 (59.3)

69 (61.1)
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Table 6 summarizes the analysis results of overall response rate (ORR) and duration of response

(DOR), based on assessments by the Independent Review Adjudication Committee for the

treatment arms in Study 1. ORR did not differ based on type of prior anti-myeloma therapy.

Table 6:Trial 1 Results

POMALYST® POMALYST +
(n=108) Low-dose Dex
(n=113)
Response
Overall Response Rate
(ORR),” n (%) 8(7.4) 33(29.2)
95% CI for ORR (%) (3.3,14.1) (21.0, 38.5)
(Coz;nplete Response (CR), n 0(0.0) 1(0.9)
Partial Response (PR), n (%) 8(7.4) 32 (28.3)
Duration of Response (DOR)
Median, months NE 7.4
95% CI for DOR (months) NE (5.1,9.2)

* Results are prior to the addition of dexamethasone.
® ORR = PR + CR per EBMT criteria.

CI, confidence interval; NE, not established (the median has not yet been reached).
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Dark blue opaque cap and yellow opaque body, imprinted “POML” on the cap in white ink and
“1 mg” on the body in black ink

1 mg bottles of 21

1 mg bottles of 100

Dark blue opaque cap and orange opaque body, imprinted “POML” on the cap and “2 mg” on
the body in white ink

2 mg bottles of 21

2 mg bottles of 100

Dark blue opaque cap and green opaque body, imprinted “POML” on the cap and “3 mg” on the
body in white ink

3 mg bottles of 21

3 mg bottles of 100

Dark blue opaque cap and blue opaque body, imprinted “POML” on the cap and “4 mg” on the
body in white ink

4 mg bottles of 21

4 mg bottles of 100

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 handling of POMALYST. POMALYST capsules should not be
opened or crushed. If powder from POMALYST contacts the skin, wash the skin immediately
and thoroughly with soap and water. [f POMALYST contacts the mucous membranes, flush
thoroughly with water.

Follow procedures for proper handling and disposal of anticancer drugs. '
17 PATIENT COUNSELING INFORMATION

See FDA-approved Patient Labeling (Medication Guide)
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Embryo-Fetal Toxicity

Advise patients that POMALYST is contraindicated in pregnancy [see Contraindications (4)].
POMALYST is a thalidomide analog and may cause serious birth defects or death to a
developing baby [see Warnings and Precautions (5.1) and Use in Specific Populations (8.1)].

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

e Initiate POMALYST 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 POMALYST therapy, during therapy interruption, and for 4 weeks after
she has completely finished taking POMALYST. 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.

e Instruct patient to immediately stop taking POMALYST and contact her doctor 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 doctor is not available, she can call 1-888-668-2528 for information
on emergency contraception [see Warnings and Precautions (5.1) and Use in Specific
Populations (8.6)].

¢ Advise males to always use a latex or synthetic condom during any sexual contact with females
of reproductive potential while taking POMALYST and for up to 28 days after discontinuing
POMALYST, even if they have undergone a successful vasectomy.

¢ Advise male patients taking POMALYST that they must not donate sperm [see Warnings and
Precautions (5.1) and Use in Specific Populations (8.6)].

e All patients must be instructed to not donate blood while taking POMALYST and for 1 month
following discontinuation of POMALYST [see Warnings and Precautions (5.1) and Use in
Specific Populations (8.6)].

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

e Patients must sign a Patient-Prescriber agreement form and comply with the requirements to
receive POMALYST. 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

(8.6)].

¢ POMALYST is available only from pharmacies that are certified in POMALYST REMS.
Provide patients with the telephone number and Web site for information on how to obtain the
product.
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Venous Thromboembolism
Inform patients of the potential risk of developing venous thromboembolic events and discuss
the need for appropriate prophylactic treatment [see Venous Thromboembolism (5.3)].

Hematologic Toxicities

Inform patients on the risks of developing neutropenia, thrombocytopenia, and anemia and the
need to report signs and symptoms associated with these events to their healthcare provider for
further evaluation [see Hematologic Toxicities (5.4)].

Hypersensitivity

Inform patients of the potential for a severe hypersensitivity reaction to POMALYST if they
have had such a reaction in the past to either THALOMID® or REVLIMID® [see
Hypersensitivity Reaction (5.5)].

Dizziness and Confusional State

Inform patients of the potential risk of dizziness and confusional state with the drug, to avoid
situations where dizziness or confusional state may be a problem, and not to take other
medications that may cause dizziness or confusional state without adequate medical advice [see
Dizziness and Confusional State (5.6)].

Neuropathy
Inform patients of the risk of neuropathy and report the signs and symptoms associated with

these events to their healthcare provider for further evaluation [see Neuropathy (5.7)].

Second Primary Malignancies
Inform the patient that the potential risk of developing acute myelogenous leukemia during
treatment with POMALY ST is unknown [see Risk of Second Primary Malignancies (5.8)].

Dosing Instructions
Inform patients on how to take POMALYST [see Dosage and Administration (2.1)]

e POMALYST should be taken once daily at about the same time each day.

e POMALYST should be taken without food (at least 2 hours before or 2 hours after a
meal).

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

e Instruct patients that if they miss a dose of POMALYST, 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
POMALYST at the usual time. Warn patients not to take 2 doses to make up for the one
that they missed.

Other Information
Advise patients who smoke to stop because smoking may reduce the efficacy of pomalidomide
[see Drug Interactions (7.2)].

Manufactured for: Celgene Corporation
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Summit, NJ 07901
POMALYST®, REVLIMID®, and THALOMID® are registered trademarks of Celgene
Corporation.
POMALYST REMS™ is a trademark of Celgene Corporation.
Pat. http://www.celgene.com/products.aspx
© 2005-2013 Celgene Corporation All rights reserved.
POMPI.002/MG.002 03/2014
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8 B v BRI 5(5) 1(1)
RFB L ORBEE
ik 5 (5) 3(3)
B AV A LE 5 (5) 2(2)
B RREB X O A E
GRSk 4 (4) 2(2)

*POMALYST B SR IR EEL ICEI D T o CIRBREEZIRA L7-BE 2R
ate, 0107 4% 614 T, BHEWFFICT XA H Y uaBnEnT,

Z OO FEIEH
LI R R E 1281 5 POMALYST @ R UAAOREIER® 9 bEE L EZ 5D b
D,

His JOUKBRRESE « [EERE e F 0

JFAE RS« @ e Y L e v e

RYEB L OEARIE : =2 —F VAT R « £ B_XF A filif. RS VA L AKYL,
BRI M S RE

BRI : 77 =07 T U AT 27—
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fRiihis K OvARBEE B U v L E

S L OURBEIETS : R

AR K ORI A

PR, RS KON « PN

7. ¥HE{EA
A=Y FI FIZEIZCYPIA2 FIONCYP3A T ko> THE &N s, R~U R NIz PBE¥
X7 (Pgp) ODIEETHLH D,

71. R FE FORFREZ LR IELIETIDOHLHEH

CYP1A2 [HEH : CYP3A4/5 OFRFEIEM 2R . P-gp DRREMEMNH 235 (7 =
V=)L) OFFAE T T, CYPLA2 ORLEEHADRWEA] (7 VR0 3 2) & POMALYST
EDOPFRIZE VAR~ U I ROREERPHENT 5, CYPLA2 OFHEMER N H 5 FH) & Hf
HALTX, 7 baFy —iddh~U FI FOREELHENSE720, CYPLIA2 OH
EERANBRVER] (7 r7axP oo TARFYI &) LR LW & -
Md (23) KON BRFEREE] 12.3) 247, 16K ELER3H Y . CYP3A4 FHENE M A 58
WA & PoES NI ILEE Y & 2 FEH O AFAE T T CYPLAZ BHEE M 23RV N HEHAI &
POMALYST Z#fH 7 584, POMALYST AR % 50%JHET 5 = &,

CYP3A4 [HENER N & 53K & P EL v /37 BREEAN H 5 FEHIDEE LR WS
CYP1A2 OLEMEROBFITMFT STy, CYP3A4 [LEEANH KA & P B
T EERN S DHFPFAE LRSS, A~ U FI FE& CYPLIA2 OFLEFEEH
bOREFE AT EGCEEEET=2) U L MBS U THEEZEE T 2 L,

72. RTY FE FORDPEEZERTIELIETID HLHEH

BRJEE . MU CYPIA2 #FFE L, A~ R ROBZFEZRD IELBEZNWRH 5,
WUEIZ L > TR Y R ROMENMETT LR8O H 5 2 & 2 BFITHERE -~
X Ths,

CYP1A2 i % : POMALYST & CYP1A2 OFEANE AN & 2 3K & O P RBITTHhN
TWRVNOT, Hv U B RORBEREHD S5 kR H 5,

8. FHERE~NDIRS
8.1. IEm~ADIRS
WEIR 7 Y —X 1 [FAEER LS 4) 2]

U X2 DI

13
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POMALYST ZiTtfic e 545 LIk - BRIRICELZ KT T MR H Y | T~ 513
M THDH, POMALYST XV U R~A RiFEKRTH D,

P U RvA R MEFEWE T, BESE (UEKEE), 36 LBE (EEIE) . &
kAL, BXRIE, AFRY (BHEE, NEE, AFEORIMEX I RIEEZ 1), B
ARG RE, AREL T (HERREROE, /MRERGE) R OVERME DRI & Wolo Bz &y
HEOFRMERBIE 2 SIS S 23, MEE. RIE. ROMSROFE bHE S
THY . FIEDOK 40% ToHr Ml UL % M b 72 < OFETAME STV D,

R~V FI Fe&BEEERAICEREGT 5L, 7y MROBU YT TRGEIEMZEI LT,
TESRAN AR 24 ] U 72358 SUTAAIARM TSR L7258 1203 IR R~ F 2 KX+
AR DD Z L 2 BEICHMLE LT TH D,

AN G-RAERE L2 5E812iE, e bicibezhib425, 2089 2G5, LW
B L S Y T DT DI AETETENEIC B B RREBR AN B AR BERE e AR IR
HHEMBIT Do JRIED POMALYST BEFE A BN 261X, MedWatch 7'r 77 A (8
7% : 1-800-FDA-1088) % i U T FDA (Z#%5 L | Celgene Corporation (5 7 : 1-888-423-5436)
WHHRETDH L,

By —%
7 v P RO YO R REARBR T SEREIICA~Y FI Fakb Lz 25,
W BN THERTZIE SR80 BT,

iR » MIZ 25~1000 mg/kg/ H O FE TR~ Y K KRR OKG Sz, BEEO#E
SATRAR, FURIR AR N IEHEP I HE DM & M OBLAIEH (HER . HEFL KON/ 33
) MITXRTOAETRHRD OGN, ZORBR CIIRHMEELRITRD Nl T
N~DERAEHAEOZEGICH O IBFE (AUC) 1%, HELEHE 4mg/ B O 512E5 & NREE
DRI fFTH o7z, I JRIBEIEITITIENC, AR R DR 03 B5WIR D
HEMAFRS BTz,

FTHR ™ 4 % 12 10~250 mglkg/ H OB CH~ U K3 RSO EE S, +_Cof 5
TLE PR KIS O DIRATTEIE A 2~ H A1, 250 mglkg/ B IZEB1T 5P FEE TH -7,
250 mg/kg/ B $¢5-TIEIEDNT, U D B35 (Fifk & O 3% B o J ith Je OF /7 S & [alE
FRORMEE XIIKRE) KO o887 (FFEFORE, 55 KO FH ORI
B KR BRI, B O, KRBT . NS O REEIR, A
$E TEMROALE R, P 3ERE, KRR, B RERE | B O A S IR E
b IR E FELEEL DN K OB RARE A DD D3 > - T, I AT DIgAET B 2 5|

14



Page 38

S LZEHE (10 mg/kg/ ) CTRMAFEMITFRO b oTc, ZOHBEOHEGITFE
I IEFE (AUC) I, HEREH & 4 mg/ H O 5 CTHE Sz b MR L IZIZRIETH -T2,
AR« B PRI NS, IR OHINAFE D BTz,

15
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8.3. RElLImADIRE

A<V FIRBE FLHFIZBITT 204 TH L, A~ U FI NiIRAFO 7 > b
DFHIIBAT LTz, B FRAITHICBATT 23551132 < . #LIRIZ POMALYST DOEIHER A
BNOBENNHDLZ D, BRI T D ARFOEEEAZE L7z BT, A A3k
HowibzkiEd s b,

4. INREADIRE
18 mzafe{?ﬁ@ A IZBIT 5 POMALYST O R O IMEITHEER S LTV 7auy,

8.5. BEE~DIRS
FHHIZ L D POMALYST O HEFRENIIAETH 5,

POMALYST DEgERFER IS L7= BE KD 41%7° 65 i LL b, 12%728 75 Ll ETH
ST, TNHDEEF L LB WEE L OBICHEMEOREN R E T AN o7, =
DIEBRTIX, 65 L EDBEITIIT DRI HE 65 A TOEFIZH L TEWE D
Thol-,

8.6. WIRAIREL X MR U B
11012 POMALYST Z #5795 LR RICEZ RZTRBENRH D[54 LEH~DES
8.1) M), WEIRFIRE R ML, POMALYST i M O ED5E T b7 & 4
T AR 258 1 20 1 U7 6 7280,

Qi

PEHR ATRE 72 ZOPEIT FNE & DMEAZ PR A RRE R IE 2 5 2, 2 T O MERZREETE (RIS
BN e 1 R ORHEE (GIEREER. BEEY) 7, AL UREE (RO . RS U
FERBEAESE, Y > 7, A 7T U N S— M —OREYIR) KOHER e 1
DIBNMHJEAEE (77 v 7 2A-XIERTA L MO F—=L Xy P U —HD5WIFH
FEX Y v )] ZOHT D2 &2 LT 6700, BT POMALYST ik
BRLGD 4 I BZ O IEE 4 BITH 720 | AR T ORE 2 5D THikee L 72 i il 7e
%ﬁwoKﬁ@%&ﬂ%of%\%hﬂ%a%m_;é%mf&wmb fife F2 72 080T D
WINZ 78 Do MBI U, IEROBHEER I IR R R T BT R&E Th 5,

POMALYST JRIEBAAARTIZ 2 B OAEURIR A f2 2 1572 1 Ui 72 & 72V, POMALYST 244057
D 10~14 HENZHA) O 2 A5 AT 24 ReILANIC 2 [B1 H O % FEfE T & Th 5,
POMALYST JEIEBRAATR 138 G- &5 O TP O 4 J1IE 1 I LBl ZO%ITHRR
#E@% kéﬁ%i EZe e MEDYE 4 I L], dERRA % T 5, ARRIED %
PEIZ 2 8 & & AR & S35, HRRMB 72 WA A BRI S0 BE R H 5

16
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e, EREL O ') 7 EEMT D, ZORMIFIL. POMALYST # 5 %
Ik LZgiTiuid7Ze 57a0,

Tk

POMALYST #5252 F 1= BE OFRIZIZTAR~ Y R RBFET S, LEER-> T,
POMALYST #IEB G & Z O ikt 28 A 23580 5 £ T, BHEITHEEGIBRIZHREI L T
W IR FTRE 2 Lotk & MR 2R BEfiktpIC T 7 o 7 AT AR T A/ D 2 > R— 4
Z WP L2 L2 5720, POMALYST RS o B, B2 L i
25N,

8.7. BHEEIEE

A=V FI REOZEOREIEICE O Dt I D [HiAFEE 123) 24, &
BEREREE DN AR~ U R I FOREME, AEWMEL OSEYBIHEIC KT T 2T S T
W, MiFZ L7 F =28 3.0 mgldL i 2 5 B IR G RN Sz, g7 v
7 F =08 3.0mgldL Z X 5 B IZIZ POMALYST Z#5- L7avy,

8.8. FTHEEEES

A~ U R RIS s n s [HAREE 123) 20, FHRRERERR~Y R
ROZANE, AHER UG ENRIC ST BITRHl S h Ty, i e Y b ey
2.0 mg/dL % % % B KON AST/ALT 2N IEFAE LR (ULN) o 3 f5 & B 2 2 B 1T ERK
RER BRI ES T, I E Y VB3 2.0 mgldL A 2 % 35 K OV AST/ALT 7 ULN
D 3522 % A ITIT POMALYST 28¢5 L7220y,

17
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10. BERE
A<V R FBERGORBEICET2RRNRERIT R, A~ K RUZZE O
WHIBENT CRETE D20MIRHATS 5,

11. 4K

POMALYST [FHEZIHIEM 269 2 eedifig i Th 5, b4
(RS)-4-amino-2-(2,6-dioxo-piperidin-3-yl)-isoindoline-1,3-dione T& v . (L& UI LT
DEBYTHD,

O

N O
H

O
NH,
A=V FI RO F UL CgHuN:O, TH D | 70 781X 27324 TH S,

A=V RI NIHEOMKRTH D, AREAEBEA~OEMEE IO TR AME LS, pH IZB
0 72 T RTOEMR CEMEMEV (] 0.01mg/mL), R~ U I RIIARFRFZR T
ZLEAL, R (+) k&S (=) KOTEIEKE LTHET 5,

POMALYST (Zi%, A% E L C1lmg, 2mg, 3mg, 4mg W 7 ABH 5, &h 7N
X, AR~ R ROENZ, e LT~y ==, A7 7—bT 7
Y. IINBATT INFT NI ULEEGAET D, 1mg DA T w/VRITET F o, g
fbFx ., BRHFA2 5, So ="k AA 7 RORA 7525067 5, 2mg
DATvNFITETF o, ZbF 2o BRNFR2 5, mAa ="tk fMNRE3
TROAA T EERT D, 3mg DA T NI T T kT & o BRHEG 2
T O TBEEBKROAA v B ERT D, Amg DA T EVEITE T F o gk
Fr, BHEGLE, BHEA2 SROAA V72 E5HT 5,

12. FRIREFE

12.1. {EFA%RF

TV RN~ NELOARTHLAR~Y I NiE, BEEAEHEHZ 6T 2 0EREE TH 5,
AU X Ridinvitro s8R CEMAGERGMIBOMREZHE L. €OT R F—v 223
LTz, BV Y R FERFMEO SR ESEIEMEaE oA HEL, LY R

18
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RS PERIRRE X OV U R X RERSUMERIRRR I L T 2 2 v o & oM FRIEH
EREL, EEMEOT R = AESEEI Lz, A~V K RIE T3 =
F ¥ T — (NK) M3 7E T D000 & oifb L, HERIC X 2 RIEVEY A R B A > (TNF-a,
IL-6 %) OpEAZIE L, A~V FI Nid~ U A EEET VK in vitro fFFHHEA %
MAW-akr <, mEFEmEERN 2R Lz,

19



Page 43

12.3. EYEE

WX

POMALYST % B[l #5925 & 2~3 FEfZIcAR~ U K3 F‘zieﬁ R EE
(Cra) IZEIET D, A~V NI FORHIREE (AUC) ITHEIZIZIZHH LT 2,

%5’% P BEIE R~ POMALYST 4 mg/ H O B 54 I T 5% 2 %V % O
FOIRRBICHIT AR~ U K KOBEEEIL AUC(T) 400 ng * hr/mL, Cpa 75 ng/mL T&H -
710 A~V NI RREERGZOEREIL 2T%~31% ThH 5,

/\ﬁ

Fw U FI FOEFIRIEICE T 2 AT 054 (VAIF) 1374 62~138 L Th 5,

@E@Ei%% 2mg & 1 H 1A 4 ARG T 5L, &5 4% (FF T ORRT
PERREE DR 67%DIRETHR~ Y R RBSMT 5, B MSEEAMSARIT 12~

4% T, REERFETITZR, A~ U R RIZPHEX X7 (Pgp) OREETH S,

i)

A=Y FI FIZEIZ CYPLA2 L TRCYP3A4 |12 L0 iFlE I &5, CYPLA2 KX
CYP3A4 (L invitro THR~U KX RO CYP I fEE R LI E3 2% F7aB45E L [H
EINTED, 1IN CYP2C19 TN CYP2D6 t o9 )59 5,

Bt
AR~V K FORREEERE K ORI EIEEE 20T D i i i = h
TR OS5 BFM L I 75 i CThH D, 2827 V7 7 A (CLIF) 13 7~10L/h T
H5D,

AR I [UCl-A~ YU R K 2mg) ZHERAKEG L& ZA, BEROK 73%
B O 15% 703 T E R T R OME ISP S A1, BEHE PRI G- BRI 2% K U 8% %
NIRRT R OME I RZEA LR & L CTHRt S iz,

FHHAEH

Y B RO EMZET S FY

CYP1A2 [HEH : CYP3A4 [HEIEM N & 2354 & P WES 7 HEMEM D & 2 FEH1 73
FE LW A CYPLA2 OFLEEH ORI RHTH S, Lol 12 & OREEERA

BB 2 x5z, 77 b)Y —)L (CYP3A4 BHENERAN R x> P X /N7 [H5E
ERR® %) ODFEETTTZARFTY I ()72 CYPIA2 [HEHR) EAR~Y R K%

T2 &, A~V FI FEMEE L L TAR~Y R FOBRESE (AUC ) D]
AE)) 3 146% N LT [ - i (2.2) ROFHAIERA (1.1) 24,

20
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587175 CYP3A4 FHEAIL PHES 37 (P-gp) BHFEFA : 16 4 OREFER N T R E %

Kz, 7 haF Y —v (CYP3A4 THEERADN GRS 22D P BESX RV HEERD & 5)

LAY R REGAT 2L K~ ) R REMBG L L TR~ ) R ROBRER
(AUC e DEATEE)) 23 19%HE N L 7=,

WY NI FOfCH 75T 55 Y
90172 CYPLA2 #5374 : POMALYST & CYP1A2 OFFE/ER 2N & 5 A & O fF BRI
TONTHNRNOT, A+ R ROBRZERLZ D S5 6EERH D,

50 /)72 CYP3A4 F5E A « 16 4 O N BIHEERE 2 R, I ~EBr bR~
URIREHTLZE, A~V FI REMELEEEL TR~ K3 FOREE
(AUC g DZARIEY]) A3 21%00 LTz,

TRV RAHZ o R HIEERE R L CT S A X (CYP3AL DHy~FEE D
#EA) 20~40mg & POMALYST4mg & 2 EHRELTH, A~ U K REMEE -
LT~V R ROEMENREIZ A E ME SR ho T,

KN~ R FICL B CHEEFR N F 7 XK — X —Dinvitro (25175 &
A<V K FliXinvitro TCYP4AS0 FEEKL N h TV AR—Z —DHELFHFEL LRV,

13. JFERERE=TEEER

13.1. AARM. BERRM. £EHERS

R~ NI ROBAEMEZ A~ LREBRITER Sh T, vz vyc 9 » A RKE
PG MERBRC, R~ U NI N 1mgkg (FESEH R 4 mg/ B 552 32 I BT B U D
H& DR 15 5 OBRER T Y) FGHEO 12 L 1L S E vk A R 23 58 8 L7,

AR 2 WV D1 IR 2R A S BR (Ames 3RABR) . & FRISIM Y > 73Ek & HV 2 in vitro 3R
B OV 2000 mg/kg/ H £ TREOHZ G- L7277 v M2 RHW L /MERERZ & e —d3 OB T,
A~V FI RIZERFEE S ERAERRE LFHER Lo Tz,

7 v bERWEZIREROEIKE COYBIRBEAEICET 288, A~V NI M E#
7S B B S T G- EME & 22l S 47z, 25~1000 mo/kg/ H D& TAHR~ U R I KA
MEREIZ B G S AT, B RERE & B RO REUC A, TR T O F R CHRE MR E
W ER U BRI B LTz, TSN AT RECATIRFE A~ D BT D &
nigmoiz, B TR SN RIEAEOR SIS IR (AUC) 1E, HESEH & 4 mg/
H #5252 12 B IR DIREE DK 100 fi5 Th - 1o, G- & R GO 228 T
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1. TRTCOFERBEA O RN GBI FETH o7, ZNHOFERICESX, #
WINTZEBIIM~DEGICL 2D TH o7,

14. EgPRERER

14.1. ZHRM4EREE

BB L1IZ, LU R REORAT Y R A L ARNEEE 2T, BT B iSRRI E
B L7 T F% - HHEMZ B MIERE 23R LK%HW%M% LR (A1
FEMRRThHoT-, 1EEULEOL AL TLHA 7L BT ThRL ELIF
Eﬁﬁﬁbt@%mﬁﬁbkﬁﬁﬁﬁ%&&&éhtoﬁﬁ@ﬁ%¢yi@%ﬁ7%
60 HUANIZIEE BT L7 BEDNHEEANE & A 7r ST, FBAEEE 221 44753 POMALYST H
M5 XK & Dex Ol POMALYST # G2 HEEL 2RI 0 (T b v, 1RBR 1 T
%E@m?ﬂlﬁthwMMAwmwmg%lHl@&%#é#%&w%f%@ﬁi
THED IR LTz & & OREMEROE RN, Bl 50546 LK & Dex FH (75 sl
T & 280 YA 7D, 8, 15 K122 HHIZ40mg/H 2 #5-, 75 5% : 4 28 H
FA 7 NADOHE 1L, 8, 15 xTN22 HHIZ20mg/H 2% 5.) DOGE & TGN <7,
POMALYST B 5-RED BE 1T, FEEETREO(KH & Dex BINNFED BTz,

B8R 1SR 28 5-BAaRT O BAE L OREREZ R 5 ICENT 5, & 5-FlARTO &
F R ORERPEICR D 13722 < RBRIEFE CHR%ETH - 72,

22
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R5: REMBAOBETRRWEREBRNE - B 1

POMALYST (n=108) POMALYST+H{EH & Dex
(n=113)

BELER
i E, o (FEPH)

61 (37-88) 64 (34-88)
53 n (%)
65 1A 65 (60.2) 60 (53.1)
65 i Ll I 43 (39.8) 53 (46.9)
PERI N (%)
B 57 (52.8) 62 (54.9)
Lotk 51 (47.2) 51 (45.1)
N/ B n (%)
EPN 86 (79.6) 92 (81.4)
HAIET 7Y B RKEA 16 (14.8) 17 (15)
Z Dl ~T D AFE 6(56) 4(36)
ECOG /X7 +—~> 2% n(%) % |95(87.9) 100 (88.5)
TA XA 0~1
R RERE
ANAEETIUE (. & KR)

5 (2, 12) 5 (2, 13)
BAiED 0 n (%) 82 (75.9) 84 (74.3)
RILT VI TROLF U R R |64 (59.3) 69 (61.1)
HEHUE n (%)

ML AL EZB R ORI ISV IRER 1 OWFEIZI T 578503 (ORR) & UZE40H
] (DOR) DA R & % 6 IZ2HKIT D, ZhRITH BIERTRR ORI X 2 22137270

ST,
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&6 AR 1 DFER

POMALYST ? POMALYST +{&H & Dex
(n=108) (n=113)
RS
Z%% (ORR) ° , n (%) 8 (7.4) 33(29.2)
ORR ? 95% CI (%) (3.3,14.1) (21.0, 38.5)
5E42%% (CR) n (%) 0(0.0) 1(0.9)
#2550 (PR)  n (%)
8 (7.4) 32 (28 .3)
F3#E (DOR)
HgefE (H) NE 7.4
DOR ® 95% CI (H) NE (5.1,9.2)

a TRV AZY L BIETOR R,

b ORR =EBMT A7 T H-3< PR+CR

Cl : (EfE XM NE = KffE (HFRMIZG TV

15. &3k

1. OSHA Hazardous Drugs. OSHA. (http://www.osha.gov/SLTC/hazardousdrugs/index.html

XV, 2013 1H29 A7 7 kEX)

16. 8% BER ORI
16.1. G

< TPOML) EHIFENTWAREHEOOREH L v v 7 EOREL T1mg) LEIFX

NTWDHEEDRERRART 1,
1mg B 7/ 21 EAYD AR hL
1mg 7L 100 AV R kv

H< TPOML) EHIFENTWAREHFOOREH L v v 7K OIEL 2mg) EEIFS

NTWDRBEDRERRART 1,
2mg 7B 21 EA Y R R L
2mg 7L 100 fEAD R kv

H< TPOML)] EHIFENTWAREHEAOREH v v 7K OHAL 3mg) EEITFTE

NTWDREDRFZER IR T 1,
3mg B FEALMAY R kL
3mg # 7 &L 100 fHAY R kv
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1< TPOML] LHIFEENTWARKHFAORERARF v v 7R OAL T4mgl LHIES
NTWDHFEORERLRT 1,
Amg H 7B 2LEAD AR L
Amg 7L 100 A D R L

16.2. BEp%k
20~25C (68~77T) TRIFET 5, 15~30°C (59~86F) D&IFANDEMILIHFE S D,
[USP /& =2y (Controlled Room Temperature) ZHR ],

16.3. EURWLVRUBEZE

POMALYST OERZIFERED Z &, NNAD%Tﬁ??w%%TtDO&LtDLﬁ

w:klmmmxﬂﬁ7kwmmﬁkﬂ&ﬁ_%mt . FOESEARE KT
(53089 &oNNAWQW%%%ﬁmkﬁa\Kf+ﬁuﬁwﬁ¢_&

B AFN DM IE 72 Bl M OVETEICBI 2 FIE ICiE > Z &,

17. BE AU U TER
FDA OHGREZZ T T-BE W T CE (RED L F) 2RO L,

IR - 5 s

iTim~D POMALYST £ 5325 CThHH Z L2 BEICHb D 2 &, [ZE @) 2/,
POMALYST (3% VU K~ A RELEUAT, RIS EE AR REE IR C 25| &
EZTBENDRD D [BHR DN LOIEE 6.1) kOHHFLEH~DORS 81) =

o HRERWIREZRCMEIZRT L, POMALYST IEH K ONVZEDSE T b7 < &b 4 AT
PRZBET T IE R BN LR bR S,

o URERWIRER A MEITIE AR A 2 I POMALYST & 52 Bilta+ 5,

o URERWIREZRLCMEITRE L, ﬁﬂ@ﬁ%ﬁﬁmégi%@z|%MMMH@&5%%
D 4 AT GG T % 4D 0 | IRAFE ORI Z Z o Th7R< &b 1
IO THZ Th 5 2 FEHORIEIE A [FRFZ IS 2 2 L OB EZ L 5, JF
BiE DS O® AN RBHEE I, BT Y 7 ARVE B (RRAML TS
AT RGBT, A 7T ) ROVS— M —ORFEYIRNEEN 5, A
IR BINRHTIRICIE T 7 v 7 ARSI EKR T Loy R—A Ry H U — K

*@£%¥/7haihé

o AAIRRAH &%Lt AR WU A R 2N & TR DA R

RO ﬁ%#@ﬁmfﬁ\ﬂﬁ%ka EMERH D E ST EIIE, =
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72512 POMALYST ORI ZHIE L, EIREICHEE T 5 X 0 BF 2S5,

o TIRE L OEENIN NS, 1-888-668-2528 (Z AL L CECEUREIC BT B IE )
EWEDELZENTELZ L 2BEICHMOED [BER MW ForiE (6.1)
K OFF5k R [T~ D5 8.6) ZH,

o BMEIZx L, POMALYST #IEBLAD D Z O IRt 28 AR T 2 £ T, FEEYIR
[T LTV T b, IR ATRE 20 2otk & OPEMI 22 B8 il 13 5 7 » 7 28T A= A
ooy F=r2z0PHEHALARTNIERS 22 E2ambE 5,

*  POMALYST IR OBMEBEHICH L, Kot L TIRoRnZ tzmowsd

BT R OS] EoiEE (B5.1) K OFFGREM~DRE 8.6) ZH,

o« BEABBITK L., POMALYST LRGN D ZOH 1L 1 4 ATz » Tk & 52
LTI S0 EHRE LR b2 [BEER O EoidE 6.1) kX
SR IE A~ DFS (8.6) 2,

POMALYST REMS Y1 /' 5 A
IR« BBIREBMY 27 08 57—, POMALYST |Z POMALYST REMS & FE[EH0 2 I BRAY
Tl T hEELTCORANFERRETHD [BELERRH Lo E 6.2) ],

o BEITEE-EMEOREEICESA L, POMALYST #5-%2%51F 5 7= OICERFHEE
WEF L7272 57w, BARIICIE, (EIR v RE 72 2o M AR | AR 2 S ONBEAE L
B9 2 ELURFIEA T L, 5H OBREFAEICSIN L2200 T 7e 7220, B I3eRET
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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

Imnovid 4 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains 4 mg of pomalidomide.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Hard capsule.

Imnovid 4 mg hard capsule: Dark blue opaque cap and blue opaque body, imprinted “POML 4 mg” in
white ink, size 2, hard gelatin capsule.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Imnovid in combination with dexamethasone is indicated in the treatment of adult patients with relapsed
and refractory multiple myeloma who have received at least two prior treatment regimens, including both
lenalidomide and bortezomib, and have demonstrated disease progression on the last therapy.

4.2 Posology and method of administration

Treatment must be initiated and monitored under the supervision of physicians experienced in the
management of multiple myeloma.

Posology
The recommended starting dose of Imnovid is 4 mg once daily taken orally 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 each 28-day treatment cycle.

Dosing is continued or modified based upon clinical and laboratory findings.
Treatment should be discontinued upon progression of disease.
Pomalidomide dose modification or interruption

Instructions for dose interruptions and reductions for pomalidomide related to haematologic adverse
reactions are outlined in the table below:
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o Pomalidomide dose modification instructions

Page 3

Toxicity

Dose modification

Neutropenia
e ANC* < 0.5 x 10%/1 or Febrile

neutropenia (fever >38.5°C and ANC
<1 x 10°/1)

Interrupt pomalidomide treatment, follow
CBC** weekly.

e ANC return to >1 x 10°/1

Resume pomalidomide treatment at 3 mg daily.

e For each subsequent drop < 0.5 x 10°/1

Interrupt pomalidomide treatment

e ANC return to >1 x 10°/1

Resume pomalidomide treatment at 1 mg less
than the previous dose.

Thrombocytopenia
e Platelet count <25 x 10°/1

Interrupt pomalidomide treatment, follow
CBC** weekly

e Platelet count return to >50 x 10%/1

Resume pomalidomide treatment at 3 mg daily

e For each subsequent drop <25 x 10°/1

Interrupt pomalidomide treatment

e Platelet count return to >50 x 10%/1

Resume pomalidomide treatment at 1 mg less
than the previous dose

* ANC — Absolute Neutrophil Count; **CBC — Complete Blood Count;

To initiate a new cycle of pomalidomide, the neutrophil count must be >1 x 10°/1 and the platelet count

must be > 50 x 10/1.

In case of neutropaenia, the physician should consider the use of growth factors.

For other Grade 3 or 4 adverse reactions judged to be related to pomalidomide, stop treatment and restart
treatment at 1 mg less than the previous dose when an adverse reaction has resolved to < Grade 2 at the

physician’s discretion.

If adverse reactions occur after dose reductions to 1 mg, then the medicinal product should be

discontinued.

o  Dexamethasone dose modification instructions

Toxicity

Dose Modification

Dyspepsia = Grade 1-2

Maintain dose and treat with histamine (H2)
blockers or equivalent. Decrease by one dose level
if symptoms persist.

Interrupt dose until symptoms are controlled. Add

ia >
Dyspepsia = Grade 3 H2 blocker or equivalent and decrease one dose
level when dose restarted.
Oedema > Grade 3 Use diuretics as needed and decrease dose by one

dose level.
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Toxicity Dose Modification

Confusion or mood alteration > Grade 2 Interrupt dose until symptoms resolve. When dose
restarted decrease dose by one dose level.

Muscle weakness > Grade 2 Interrupt dose until muscle weakness < Grade 1.
Restart with dose decreased by one level.

Hyperglycaemia > Grade 3 Decrease dose by one dose level. Treat with
insulin or oral hypoglycaemic agents as needed

Acute pancreatitis Discontinue patient from dexamethasone
treatment regimen.

Other > Grade 3dexamethasone-related adverse Stop dexamethasone dosing until adverse event
events resolves to < Grade 2. Resume with dose reduced
by one level.

Dexamethasone dose reduction levels:

Dose reduction levels (< 75 years of age): Starting dose 40 mg; dose level -1 20 mg; dose level-2 10 mg
on Days 1, 8, 15 and 22 of each 28-day treatment cycle.

Dose reduction levels (> 75 years of age): Starting dose 20 mg; dose level -1 12 mg; dose level-2 8 mg
on Days 1, 8, 15 and 22 of each 28-day treatment cycle.

If recovery from toxicities is prolonged beyond 14 days, then the dose of dexamethasone will be
decreased by one dose level.

Special populations

Paediatric population
There is no relevant use of Imnovid in children aged 0-17 years in the indication of multiple myeloma.

Older people
No dose adjustment is required for pomalidomide. For patients >75 years of age, the starting dose of
dexamethasone is 20 mg once daily on Days 1, 8, 15 and 22 of each 28-day treatment cycle.

Renal impairment

A study in subjects with renal impairment has not been conducted with pomalidomide. Patients with
moderate or severe renal impairment (creatinine clearance <45 mL/min) were excluded from clinical
studies. Patients with renal impairment should be carefully monitored for adverse reactions.

Hepatic impairment

A study in subjects with hepatic impairment has not been conducted with pomalidomide. Patients with
serum total bilirubin > 2.0 mg/dL were excluded from clinical studies. Patients with hepatic impairment
should be carefully monitored for adverse reactions.

Method of administration

Oral use.

Imnovid should be taken at the same time each day. The capsules should not be opened, broken or
chewed (see section 6.6). This medicinal product should be swallowed whole, preferably with water, with
or without food. If the patient forgets to take a dose of Imnovid on one day, then the patient should take
the normal prescribed dose as scheduled on the next day. Patients should not adjust the dose to make up
for a missing dose on previous days.
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4.3 Contraindications

- Pregnancy.
- Women of childbearing potential, unless all the conditions of the pregnancy prevention programme
are met (see sections 4.4 and 4.6).
- -Male patients unable to follow or comply with the required contraceptive measures (see section
4.4).
- Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Teratogenicity
Pomalidomide must not be taken during pregnancy, since a teratogenic effect is expected. Pomalidomide

is structurally related to thalidomide. Thalidomide is a known human teratogen that causes severe life-
threatening birth defects. Pomalidomide was found to be teratogenic in both rats and rabbits when
administered during the period of major organogenesis (see section 5.3).

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 of non-childbearing potential if she
meets at least one of the following criteria:

e Age > 50 years and naturally amenorrhoeic for > 1 year*
e Premature ovarian failure confirmed by a specialist gynaecologist
e Previous bilateral salpingo-oophorectomy, or hysterectomy
e XY genotype, Turner syndrome, uterine agenesis.
* Amenorrhoea following cancer therapy or during breast-feeding does not rule out childbearing potential.

Counselling
For women of childbearing potential, pomalidomide is contraindicated unless all of the following are met:

e She understands the expected teratogenic risk to the unborn child

e She understands the need for effective contraception, without interruption, 4 weeks before
starting treatment, throughout the entire duration of treatment, and 4 weeks after the end of
treatment

e Even if a woman of childbearing potential has amenorrhoea she must follow all the advice on
effective contraception

o She should be capable of complying with effective contraceptive measures

e She is informed and understands the potential consequences of pregnancy and the need to rapidly
consult if there is a risk of pregnancy

e  She understands the need to commence contraceptive measures as soon as pomalidomide is
dispensed following a negative pregnancy test

e  She understands the need and accepts to undergo pregnancy testing every 4 weeks except in case
of confirmed tubal sterilisation
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e  She acknowledges that she understands the hazards and necessary precautions associated with the
use of pomalidomide.

The prescriber must ensure that for women of childbearing potential:

e  The patient complies with the conditions of the Pregnancy Prevention Programme, including
confirmation that she has an adequate level of understanding

e  The patient has acknowledged the aforementioned conditions.

For male patients taking pomalidomide, pharmacokinetic data has demonstrated that pomalidomide is
present in human semen. As a precaution, all male patients taking pomalidomide must meet the following
conditions:

e He understands the expected teratogenic risk if engaged in sexual activity with a pregnant woman
or a woman of childbearing potential

e He understands 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, during treatment
and for 7 days after dose interruptions and/or cessation of treatment. Vasectomised males should
wear a condom if engaged in sexual activity with a pregnant woman as seminal fluid may still
contain pomalidomide in the absence of spermatozoa.

e He understands that if his female partner becomes pregnant whilst he is taking pomalidomide or 7
days after he has stopped taking pomalidomide, 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.

Contraception

Women of childbearing potential must use one effective method of contraception for 4 weeks before
therapy, during therapy, and until 4 weeks after pomalidomide 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:
e Implant
e Levonorgestrel-releasing intrauterine system
e Medroxyprogesterone acetate depot
e Tubal sterilisation

e Sexual intercourse with a vasectomised male partner only; vasectomy must be confirmed by two
negative semen analyses

e Ovulation inhibitory progesterone-only pills (i.e. desogestrel)

Because of the increased risk of venous thromboembolism in patients with multiple myeloma taking
pomalidomide and dexamethasone, 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 method 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
cotreatment with dexamethasone (see section 4.5).
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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.

Insertion of copper-releasing intrauterine devices is not recommended due to the potential risks of
infection at the time of insertion and menstrual blood loss which may compromise patients with severe
neutropenia or severe thrombocytopenia.

Pregnancy testing

According to local practice, medically supervised pregnancy tests with a minimum sensitivity of 25
mlIU/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
pomalidomide 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 pomalidomide
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 pomalidomide.

Follow-up and end of treatment

A medically supervised pregnancy test should be repeated every 4 weeks, including 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.

Men

Pomalidomide is present in human semen during treatment. As a precaution, and taking into account
special populations with potentially prolonged elimination time such as renal impairment, all male
patients taking pomalidomide, including those who have had a vasectomy, should use condoms
throughout treatment duration, during dose interruption and for 7 days after cessation of treatment if their
partner is pregnant or of childbearing potential and has no contraception.

Male patients should not donate semen or sperm during treatment (including during dose interruptions)
and for 7 days following discontinuation of pomalidomide.

Additional precautions

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.

Patients should not donate blood, semen or sperm during treatment (including during dose interruptions)
and for 7 days following discontinuation of pomalidomide.

Educational materials, prescribing and dispensing restrictions

In order to assist patients in avoiding foetal exposure to pomalidomide, the Marketing Authorisation
Holder will provide educational material to health care professionals to reinforce the warnings about the
expected teratogenicity of pomalidomide, to provide advice on contraception before therapy is started,
and to provide guidance on the need for pregnancy testing. The prescriber must inform the patient about
the expected teratogenic risk and the strict pregnancy prevention measures as specified in the Pregnancy
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Prevention Programme and provide patients with appropriate patient educational brochure, patient card
and/or equivalent tool in accordance with 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 collection of detailed data relating to the indication in
order to monitor the off-label use within the national territory. Ideally, pregnancy testing, issuing a
prescription and dispensing should occur on the same day. Dispensing of pomalidomide 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 4 weeks, and prescriptions for all other patients can be for a maximum duration of
12 weeks.

Haematological events

Neutropenia was the most frequently reported Grade 3 or 4 haematological adverse reaction in patients
with relapsed/refractory multiple myeloma, followed by anaemia and thrombocytopenia. Patients should
be monitored for haematological adverse reactions, especially neutropenia. Patients should be advised to
report febrile episodes promptly. Physicians should observe patients for signs of bleeding including
epistaxes, especially with use of concomitant medicinal products known to increase the risk of bleeding.
Complete blood counts should be monitored at baseline, weekly for the first 8§ weeks and monthly
thereafter. A dose modification may be required (see section 4.2). Patients may require use of blood
product support and /or growth factors.

Thromboembolic events

Patients receiving pomalidomide in combination with dexamethasone have developed venous
thromboembolic events (predominantly deep vein thrombosis and pulmonary embolism) and arterial
thrombotic events. Patients with known risk factors for thromboembolism — including prior thrombosis —
should be closely monitored. Action should be taken to try to minimise all modifiable risk factors (e.g.
smoking, hypertension, and hyperlipidaemia). 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. Anti-coagulation therapy
(unless contraindicated) is recommended, (such as acetylsalicylic acid, warfarin, heparin or clopidogrel),
especially in patients with additional thrombotic risk factors. A decision to take prophylactic measures
should be made after a careful assessment of the individual patient’s underlying risk factors. In clinical
studies, patients received prophylactic acetylsalicylic acid or alternative anti-thrombotic therapy. The use
of erythropoietic agents carries a risk of thrombotic events including thromboembolism. Therefore,
erythropoietic agents, as well as other agents that may increase the risk of thromboembolic events, should
be used with caution.

Peripheral neuropathy

Patients with ongoing >Grade 2 peripheral neuropathy were excluded from clinical studies with
pomalidomide. Appropriate caution should be exercised when considering the treatment of such patients
with pomalidomide.

Significant cardiac dysfunction

Patients with significant cardiac dysfunction (congestive heart failure [NY Heart Association Class III or
IV]; myocardial infarction within 12 months of starting study; unstable or poorly controlled angina
pectoris) were excluded from clinical studies with pomalidomide. Appropriate caution should be
exercised when considering the treatment of such patients with pomalidomide.

Tumour lysis syndrome
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Tumour lysis syndrome may occur.The patients at greatest risk of tumour lysis syndrome are those with
high tumour burden prior to treatment. These patients should be monitored closely and appropriate
precautions taken.

Second Primary Malignancies

Second primary malignancies have been reported in patients receiving pomalidomide. Physicians should
carefully evaluate patients before and during treatment using standard cancer screening for occurrence of
second primary malignancies and institute treatment as indicated.

Allergic reaction

Patients with a prior history of serious allergic reactions associated with thalidomide or lenalidomide were
excluded from clinical studies. Such patients may be at higher risk of hypersensitivity reactions and
should not receive pomalidomide.

Dizziness and confusion

Dizziness and confusional state have been reported with pomalidomide. Patients must avoid situations
where dizziness or confusion may be a problem and not to take other medicinal products that may cause
dizziness or confusion without first seeking medical advice.

4.5 Interaction with other medicinal products and other forms of interaction

Effect of Imnovid on other medicinal products

Pomalidomide is not anticipated to cause clinically relevant pharmacokinetic drug-drug interactions due
to P450 isoenzyme inhibition or induction or transporter inhibition when co-administered with substrates
of these enzymes or transporters. The potential for such drug-drug interactions, including the potential
impact of pomalidomide on the pharmacokinetics of combined oral contraceptives, has not been evaluated
clinically (see section 4.4 Teratogenicity).

Effect of other medicinal products on Imnovid

Pomalidomide is partly metabolised by CYP1A2 and CYP3A4/5. It is also a substrate for P-glycoprotein.
Co-administration of pomalidomide with the strong CYP3A4/5 and P-gp inhibitor ketoconazole, or the
strong CYP3A4/5 inducer carbamazepine, had no clinically relevant effect on exposure to pomalidomide.
Co-administration of the strong CYP1A2 inhibitor fluvoxamine with pomalidomide in the presence of
ketoconazole, increased exposure to pomalidomide by 104% with a 90 % confidence interval [88% to
122%] compared to pomalidomide plus ketoconazole. If strong inhibitors of CYP1A2 (e.g. ciprofloxacin,
enoxacin and fluvoxamine) are co-administered with pomalidomide, patients should be closely monitored
for the occurrence of adverse reactions.

Dexamethasone

Co-administration of multiple doses of up to 4 mg pomalidomide with 20 mg to 40 mg dexamethasone (a
weak to moderate inducer of several CYP enzymes including CYP3A) to patients with multiple myeloma
had no effect on the pharmacokinetics of pomalidomide compared with pomalidomide administered
alone.

The effect of dexamethasone on warfarin is unknown. Close monitoring of warfarin concentration is
advised during treatment.
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4.6 Fertility, pregnancy and lactation

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 pomalidomide, 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 pomalidomide, it is recommended to refer the female partner to a
physician specialised or experienced in teratology for evaluation and advice. Pomalidomide is present in
human semen. As a precaution, all male patients taking pomalidomide should use condoms throughout
treatment duration, during dose interruption and for 7 days after cessation of treatment if their partner is
pregnant or of childbearing potential and has no contraception (see sections 4.3 and 4.4).

Pregnancy
A teratogenic effect of pomalidomide in humans is expected. Pomalidomide is contraindicated during

pregnancy and in women of childbearing potential, except when all the conditions for pregnancy
prevention have been met, see section 4.3 and section 4.4.

Breast-feeding
It is not known if pomalidomide is excreted in human milk. Pomalidomide was detected in milk of

lactating rats following administration to the mother. Because of the potential for adverse reactions in
nursing infants from pomalidomide, a decision should be made whether to discontinue nursing or to
discontinue the medicinal product, taking into account the importance of the medicinal product to the
mother.

Fertility

Pomalidomide was found to impact negatively on fertility and be teratogenic in animals. Pomalidomide
crossed the placenta and was detected in foetal blood following administration to pregnant rabbits. See
section 5.3.

4.7 Effects on ability to drive and use machines

Imnovid has minor or moderate influence on the ability to drive and use machines.

Fatigue, depressed level of consciousness, confusion, and dizziness have been reported with the use of
pomalidomide. If affected, patients should be instructed not to drive cars, use machines or perform
hazardous tasks while being treated with pomalidomide.

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions in clinical studies have been blood and lymphatic system
disorders including anaemia (45.7%), neutropenia (45.3%) and thrombocytopenia (27%); in general
disorders and administration site conditions including fatigue (28.3%), pyrexia (21%) and oedema
peripheral (13%); and in infections and infestations including pneumonia (10.7%). Peripheral neuropathy
adverse reactions were reported in 12.3% of patients and venous embolic or thrombotic (VTE) adverse
reactions were reported in 3.3% of patients. The most commonly reported Grade 3 or 4 adverse reactions
were in the blood and lymphatic system disorders including neutropenia (41.7%), anaemia (27%) and
thrombocytopenia (20.7%); in infections and infestations including pneumonia (9%); and in general
disorders and administration site conditions including fatigue (4.7%), pyrexia (3%) and oedema
peripheral (1.3%). The most commonly reported serious adverse reaction was pneumonia (9.3%). Other
serious adverse reactions reported included febrile neutropenia (4.0%), neutropenia (2.0%),
thrombocytopenia (1.7%) and VTE adverse reactions (1.7 %).

79



Page 11
130827_v2.0_Imnovid_PI_EN

Adverse reactions tended to occur more frequently within the first 2 cycles of treatment with
pomalidomide.

Tabulated list of adverse reactions

In randomised study CC-4047-MM-003, 302 patients with relapsed and refractory multiple myeloma
were exposed to 4 mg pomalidomide administered once daily for 21 days of each 28 day cycle in
combination with a weekly low dose of dexamethasone.

The adverse reactions observed in patients treated with pomalidomide plus dexamethasone are listed
below by system organ class (SOC) and frequency for all adverse reactions and for Grade 3 or 4 adverse
reactions.

The frequencies of adverse reactions are those reported in the pomalidomide plus dexamethasone arm of
study CC-4047-MM-003 (n = 302). Within each SOC and frequency grouping, adverse reactions are
presented in order of decreasing seriousness. Frequencies are defined in accordance with current
guidance, as: very common (>1/10), common (>1/100 to <1/10); and uncommon (>1/1,000 to <1/100).

System Organ Class/ All Adverse Reactions Grade 3—4 Adverse Reactions
Preferred Term /Frequency /Frequency
Infections and Very Common
infestations Pneumonia
Common Common
Neutropenic sepsis Neutropenic sepsis
Bronchopneumonia Pneumonia
Bronchitis Bronchopneumonia
Respiratory tract infection Respiratory tract infection
Upper respiratory tract infection Upper respiratory tract infection
Nasopharyngitis
Uncommon
Bronchitis
Blood and lymphatic Very Common Very Common
system disorders Neutropenia Neutropenia
Thrombocytopenia Thrombocytopenia
Leucopenia Anaemia
Anaemia
Common Common
Febrile neutropenia Febrile neutropenia
Leucopenia
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System Organ Class/
Preferred Term

All Adverse Reactions
/Frequency

Grade 3—4 Adverse Reactions

/Frequency

Metabolism and
nutrition disorders

Very Common
Decreased appetite

Common Common
Hyperkalaemia Hyperkalaemia
Hyponatraemia Hyponatraemia
Uncommon
Decreased appetite
Psychiatric disorders Common Common

Confusional state

Confusional state

Nervous system

Common

Common

disorders Depressed level of consciousness Depressed level of consciousness
Peripheral sensory neuropathy
Dizziness
Tremor
Uncommon
Peripheral sensory neuropathy
Dizziness
Tremor
Ear and labyrinth Common Common
disorders Vertigo Vertigo
Vascular disorders Common
Deep vein thrombosis
Uncommon

Deep vein thrombosis

Respiratory, thoracic
and mediastinal
disorders

Very Common
Dyspnoea
Cough

Common
Pulmonary embolism

Common
Dyspnoea

Uncommon
Pulmonary embolism
Cough
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System Organ Class/ All Adverse Reactions Grade 3—4 Adverse Reactions
Preferred Term /Frequency /Frequency
Gastrointestinal Very Common
disorders Diarrhoea
Nausea
Constipation
Common
.. Common
Vomiting -
Diarrhoea
Vomiting
Constipation
Uncommon
Nausea
Hepatobiliary disorders | Uncommon Uncommon
Hyperbilirubinaemia Hyperbilirubinaemia
Skin and subcutaneous | Common Common
tissue disorders Rash Rash
Pruritus
Musculoskeletal and Very Common
connective tissue Bone pain
disorders Muscle spasms
Common
Bone pain
Uncommon
Muscle spasms
Renal and urinary Common Common
disorders Renal failure Renal failure
Urinary retention
Uncommon
Urinary retention
Reproductive system Common Common
and breast disorders Pelvic pain Pelvic pain
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System Organ Class/ All Adverse Reactions Grade 3—4 Adverse Reactions
Preferred Term /Frequency /Frequency
General disorders and Very Common
administration site Fatigue
conditions Pyrexia
Oedema peripheral
Common
Fatigue
Pyrexia
Oedema peripheral
Investigations Common Common
Neutrophil count decreased Neutrophil count decreased
White blood cell count decreased White blood cell count decreased
Platelet count decreased Platelet count decreased
Alanine aminotransferase increased | Alanine aminotransferase increased

Description of selected adverse reactions

Teratogenicity

Pomalidomide is structurally related to thalidomide. Thalidomide is a known human teratogenic active
substance that causes severe life-threatening birth defects. Pomalidomide was found to be teratogenic in
both rats and rabbits when administered during the period of major organogenesis (see sections 4.6 and
5.3). If pomalidomide is taken during pregnancy, a teratogenic effect of pomalidomide in humans is
expected (see section 4.4).

Neutropenia and thrombocytopenia

Neutropenia occurred in 45.3% of patients who received pomalidomide plus low dose dexamethasone
(Pom + LD-Dex), and in 19.5% of patients who received high dose dexamethasone (HD-Dex).
Neutropenia was Grade 3 or 4 in 41.7% of patients who received Pom + LD-Dex, compared with 14.8%
who received HD-Dex. In Pom + LD-Dex treated patients neutropenia was infrequently serious (2.0% of
patients), did not lead to treatment discontinuation, and was associated with treatment interruption in
21.0% of patients, and with dose reduction in 7.7% of patients.

Febrile neutropenia (FN) was experienced in 6.7% of patients who received Pom + LD-Dex, and in no
patients who received HD-Dex. All were reported to be Grade 3 or 4. FN was reported to be serious in
4.0% of patients. FN was associated with dose interruption in 3.7% of patients, and with dose reduction in
1.3% of patients, and with no treatment discontinuations.

Thrombocytopenia occurred in 27.0% of patients who received Pom + LD-Dex, and 26.8% of patients
who received HD-Dex. Thrombocytopenia was Grade 3 or 4 in 20.7% of patients who received Pom +
LD-Dex and in 24.2% who received HD-Dex. In Pom + LD-Dex treated patients, thrombocytopenia was
serious in 1.7% of patients, led to dose reduction in 6.3% of patients, to dose interruption in 8% of
patients and to treatment discontinuation in 0.7% of patients. (see sections 4.2 and 4.4)
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Infection

Infection was the most common non haematological toxicity; it occurred in 55.0% of patients who
received Pom + LD-Dex, and 48.3% of patients who received HD-Dex. Approximately half of those
infections were Grade 3 or 4; 24.0% in Pom + LD-Dex-treated patients and 22.8% in patients who
received HD-Dex.

In Pom + LD-Dex treated patients pneumonia and upper respiratory tract infections were the most
commonly reported infections (in 10.7% and 9.3% of patients, respectively);with 24.3% of reported
infections being serious and fatal infections (Grade 5) occurring in 2.7% of treated patients. In Pom + LD-
Dex treated patients infections led to dose discontinuation in 2.0% of patients, to treatment interruption in
14.3% of patients, and to a dose reduction in 1.3% of patients.

Thromboembolic events

Venous embolic or thrombotic events (VTE) occurred in 3.3% of patients who received Pom + LD-Dex,
and 2.0% of patients who received HD-Dex. Grade 3 or 4 reactions occurred in 1.3 % of patients who
received Pom + LD-Dex, and no patients who received HD-Dex. In Pom + LD-Dex treated patients, VTE
was reported as serious in 1.7% of patients, no fatal reactions were reported in clinical studies, and VTE
was not associated with dose discontinuation.

Prophylaxis with acetylsalicylic acid (and other anticoagulants in high risk subjects) was mandatory for
all patients in clinical studies. Anticoagulation therapy (unless contraindicated) is recommended (see
section 4.4).

Peripheral neuropathy

Patients with ongoing peripheral neuropathy >Grade 2 were excluded from clinical studies. Peripheral
neuropathy, mostly Grade 1 or 2 occurred in 12.3% patients who received Pom + LD-Dex, and 10.7% of
patients who received HD-Dex. Grade 3 or 4 reactions occurred in 1.0 % of patients who received Pom +
LD-Dex and in 1.3% of patients who received HD-Dex. In patients treated with Pom + LD-Dex, no
peripheral neuropathy reactions were reported to have been serious in clinical trials and peripheral
neuropathy led to dose discontinuation in 0.3% of patients (see section 4.4).

Median time to onset of neuropathy was 2.1 weeks, varying from 0.1 to 48.3 weeks. Median time to onset
was earlier in patients who received HD-Dex compared with Pom + LD-Dex (1.3 weeks versus 2.1
weeks).

Median time to resolution was 22.4 weeks in patients who received Pom + LD-Dex and 13.6 weeks in
patients who received HD-Dex. The lower limit of the 95% CI was 5.3 week in the Pom +LD-Dex-treated

patients and 2.0 weeks in patients who received HD-Dex.

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

Imnovid doses as high as 50 mg as a single dose in healthy volunteers, and 10 mg as once-daily multiple
doses in patients suffering from multiple myeloma have been studied without reported serious adverse
events related to overdose.
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No specific information is available on the treatment of overdose with pomalidomide, and it is unknown
whether pomalidomide or its metabolites are dialysable. In the event of overdose, supportive care is
advised.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Immunomodulating agent, ATC code: LO4AX06

Mechanism of action

Pomalidomide has direct anti-myeloma tumoricidal activity, immunomodulatory activities and inhibits
stromal cell support for multiple myeloma tumour cell growth. Specifically, pomalidomide inhibits
proliferation and induces apoptosis of haematopoietic tumour cells. Additionally, pomalidomide inhibits
the proliferation of lenalidomide-resistant multiple myeloma cell lines and synergises with
dexamethasone in both lenalidomide-sensitive and lenalidomide-resistant cell lines to induce tumour cell
apoptosis. Pomalidomide enhances T cell- and natural killer (NK) cell-mediated immunity and inhibits
production of pro-inflammatory cytokines (e.g., TNF-a and IL-6) by monocytes. Pomalidomide also
inhibits angiogenesis by blocking the migration and adhesion of endothelial cells.

Clinical efficacy and safety

The efficacy and safety of pomalidomide in combination with dexamethasone were evaluated in a Phase
III multi-centre, randomised, open-label study (CC-4047-MM-003), where pomalidomide plus low-dose
dexamethasone therapy (Pom+LD-Dex) was compared to high-dose dexamethasone alone (HD-Dex) in
previously treated adult patients with relapsed and refractory multiple myeloma, who have received at
least two prior treatment regimens, including both lenalidomide and bortezomib, and have demonstrated
disease progression on the last therapy. A total of 455 patients were enrolled in the study: 302 in the
Pom+LD-Dex arm and 153 in the HD-Dex arm. The majority of patients were male (59%) and white
(79%); the median age for the overall population was 64 years (min, max: 35, 87 years).

Patients in the Pom+LD-Dex arm were administered 4 mg pomalidomide orally on Days 1 to 21 of each
28-day cycle. LD-Dex (40 mg) was administered once per day on Days 1, 8, 15 and 22 of a 28-day cycle.
For the HD-Dex arm, dexamethasone (40 mg) was administered once per day on Days 1 through 4, 9
through 12, and 17 through 20 of a 28-day cycle. Patients > 75 years of age started treatment with 20 mg
dexamethasone. Treatment continued until patients had disease progression.

The primary efficacy endpoint was progression free survival (PFS) by International Myeloma Working
Group (IMWG criteria). For the ITT population, median PFS time by Independent Review Adjudication
Committee (IRAC) review based on IMWG criteria was 15.7 weeks (95% CI: 13.0, 20.1) in the Pom +
LD-Dex arm; the estimated 26-week event-free survival rate was 35.99% (£3.46%). In the HD-Dex arm,
median PFS time was 8.0 weeks (95% CI: 7.0, 9.0); the estimated 26-week event-free survival rate was
12.15% (£3.63%).

Progression-free survival was evaluated in several relevant subgroups: gender, race, ECOG performance
status, stratification factors (age, disease population, prior anti-myeloma therapies [2, > 2]), selected
parameters of prognostic significance (baseline beta-2 microglobulin level, baseline albumin levels,
baseline renal impairment, and cytogenetic risk), and exposure and refractoriness to prior anti-myeloma
therapies. Regardless of the subgroup evaluated, PFS was generally consistent with that observed in the
ITT population for both treatment groups.
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Progression Free Survival is summarised in Table 1 for the ITT population. Kaplan-Meier curve for PFS

for the ITT population is provided in Figure 1.

Table 1: Progression Free Survival Time by IRAC Review Based on IMWG Criteria
(Stratified Log Rank Test) (ITT Population)
Pom+LD-Dex HD-Dex
(N=302) (N=153)
Progression free survival (PFS), N 302 (100.0) 153 (100.0)
Censored, n (%) 138 (45.7) 50 (32.7)
Progressed/Died, n (%) 164 (54.3) 103 (67.3)
Progression Free Survival Time(weeks)
Median® 15.7 8.0
Two sided 95% CI ° [ 13.0,20.1] [7.0,9.0]

Hazard Ratio (Pom+LD-Dex:HD-Dex) 2-
Sided 95% CI

0.45 [0.35,0.59]

Log-Rank Test Two sided P-Value

<0.001

Note: CI=Confidence interval; IRAC=Independent Review Adjudication Committee;

NE = Not Estimable.

* The median is based on Kaplan-Meier estimate.
® 95% confidence interval about the median progression free survival time.

¢ Based on Cox proportional hazards model comparing the hazard functions associated

with treatment groups, stratified by age

(<75 vs >75),diseases population (refractory to both Lenalidomide and Bortezomib vs

not refractory to both drugs), and prior number of anti myeloma therapy (=2 vs >2).

4 The p-value is based on a stratified log-rank test with the same stratification factors as

the above Cox model.
Data cutoff: 07 Sep 2012
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Figure 1: Progression Free Survival Based on IRAC Review of Response by IMWG Criteria
(Stratified Log Rank Test) (ITT Population)
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Overall Survival was the key secondary study endpoint. A total of 226 (74.8%) of the Pom + LD-Dex
patients and 95 (62.1%) of the HD-Dex patients were alive as of the cutoff date (07 Sep 2012). Median
OS time from Kaplan-Meier estimates has not been reached for the Pom + LD-Dex, but would be
expected to be at least 48 weeks, which is the lower boundary of the 95% CI. Median OS time for the
HD-Dex arm was 34 weeks (95% CI: 23.4, 39.9). The 1-year event free rate was 52.6% (£ 5.72%) for the
Pom + LD-Dex arm and 28.4% (£ 7.51%) for the HD-Dex arm. The difference in OS between the two
treatment arms was statistically significant (p < 0.001).

Overall survival is summarised in Table 2 for the ITT population. Kaplan-Meier curve for OS for the ITT
population is provided in Figure 2.

Based on the results of both PFS and OS endpoints, the Data Monitoring Committee established for this

study recommended that the study be completed and patients in the HD-Dex arm be crossed over to the
Pom + LD-Dex arm.

87



130827_v2.0_Imnovid_PI_EN

Page 19

Table 2: Overall Survival: ITT Population
Pom+LD-Dex HD-Dex
Statistics (N=302) (N=153)
N 302 (100.0) 153 (100.0)
Censored n (%) 226 ( 74.8) 95 (62.1)
Died n (%) 76 (25.2) 58 (37.9)
Survival Time |Median® NE 34.0
(weeks)
Two sided 95% CI° [ 48.1, NE] [ 23.4,39.9]
Hazard Ratio (Pom+LD-Dex:HD-Dex) 0.53[ 0.37, 0.74]
[Two sided 95% CI°]

Log-Rank Test Two sided P-Value*

<0.001

Note: CI=Confidence interval. NE = Not Estimable.
* The median is based on Kaplan-Meier estimate.

®959% confidence interval about the median overall survival time.

¢ Based on Cox proportional hazards model comparing the hazard functions associated with
treatment groups.
4 The p-value is based on an unstratified log-rank test.
Data cutoff: 07 Sep 2012

Figure 2: Kaplan-Meier Curve of Overall Survival ITT Population)
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Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with Imnovid
in all subsets of the paediatric population in multiple myeloma (see section 4.2 for information on
paediatric use).

5.2 Pharmacokinetic properties

Absorption
Pomalidomide is absorbed with a maximum plasma concentration (C,,,,) occurring between 2 and 3 hours

and is at least 73% absorbed following administration of single oral dose. The systemic exposure (AUC)
of pomalidomide increases in an approximately linear and dose proportional manner. Following multiple
doses, pomalidomide has an accumulation ratio of 27 to 31% on AUC.

Coadministration with a high-fat and high-calorie meal slows the rate of absorption, decreasing plasma
Cuax by approximately 25%, but has minimal effect on the overall extent of absorption with an 8%
decrease in AUC. Therefore pomalidomide can be administered without regard to food intake.

Distribution

Pomalidomide has a mean apparent volume of distribution (Vd/F) between 62 and 138 L at steady state.
Pomalidomide is distributed in semen of healthy subjects at a concentration of approximately 67% of
plasma level at 4 hours post-dose (approximately Tp,y) after 4 days of once daily dosing at 2 mg. In vitro
binding of pomalidomide enantiomers to proteins in human plasma ranges from 12% to 44% and is not
concentration dependent.

Biotransformation

Pomalidomide is the major circulating component (approximately 70% of plasma radioactivity) in vivo in
healthy subjects who received a single oral dose of [*C]-pomalidomide (2 mg). No metabolites were
present at >10% relative to parent or total radioactivity in plasma.

The predominant metabolic pathways of excreted radioactivity are hydroxylation with subsequent
glucuronidation, or hydrolysis. In vitro, CYP1A2 and CYP3A4 were identified as the primary enzymes
involved in the CYP-mediated hydroxylation of pomalidomide, with additional minor contributions from
CYP2C19 and CYP2D6. Pomalidomide is also a substrate of P-glycoprotein in vitro. Co-administration
of pomalidomide with the strong CYP3A4/5 and P-gp inhibitor ketoconazole, or the strong CYP3A4/5
inducer carbamazepine, had no clinically relevant effect on exposure to pomalidomide. Co-administration
of the strong CYP1A2 inhibitor fluvoxamine with pomalidomide in the presence of ketoconazole,
increased exposure to pomalidomide by 104% with a 90 % confidence interval [88% to 122%] compared
to pomalidomide plus ketoconazole. If strong inhibitors of CYP1A2 (e.g. ciprofloxacin, enoxacin and
fluvoxamine) are co-administered with pomalidomide, patients should be closely monitored for the
occurrence of side-effects.

Based on in vitro data, pomalidomide is not an inhibitor or inducer of cytochrome P-450 isoenzymes,and
does not inhibit any drug transporters that were studied. Clinically relevant drug-drug interactions are not
anticipated when pomalidomide is coadministered with substrates of these pathways.

Elimination

Pomalidomide is eliminated with a median plasma half-life of approximately 9.5 hours in healthy subjects
and approximately 7.5 hours in patients with multiple myeloma. Pomalidomide has a mean total body
clearance (CL/F) of approximately 7-10 L/hr.
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Following a single oral administration of ['*C]-pomalidomide (2 mg) to healthy subjects, approximately
73% and 15% of the radioactive dose was eliminated in urine and faeces, respectively, with
approximately 2% and 8% of the dosed radiocarbon eliminated as pomalidomide in urine and faeces.

Pomalidomide is extensively metabolised prior to excretion, with the resulting metabolites eliminated
primarily in the urine. The 3 predominant metabolites in urine (formed via hydrolysis or hydroxylation
with subsequent glucuronidation) account for approximately 23%, 17%, and 12%, respectively, of the
dose in the urine.

CYP dependent metabolites account for approximately 43% of the total excreted radioactivity, while non-
CYP dependent hydrolytic metabolites account for 25%, and excretion of unchanged pomalidomide
accounted for 10% (2% in urine and 8% in faeces).

Paediatric population
No data are available on administration of pomalidomide to paediatric or adolescent subjects (< 18 years
of age).

Older people
No pharmacokinetic data is available in the elderly. In clinical studies, no dosage adjustment was required

in elderly (> 65 years) patients exposed to pomalidomide. Please see section 4.2.

Renal impairment
A study in subjects with renal impairment has not been conducted with pomalidomide.

Hepatic impairment
A study in subjects with hepatic impairment has not been conducted with pomalidomide.

5.3 Preclinical safety data

Repeat-dose toxicology studies

In rats, chronic administration of pomalidomide at doses of 50, 250, and 1000 mg/kg/day for 6 months
was well tolerated. No adverse findings were noted up to 1000 mg/kg/day (175-fold exposure ratio
relative to a 4 mg clinical dose).

In monkeys, pomalidomide was evaluated in repeat-dose studies of up to 9 months in duration. In these
studies, monkeys exhibited greater sensitivity to pomalidomide effects than rats. The primary toxicities
observed in monkeys were associated with the haematopoietic/lymphoreticular systems. In the 9-month
study in monkeys with doses of 0.05, 0.1, and 1 mg/kg/day, morbidity and early euthanasia of 6 animals
were observed at the dose of 1 mg/kg/day and were attributed to immunosuppressive effects
(staphylococcal infection, decreased peripheral blood lymphocytes, chronic inflammation of the large
intestine, histologic lymphoid depletion, and hypocellularity of bone marrow) at high exposures of
pomalidomide (15-fold exposure ratio relative to a 4 mg clinical dose). These immunosuppressive effects
resulted in early euthanasia of 4 monkeys due to poor health condition (watery stool, inappetence,
reduced food intake, and weight loss); histopathologic evaluation of these animals showed chronic
inflammation of the large intestine and villous atrophy of the small intestine. Staphylococcal infection
was observed in 4 monkeys; 3 of these animals responded to antibiotic treatment and 1 died without
treatment. In addition, findings consistent with acute myelogenous leukemia led to euthanasia of 1
monkey; clinical observations and clinical pathology and/or bone marrow alterations observed in this
animal were consistent with immunosuppression. Minimal or mild bile duct proliferation with associated
increases in ALP and GGT were also observed at 1 mg/kg/day. Evaluation of recovery animals indicated
that all treatment-related findings were reversible after 8 weeks of dosing cessation, except for
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proliferation of intrahepatic bile ducts observed in 1 animal in the 1 mg/kg/day group. The NOAEL was
0.1 mg/kg/day (0.5-fold exposure ratio relative to a 4 mg clinical dose).

Genotoxicity/carcinogenicity

Pomalidomide was not mutagenic in bacterial and mammalian mutation assays, and did not induce
chromosomal aberrations in human peripheral blood lymphocytes or micronuclei formation in
polychromatic erythrocytes in bone marrow of rats administered doses up to 2000 mg/kg/day.
Carcinogenicity studies have not been conducted.

Fertility and early embryonic development

In a fertility and early embryonic development study in rats, pomalidomide was administered to males
and females at dosages of 25, 250, and 1000 mg/kg/day. Uterine examination on Gestation Day 13
showed a decrease in mean number of viable embryos and an increase in postimplantation loss at all
dosage levels. Therefore, the No Observed Adverse Effect Level (NOAEL) for these observed effects was
<25 mg/kg/day (AUC 24, was 39960 ngeh/mL (nanogram.hour/millilitres) at this lowest dose tested, and
the exposure ratio was 99-fold relative to a 4 mg clinical dose). When treated males on this study were
mated with untreated females, all uterine parameters were comparable to the controls. Based on these
results, the observed effects were attributed to the treatment of females.

Embryo-foetal development

Pomalidomide was found to be teratogenic in both rats and rabbits when administered during the period
of major organogenesis. In the rat embryofoetal developmental toxicity study, malformations of absence
of urinary bladder, absence of thyroid gland, and fusion and misalignment of lumbar and thoracic
vertebral elements (central and/or neural arches) were observed at all dosage levels (25, 250, and

1000 mg/kg/day).

There was no maternal toxicity observed in this study. Therefore, the maternal NOAEL was

1000 mg/kg/day, and the NOAEL for developmental toxicity was <25 mg/kg/day (AUC,4, was 34340
ngeh/mL on Gestation Day 17 at this lowest dose tested, and the exposure ratio was 85-fold relative to a
4 mg clinical dose). In rabbits, pomalidomide at dosages ranging from 10 to 250 mg/kg produced
embryo-foetal developmental malforma tions. Increased cardiac anomalies were seen at all doses with
significant increases at 250 mg/kg/day. At 100 and 250 mg/kg/day, there were slight increases in post-
implantation loss and slight decreases in fetal body weights. At 250 mg/kg/day, fetal malformations
included limb anomalies (flexed and/or rotated fore- and/or hindlimbs, unattached or absent digit) and
associated skeletal malformations (not ossified metacarpal, misaligned phalanx and metacarpal, absent
digit, not ossified phalanx, and short not ossified or bent tibia); moderate dilation of the lateral ventricle in
the brain; abnormal placement of the right subclavian artery; absent intermediate lobe in the lungs; low-
set kidney; altered liver morphology; incompletely or not ossified pelvis; an increased average for
supernumerary thoracic ribs and a reduced average for ossified tarsals. Slight reduction in maternal body
weight gain, significant reduction in triglycerides, and significant decrease in absolute and relative spleen
weights were observed at 100 and 250 mg/kg/day. The maternal NOAEL was 10 mg/kg/day, and the
developmental NOAEL was <10 mg/kg/day (AUC,4, was 418 ngeh/mL on Gestation Day 19 at this
lowest dose tested, which was similar to that obtained from a 4 mg clinical dose).
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule content:
Mannitol

Pregelatinised starch
Sodium stearyl fumarate

Capsule shell:
4 mg capsule shell contains gelatin, titanium dioxide (E171), indigotine (E132), brilliant blue FCF (E133)

and white ink.

Printing ink:

4 mg capsule shell contains: white ink — shellac, titanium dioxide (E171), simethicone, propylene glycol
(E1520) and ammonium hydroxide (E527)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

30 months.

6.4 Special precautions for storage

Store in the original package in order to protect from light.
This medicinal product does not require any special temperature storage conditions.

6.5 Nature and contents of container

The capsules are packaged in Polyvinyl chloride (PVC)/ polychlorotrifluoroethylene (PCTFE) blisters
with push through aluminium foil.

Pack size of 21 capsules.

6.6  Special precautions for disposal and other handling
Capsules should not be opened or crushed. If powder from pomalidomide makes contact with the skin,
the skin should be washed immediately and thoroughly with soap and water. If pomalidomide makes

contact with the mucous membranes, they should be thoroughly flushed with water.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements. Unused medicinal product should be returned to the pharmacist at the end of treatment.
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7.  MARKETING AUTHORISATION HOLDER
Celgene Europe Ltd.

1 Longwalk Road

Stockley Park

Uxbridge

UBI1 1DB

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/13/850/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 05 August 2013

10. DATE OF REVISION OF THE TEXT
27/08/2013

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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Pom+LD-Dex % #¢5-S17= & D 27.0%, HD-Dex Z#5- S 7= & D 26.8%\ i/ M
JESFEBL L 72, Pom+LD-Dex % #5- S i 72 FF# D 20.7%, HD-Dex % #x5- S 1L 7= & D 24.2%
L7 L— K 3 XU 4 O/ MIBE T - 7=, Pom+LD-Dex # # 5 I L7 B3 CTlE, BEF D
1.7%M EEE 2/ MRIBE TH Y, BED 6.3%N R, 8%HNMAEK, 0.7%H3 85 H1EIZE -
TWVW5 (BEXKN44EEZBR),

VoS,

JEYSIE 1T e b 2 WO IR 2R3N TH ¥, Pom+LD-Dex % #5- S 7= B D 55.0%, HD-Dex
ERGSNIZERED 483%BIZHBLL TVD, 20O & ) ZREYIEDK BN 7 L— K 3 XL 4
TH Y, Pom+LD-Dex &5 SN 7-HBFH D 24.0%, HD-Dex Z %5 Xi7=BH D 22.8%IZ%
BHLTW5,

ﬁ{\f

E

Pom+LD-Dex % 5 S 72 B8 T, ik L O ERGEIG A e b BEE SR S VT2 IYWE ©
bbb (ENETNEZED 10.7%, 9.3%), WEINTEIYED 2 5 24.3% 3 HHE ILEIEH) 72
BYYE (Z7L— R 5) ThHV, EINIEED 2.7%ICHBLL T2, Pom+LD-Dex % #
HBINTBETIE, BYYEIC X > TERED 2.0%03 5911k, 14.3%73MAHE, 1.3%72N 8 &I
FEoTW5D,

112 FE R FL

Pom+LD-Dex % # 5 S 7= B4 D 3.3%, HD-Dex & %5 S 7= HBHE D 2.0%IZH kD %k X
XAz O FEG: (VTE) BB L7, 7 L— K 3 Xk 4 OFIWERIEL Pom+LD-Dex % #5341
TR FE DO 13%IZHBL L7228, HD-Dex 5 SN EBF TR DO N oT,
Pom+LD-Dex % #¢5- X /- FBH TiE, BHED L1%MNEE R VTE t%&%éﬂf:z}a i R AR
TIEEIER 2 BEIZ S SN TR, VTEICK > THREGFIRICES Z Li3no Tz,

AR T ERA ST e F YU FAM (G A7 OREREITIIMODUEER ) 1285
TFHRFH O ST, PUEEEFRE (R ThVWgE) BRSNS (J4EBH),

K== — 2 NF—

ZL— R 2 U EOKRMME= 2 — o SF =03k L T 2 B 1L RER ) H BRSNS vz,
Pom+LD-Dex % #5 S 7= B4 D 12.3%, HD-Dex % &5 S 7z B4 D 10.7%Z KA = =
—BNF— (1ZEAERT L —R1XL2) HFREELL TV 5, Pom+LD-Dex % &5 S jLi- &
FH?D 1.0%, HD-Dex Z %5 X 7=BED 1.3%I27 L— F 3 XL 4 ORUSHAFEHR L T\ 5,
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Pom+LD-Dex A4 5 & 17z B4 Tk, BRI TS T o 72 & B STV B ARHE= 2
=R SF IR, BEO 03REIRMIE= 2 —m SF Lo TRERILICE TS
(4.4 THZ),

—a—a RF—FKRFE TOHMOFEEIZ 2L EBTH Y, &P 0.1~483 HETH -7,
FELE TCOMME O FIEIL HD-Dex % $¢5- 7= B3 D7 Pom+LD-Dex # 5 & 7= &
HEbEN-oT- (L3HME 2.1 00),

[F11E £ COMM O P IfElX Pom+LD-Dex % &5 S /= BE N 22.4 ##E, HD-Dex % #&%5- X
NI HBE N 13.6 H[H T - 72, 95% Cl @ FIRIL Pom+LD-Dex % &5 S 317 B#E 71 5.3 # [H],
HD-Dex Z## 5. X7~ HBE N 20 B ThH - -,

RIVEH DEEV O

R OERBBICEERAORNERETHZENEETH D, THICLY, ERLOX
T4y NSV AI NG U AOER T 52 LR TE L, EEEMFITL, RIEROE
WRHNIE, B VICBRTONTHWDENBRE S AT ML THRET DL EARDLN
%=y

49 BERSE

R Tl Imnovid 50 mg £ COHLE ., LM EBEIEEFE T Imnovid 10 mg 1 H 1
Bl DOKEHRG TRV FEMINTWDA, WERGICEET ZHERAEFRITRE SN
Ty,

R~ U NI FOBERGICET 2 BENLFERIIGEONTELT, A~ FI FE<o
REPEMD BT FTRE T H 27 E D NI S TIIR VY, BER G R H - 725812, HE
WIENEIO BND,

5. FKBZH) Rt

5.1 EFIZEHRME

SN HE - S REEE, ATC ==— K : LO4AX06

VEA

A=V B R EREMI 61 5 EE R PUREETEVE kO lEgiEEndH v, g

M AN 2 FENE B BEE D JES A OHIE A R E S L D2 HET 5, BAEMIZIE, R~Y 1
I MRS ARG OMEEARE L, 7R b= A& HT 5, A~ Y FI RIS HIL,
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LU R RO LG HIEMkOMEZEE L, VU FI MRSk kO
LU R RIS ORFIZ L, T2 % v & OFFIEN CHREHIRT R h—
VAEFEHETH, AU FI R, THREENTF270%7— (NK) Milazan Ltz
IR LT, HLERIC K D RIEMEY A R A > (TNF-a, IL-6 72 &) OFEAZAET 5, £,
A=V R NIINEAIROWEE & OB W25 2 L IC K-> TIEHAELET 5,

BRR B 70 G e By OV A

TXYREZY LA LTZAR~ U B ROAMMER OVZEMEITE ISR 7 o 2 A
{LIEEHFER (CC-4047-MM-003) CiFisn T\ %, AR T, 7V FI KRRV
TV I T OB EELANAEE 2 BILLEZTTRY, RRICHE S 155 CREETH
O MR o 7o B8 - BHATEDO LRI B O N BE 2 R, A~V RI FHEA&E
T XA H Y PRE (Pom+LD-Dex) & @mAET ¥ A # Y U HAEE (HD-Dex) & fhiik
L TW5, BRICIEET 455 B0 B 2388k S 41, 302 #1723 Pom+LD-Dex #f, 153 153 HD-Dex
BECEI D AR D, BEORSIEBME (59%), AN (719%) Thoto, EFBEOE
O IREIL 64 Th oo (BFED 357K, FRE 875

Pom+LD-Dex FFDHEITIE, 28 HEINGRDEHA 71D 1~21 HAIZAR~Y FI F4mg
kO h Lz, 28 A4 7 v 1 HHE, 8 HH, 15 HH & U'22 H BHIZ LD-Dex (40 mg)
Z1H 1[R#EE L7, HD-Dex BElZ>W\WTIL, 28 HIMH A 7 vd 1~4 HH, 9~12 HH,
17~20 HEICT R YA XY (40 mg) & 1 H 1EHERG Lo, 75maB2208E 37V
AH 2 20mg TEEEZBLG LT, BEICERBETNA DN D £ TR 21k LT,

T A NMEFAMGIE H 1E International Myeloma Working Group (IMWG £:4E) |2 & 2 fEpy A

17 (PFS) & L7z, ITT £HIZ 2V T, Pom+LD-Dex £ Tid, IMWG Z:#E|Z -5 < Independent

Review Adjudication Committee (IRAC) DFHHIZ X 5 PFS B Fgufif2s 15.7 BRI CTdh - 7=
(95% Cl 13.0~20.1), #E7E 26 A FHEH G A 7413 35.99% (+£3.46%) T o7, HD-Dex

FETIL, PFS Rz’ 8.0 M (95% C17.0~9.0), H#E7E 26 M MHGEFRN 12.15%
(+3.63%) Th-o7z,

WL DO EEY T T — T TR IEAAT &I Lz, MBI, AFE, ECOG /X7 4 —~
ART—H A, J@RIKF (FFln, SRELEH, BREICST 2aMERE (2 |, 3 \LLE]D,
TRICEERFFEDNTA—F (X=X, D2 I7unrn7 A, X—RA742D
TINT INE, R—AT A OBEE, MREEFEOY 27), BHECTT 2 REE TO
B R B K ONEFR RIS S W T L —F Cilli 24T - 1=, fHMB L 7= 7 7 L— I
BIfR7e <, ML & PFSIXITT £ THIZ SN TFIChBirha—E L T\,

F LI ITT M MR A G 2 £ L 7=, ITT MO PFS ¢ Kaplan-Meier fhi#f 4% 1

17
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# 1 IMWG E#iZE-3< IRAC OFHilc & 5 g EA TR (Stratified Log Rank #7E)

(ITT 4£H)
Pom-+LD-Dex HD-Dex
(N=302) (N=153)

HEHEAALF (PFS) N 302 (100.0) 153 (100.0)

Y10 n (%) 138 (45.7) 50 (32.7)

BT n (%) 164 (54.3) 103 (67.3)
A fF IR ()

i ® 15.7 8.0

il 95% CI° [13.0,20.1] [7.0,9.0]
NH— Rt (Pom+LD-Dex : HD-Dex) i 0.45[0.35, 0.59]
il 95% CI°
ER Ay ViR <0.001

E  CI=fF#X[#, IRAC=Independent Review Adjudication Committee,
NE = #E& A5

a i1 Kaplan-Meier #£EfEICHO <,

b LA A A B B9 D 95% 15 HE X M

o Ml (75 LA T & 75 i), WAL (LU IR, AT Y I 7 OmAN DT
PEDLEH vs HRHINE TR WER]D), HUEBEEIAHEICK T 2 aER O (2 5 vs 3
2L E) (& o TR L& BRI 03D 2 — PR A T 5 Cox Hffl ¥ —

RET MTHEES L,

dp fEiX iR Cox EFT /N LRI UEHIINF-IZ L pEHIa 77 v 7 RElciks<,

FT—Hhy hAT7H 201249 H 7 H

1 IMWG E#% F 7z IRAC OFRYIBIC S < MR i A 77 1R

(Ehln 77 7 k) (ITT£H)

10 —
HD-DEX
— ——-POM+LD-DEX
0.5 =
41:[ 16
ke
N
jo
‘E‘Hj 14 =
02 -| POM+LD-DEX vs HD-DE B e
ns5 s pfE =<0.001 () lo
HR (95% CI) 0.45 (0.35, 0.59) Tl
T4 POM+LD-DEX=164/302 HD-DEX=103/153 L——=—e
oo =
T T T T T T
8] 13 26 35 52 B85

IR A GR)
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T—HAy FAT7H 2012498 7H

AT ERRRIRIRHETER & Lz, 7~ b4 7 B (2012429 A 7 H) DK T Pom+LD-Dex
B 51838 D 5 HEF 226 i (74.8%), HD-Dex % 5-F8# D 5 5 95 i (62.1%) 23447 L Tz,
Pom+LD-Dex £ Ti¥, Kaplan-Meier #£EfEIZ & % OS #if ffEic = L Cuviengs, A7l
&t 95%IEHHK A MR 48 H[HIZIZ72 5 & RiAE D, HD-Dex #E> OS i H JefE % 34
HH T o7z (95% Cl 23.4~39.9) . 1 FEHEHEL /L {F41% Pom+LD-Dex #f 52.6% (£5.72%),
HD-Dex #f 28.4% (£7.51%) T - 7=, OS DM AITHMEHFIICHE CTh o 72 (p<0.001),

F 212 ITT EHOEFEHME £ Loz, ITT £H D 0S @ Kaplan-Meier #hiff %X 2 (277
L7,

FRRBROIZDICRBE INTT —Z =4 ) 7 RESIE, PFS LT 0S OliahE B i 5
WCESE, REBA & T L, HD-Dex BED 35 % Pom+LD-Dex #flZ 7 0 A A — _"—XH 52 &
ENE LT,

# 2 24AFHE (TT£H)

Pom-+LD-Dex HD-Dex
MErE (N=302) (N=153)

N 302 (100.0) 153 (100.0)

1819 n (%) 226 ( 74.8) 95 (62.1)

T n (%) 76 (25.2) 58 (37.9)

AT (i) o fE NE 34.0
il 95% CI° [ 48.1, NE] [ 23.4,39.9]

A — R (Pom+LD-Dex : HD-Dex) [ 95% 0.53[ 0.37, 0.74]

CI°]

ER Ay ViR <0.001

# CI=E#EXR, NE= HE R e

a il Kaplan-Meier #£ EfEICHO <,

b AT A RAEIZ BT 5 95%(F FEIX M

o BEHREZ b oY — R Z il 9% Cox e ¥ — RET/UIZHEES L,
dp EIZIEERI T 7T v 7 mEIc S <,

T—HHy hAT7H 201249 H 7 H
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2 REFHBO Kaplan-Meier g% (ITT £H)

HD-DEX
— — —POM+LD-DEX

0.3 o

Nt

0.6 o

BEOE

B E—BO— — - —BE— —& —|

04 o

POM+LD-DEX vs HD-DEX — 5
v 777 pfE =<0.001 (FEf)

0.2 4 HR (95% CI) 0.53 (0.37, 0.75)

KM #3ufii  POM+LD-DEX=NE [48.1, NE]

KM 4 HD-DEX = 34.0[23.4, 39.0]

HLK  POM+I D-NFX=75/284 HN-NDFX=5A/139

0.0 o

0 13 26 39 52 65
AN ()
By hAZ7H 201249 H7H

A
RN EERE ST 1T, 2R EBEIE O/ NRERIOY 71 v Ml a2 x4 & 9% Imnovid BER O

ROBHEZRFOIT DL a2 lEkoTHD UNE~OHEGIZHET 2 1EHRICHONTIL 42 HE
ZM),

5.2 FEWBENRRFH) R

R

A~V R RIFEERREAOHERSOO BN ST 2~3 FRE Chem ML T2 (Crad) 12 L,
LIty TBWRRINEND, A< FI RoeFigERE (AUC) X, IZITHREERL,
FIEHHIFNCIE KT 5, KIER 5% O AUC ICESW 2R~ K FOFERBRIT 27~31% T
H5,

RN - 500 U —fr ke & RIS D L WITEEEAME L, MUYE Co 2949 25900
5600, AUC DD HN 8% L, RILE~DREIIDT I ThD, ZOZLhb, K~
YRS RREFORECMEA < RTT 52 LB TE S,

Giil

A<V R ROEFRIEIZEIT 2 AT O0mERE (VAF) OFEED 62~138 L Th 5,
TR EICAR~Y R K2mg &z 1 A 14 AfES 35 &, &5 4% (2F Tnw
D IBFEF PR E DK 67% DR E THIRTIZoMT 2, 8~V KX Ko=) o FA4~—Dinvitro

3>
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b MR AR SERIT 12~44%Th V), EERFHITIZ/RUN,

ERNZEAE

KU FIFE, MR~V I K 2mg) % HERO# G S - @ T in vivo
TEEARFERRS L 25 (MIEFHUEE DR 70%) . M I BULA Y TR KR AED 10%
& L[5 E1S CIEET 2 REMIE R - 72,

PEi X7 B RE O RIS IIKE-E TH U, T Dk, Fv 7 v UERA UMKy
it X%, Invitro TiX, CYP1A2 L TNCYP3A4 23, R~ U K KD CYP 24 L7=/KER{LIZ
BE9 25 EEARRETHD Z ERHER SN TWDHIED, CYP2C19 KU CYP2D6 & 9" )v(C
BE LTz, A~U K Ridinvitro TIEPHEX RV EOHETHLH D, A~U KIF
Zi8 )78 CYP3A4S FHEKR N P-HE X NV ERITH L7 hat Y —v, 37
CYP3AAS FHEHITH DL AN A EBEEHHL T, R~ U NI FORERITH L TR
FNCE & 72 22U T3RR D bV TW e, 7 k3 Y — )L OAF(E T Ci /)72 CYP1A2 [HE
HTHHZNVARXHI AR~ RIFEHTDE, A~V R FOBREEDF~Y N
X R+ Ry — Uiz LT 104%3H8 K L 7= (90%f5 #E X i 88%~122%) , 7% /172 CYP1A2
PR (v Fmraxdsy, =2y, JARFHILARY) 2R~ R REHE
M3 2561, BEZEEERCENAL, BHEAORBOEEAZMET L Z &,

In vitro 7 —Z 12 LA, R~V NI FIIF F 7 o—2La P-450 A VEEFEOLERITH FHEA
THRL, Bt ESNEZE Y N TV AR—F—%HETLZ LT, A~ FIFZ2Z0
KOOI E LA L TYH, BRMICRIEE 72 2 3 — Y EERIT PRI 720,

HEi:
R~V B FOMmEF R o hRiET, @EEHRE TR 9.5 K, ZRMEEMIEES T
IR TSR TH D, R VT F & (CLF) 138 7~10 L/hr TH %,

[MCl- AR~V FIF (2mg) ZMEFEHBREICHERR OGS &, JRI M OFEE F~0 i
REDHEERIT, FNFNIEEG RO 3% KUK 15% TH Y, &5 LT HEPERZFE O 2% K
VI8N~ KX K& LTHEE =,

A~ U R FIEHREATNIAEISAH S, AR LEREMIEEIDRTICHRtE N S, R
(203 3 FEHO EEAGHY OK ) SATKERAL K O DD 7V 7 1 BRI E ) A
Ao, RPERIIE N ZENR G EDORK 23%, 17%KX TV 12%TH 5,

PEE XA 7o RS RE DK 43%70° CYP IRTFMEGEI CTH 0, FE CYP ARAFIEMA S i 1%
25%, KRR R~V K3 R) 1X10% (R 2%, #{frh 8%) Th-o7-,
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ml A TIEEMBIET — 2 MO TWan, BIKREBRTE, R~V FI FekELo
b (65 e A D) ICHEREIIAETH T, 42 HZZM,

E
i
i

sy

&

s
It

EHTOEBRE 2R E LA~ B FORBRIZFER S THRu,

pamza]
=
b
I

I

NFPEE 2 AT DR 2R L LicAR~ U B FORBIIFER S THhan,

5.3 FERKR L2

SAEHE G- TR

7w MIFR~Y R R4&HE 50 mg/kg/H, 250 mg/kg/ H K O 1000 mg/kg/ H T 6 » H &
BehH LIz A, BB RM%ER LTz, 1000 mg/kg/ B (FER & 4 mg @ 175 {5 O &
) T EMEATRIERD b ho i,

YT, KE 9 » ABOKRERGRBRICL > TR~V R RS Tn5, Zhb
OFRBRTIE, PAPKR~Y FI ROEHICH LTIy LY b EWESZEEZ R LTV D,
P TBIE SN EREMEITEN, ) SR IS DD b D Th o7, v a9
% H EEERC 0.05 mg/kg/ H, 0.1 mg/kg/H %81 mg/kg/H =85 L7-& 2 A, HE 1 mglkg/
H T 6 VEDSE T U R LRIE NG S 4, AR~V K RRERER (BEMAE4mg 0 15
EOEEEL) ORBEMHIEN (7 F YRR, RN Y o K, K OBMERIE,
R Y v RERD, B REOMIENE) S BIE L Cnie, 2o & ) g il fEH of
A, RN R OKEREE, SRR, BEEERED K OREBD) [2kb, 4 La R
HNCREFHSHEDH & bleote, ZD XD 72 OB FIFEGORE S, KiFoEME
RIE KX OV IMBDOIEZMDA DT o7, YL 4 LT RURRFEBENBIE SN, £
D9 H IVLTHAEANGENR TR L, LILIIRIBFE CHLT Lic, Z0I1E), StE it A s
EHROLNDHETRIZELY, Yv 1 AR IEL L Lirole, ZOVNTHLNT K
RBEFT BSOS BLAT AL, B B2 I3 imElc X 5 b D THh - 72, 1 mglkg/ H Tl E 512, ALP
M ONGGT DHGNNZ £ 5 BSOS O RRAE A BIE: STV 5, [ L 7=V O3 ¢
1%, 1mglkg/ HEED 1 JBICBIEE SN FNIRE O & fr< &, BGBEOFT ANV
8 HMDEE W OO HIZA W TH 722 EAREIN TS ,NOAEL 1% 0.1 mg/kg/H & &
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iz (BRI 4mg @ 0.5 5 DOIRFE L),

AR FENE DS AT

R U R PRI M O AL RS 28 /I & O T 1 R 22 8R 28 Bk R G s B 2R &3,
b MR Y > RERICET DY R e, Ak 2000 mg/kg/ H 2B H- U727 v b oEEET
(2B D ZYMARIMER D/IMETE R 2 755 L 22> 72, 28 AUJEMERRBR 1T F2 0 S v Cu 7y,

N HE S OWIHIIR S A

7 v MW RRE - PIIIR AR T, A~V NI N2 & 25 mg/kg/H, 250 mg/kg/
H K TY 1000 mg/kg/ H & U CHEREIC G- L7z, 4ER 13 H BIC9EE L7 =M i, Win
DR ET b EHAEFRE O K OERERIEOEMB A LN, ZDOZenb, =
NoDOBE SN BB 2 EMEE (NOAEL) % 25 mg/kg/ H AR & Lz (Z OB L
T BASRH &2 1D AUC,, 1239960 ng-h/imL [/ 7 F A - WXV U w hLv] THY, B
EERITEFEAEAMg D 9 ETH-72), ZORBRTHRELEMT v b2 REGOMT »
NERELLTZEZ A, BFOFENRT A —ZRREFRRBE TH-T, ZD L&D 7efE R
oL, BIRINTBITMET v F~DRGIZE LD TH -7,

IR - BRI

A<V R REZRERBEERIICESGT L7y NSOl ClEFEMEEZ R~ T
ZEPHERENT WD, 7y bW - JRIRBEAFEERR TIX, WTnoHETH (25
mg/kg/ B, 250 mg/kg/ H % T} 1000 mg/kg/ H), BEBERIE, HURMBRKAR, REHER OVIHE DR
R (PLEOMRS) DA K ORFEESE W FENBIEIN TN D,

Z OB TIIREIC T D EIIBZE I LTV R, 2O LD, BE)O NOAEL %
1000 mg/kg/ H, FEAFMEICEI4 5 NOAEL % 25 mg/kg/ H ARdii & L7z (Z OREt L= i IEH
BB DR 17 B H O AUCoq 13X 34340 ng-h/mL & 720, BRE B LLITFG R & 4 mg o 85
BCThotz), VX TIE, FHE 10~250 mgkg DFR~ U K RIZL - T - JRIERERFE
DRO BT, WTHOHETHLAEORINAGED HiL, 250 mg/kg/ H TIEBAE 72 HI N A
MR &7z, 100 mg/kg/ H K& T8 250 mo/kg/ H Tl, &K 482 DR K& OWE R AR B ORI
P HALTZ, 250 mglkg/ H TH- LR IRATE & LC, MUREHATE (Rifomk i o Ji dh o4,

FROREG XIIRB) KOENE Y &R (TFREOREL, BEELROTTFEFOR
WES, FROXE, fREEORE, KEOENME, KEk, Bih) OE, fIKNEO P
FEDWE, A8E FEIROME R, MPiEoXE, Bigo FE, FRoOBESL, 5%
DARFERFACIIREL, @RI E OFEEOHMN, Bk U7 @ ARE O A E DR A3 %
BN 5, 100 mglkg/ H KO8 250 mg/kg/ B Ci, RHEMW) TR/ R EHINMNE], BEE/2 RV
7 UtV REA, MRS EEX OCHESEEOBERBOBBE SN, BREYoD
NOAEL % 10 mg/kg/H, Z$41ZB89 % NOAEL % 10 mg/kg/ H ARG & L= (Z Mgt L=k
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IR ETI3EENR 19 B B ® AUCou, 28 418 ng-h/mL L 72V, FERAE 4 mg %54 L RIFRE T
bHoT),

6. BUH|ZFAOReE

6.1 WY —&

H T RILVNEY

<= h—JL
TNT kT T
TNWVBATT YT R UL

H TRIVARIK
amg B TRAKRKIIZE T T, BbTZ Y (ELTD), A YIFhny (E132), 7 UV
7 F7/V—FCF (E133) MO'HfA 7 BNEF I TWD,

FlseA v 7
amg 1 7EAVKIKIZIZEBRA V7 (BT v o, BT F Y (E17T1), v AFary, ab L
7 a—)L (E1520) RUOUKEELT =LA (E527)) NEH S TWAD,

6.2 BLEXER

%L

6.3 A ZhEARH

30 » H

6.4 BRIFICET A5 EBEHE

KRB E D, TR =PI ANTIRIFET D 2 &,
AFNRER 22 PR AFIRE S 13 700,

6.5 BEOHERUCANEY

BT ENNIT v 2 AN—=T )V =g AR A NV ERANWER)E{E =1 (PVC) /KR 71
o kU7t uexF L (PCTFE) 7 U AX—ZadESiTn 5,

LEIC 2L DT FE DB A TS,
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6.6 IR VZ OMOEFZ R 2R ERER

BBV ERITZO, =0 LW L, R~ U I ROMKD M L7-56801%
22 BICAREARTHDICHED 2 &y A=Y F I RAREBEIZEESL L7258 13K THoc ik
W2 &,

A DIEANRCFEFTED 1 TS MO BRI - T2 Z &, RIEH OIEANIHR G4 TS
AN IRANS D Z &,

7. BUEIRGEEE

Celgene Europe Ltd.

1 Longwalk Road

Stockley Park

Uxbridge

UB11 1DB

United Kingdom

8. BUERGEARES
EU/1/13/850/004

9. MEIARE AKBEEHA
YIEIAGE R 2013428 A 5 H
10. CEHETH

20134-8 H 27 H

AFNZEAT 2 572 T BUIRON E 3T = 791 & (http://www.ema.europa.eu) (28 =
ncTna,
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RYJA A TEIL 1mg
RYJR A TEIL 2mg
RYJRA A TEIL 3mg
RY )R MATEIL 4mg
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HI 2R EREATHHLFY R K, U R~A REORLT Y I 703 HBEIZONT, %)
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® 1.7-1 RERMG—ER
- GOEA) A~vURIF LU R RAK
W5es RvU R hegh 7B 1 mg L7 73 Rl 7BV 5mg

RNV A b1 7V 2mg
R~ U X b1 7BV 3 mg
R~ U R bogB1 7BV 4 mg

KU K2R 3mg &4
A<VY K Ndmg&EFH

Stt4 BT — RS TV — RS
WEH A - 2010456 H 25 H
a4 A H B B
FEEFEAA
HHI X 53 — B, A5 ARG
{bFEMEERSUT | BB #ER
~ A -
| %i 3 g i 0 i
0 NG (45 B AR
NH, T O S NH: OG5 B
HFR A
C13H11N3O4 C13H13N303 <172 Hzo
ST TR
273.24 268.27
vallblZ 7' H 51 7K
Y L7 A=Y RINImgBA 1 A7 EAFLFY RI RSmg &R
A<VY I RF2mg&FH

BEE - R | R SUTERATE D S E REE

PRI SR ME O 23 R
5 FQLORRBUAT K2 O B Bl S BUE R
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— R4 T

K~ ) FIF

LU R RAKFY)

BEE + 2 RAC PHIE
T LM O

AENT L DWW, VTV B FRORNVT YV I T OVRFRIER & 5 BHF &5t 4
&L, AAILSDOTEFE D EMZ OV T HEEITHE L7z BT, AAIO# 5 % B
W5 &,

BRXIEEED 238 BHEE

AFNZ L DIREITD 70 < &b 1 DO R TGN ) SATTREZ ITHRE L

FEBEEXRE L, KRN OIEROE IOV T HIEEICHRF L2 LT, &

KoL ZBhT 52 &,

5 B YO ARRBEAT R % O B BE B IE AE (A

1. IPSS* (XD VR EOFM-2 UV RT KOE Y R 72T 5 08%MEE D
ZAEMEIIHEST LT,

2. THRIREGE) OHOWNEZRA L, AFOFIIER N2V E 0 Z8FE L
7 BT, BIGEBREOBRIREZITY Z &,

*International prognostic scoring system ([EBE T HE T AT &)

ik - &

TXRB AL EOHRIZBWT, BF, BAIKIEAR~Y FIFELT1IHI
Bl4mg % 21 HIEEHRE NS Lc%, 7 BREIRES 2, vz 191708
LCHEGEEEVIRT, 28, BEOREBIZEVEERET S,

BRXIEBE O 251 F HEE

TXYRAEY L EOPFRICBWT, @E, RAIIZL Y RIS FELTIHIL
B 25mg % 21 HREHR ARG Lz, 7 HREIRES 2, 2k 134 71
ELTHREE®RY RS, 2B, BEOREBICLVEERET S,

S BY BRI /R A E M D BHER REER

WE . RAICIZLF Y I RELTIBA 1B 10mg 221 BRERREAOEL L
7t T HBHRET S, ZhE 1V A 20 e LTERSEBYIET, k. BE
ORI LY EHIRET 5,

Mk - IR
T O EoEE

—_

. AEEET D AALERIET, TER ARG
FCHERE LI ETITO 2 &,

2. Grade *3 3% 4 OFWEA  (f/ MY XAZaF P ERIAD 2 BR <) NREBLL 72
HAIZIX, Grade 2 LA FICEIE T 5 £ TARIZKRIE L, HEIITKREFfOKS
B0 ImgHET 52 L, RBEEIT. BEORREIOS U CHkr¢5 2 &,
1 mg (2 L7 ICH ORWER BB L 723581013, Ao 52 Fik4
5k,

3. M/ BRIED U EF P ERIBAD S BB L - B80T, TEEZSR LIRS %2 &

Biaz kL,

DEONE, FriZ, ML - ME&z

*CTCAE V 4.0

1. R XATEAME O S FMEEHME CTlX, RA1Z &0 A BBk, TR
FE OHEOWNE., ¥R, Bk HEEZ HocB8Bfif L= ETiTo 2 &,

2. FRROUTERAM:OZ R BEIE CIX, AFIEMBE T oA M & OVt
VIHESE L TR,

3. BREEEEAE T, AROMFREN ERT5Z LnHE I TS
O, BEBEROREGHBORESZBET 2L &b, BEOREL LV HE
IS L, AFFRORBUCHFNEETHZ L,

4. BIEEBERBEOHEGIZE > TAUC B Chp IR TFRRDOHNE Z & D
O, AANTEEABEREIR R TR T2 ENEE LV,

5. Grade3* 3L 4*OEIWEM (/MR SUFLFHERBAD & R <) SFEL L7235
BT, BAFOEREIFILEBET D &, H5OFBIL, BEORREIZ
i U THIMT9 5 2 &,

6. I/ UL R ERIS D 3B L7245 A2, TRESR UKRES 25
[ R

* CTCAE V 3.0
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M - B | MRIBD i BRI B BURF DIRFEE D B %2 I S TEEIAYE O 2 3V BB C o i/ MR D
FTLHEM EOEE TN D ALE F O B O L BRI SE B DR D B 42
(2o%) i/ R HF R ER SR W H % TR T DAL Fe OVFE B R
/SRR 25,000/pL A5 (I8 50,000/uL LA EIZ[RIIE 5 F TAH /A A Bk DD A %
%W%pfﬁ%mW%ﬁmﬁﬁiﬂ /N A 30,000/pL A (I AN RIES D,
O imgET 52 &, Z D% 30,000/ul LL_EIZ[EE L
B L7ZBICHORIALEZSEAD A AH 15mg 2 1 H
@ﬁ%k L Img IZJE L2 IZH O 1 [E# 5 TR,
ﬁ@%#%ﬁb?%éﬁﬁ;ﬁ%m PRSE 2 [\ B DA, % 30,000/ul | AHI 2 RS+ 5,
BHEFIETHZ L, Sl b Z D% 30,000/l A FIZ I L
T ER ek 500/uL AR UTFE | 1,000/ 1 L LA EIZ[EE T2 £ TAKH [ e 1 B A N g T EIE e
BVELT hERIBAE (U ER | ZARZE UL FFBRIIRIERT OO 2 - H 0 SmgE LT H1ET
#2738 1,000/uL KT, 230 | B Img AT 5 Z &, G-CSF &HAl .
Al P 7 N VAT Z e N St
1ETY 383 CAMA L | A LTV ARWG A, A A BRI 1,000/uL. T8 (= A RIS 2.

1R A 2 TR
% 38°CLLLEoREN)

DNTEET L&,

R LIRICHORI LGS D
FEkE U, Img IZJ&E L2 ICH)
BIVER BRI L= A12iE, AAI D
BEERIETHZ L,

1) %D 1,000/uL LA Ei[EE
(EU. EIVERNZAF Bk
Yo LHAEICE, K
F25mg % 1 H 1[5 T
B,

2) Z D% 1,000/uL LL_EIZ[E1E
(L., #FHEREA LIS D
RIEHZ#R® 2) Liché
12k, Al5mgZz 1 B 1[H
PGB,

IRFE 2 [B1H LARE, FHEE 1,000/pL
ESiN 2

AHN 2 RES 5,

Z D% 1,000/ul LA EIZEIE L

7oA I AR & el 5 B
2 SmgiEE LTI H1[ET
B,
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THERELRWZ &, (B, TEEAREANEE. R, ER. L5
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. ARHNORR R A~OURER 2 kET 572D RO IOV T, @ IEERFIE

(BAF. TARFIED) AEDHNTWDHDOT, BIREHE, Ehl, A% O
EEBRE . BESTOFEREDO R COBMRENAFIELETFTLZ &,
([T DESMR]

. ARFIORGRA~DUEGE 28T D720 AFIOFBANZ OV TE, BEIEEHFIE

1.7 [FIFE[RZD G —Fa 3 Page 7
— A4 PR A<U RIFK LU R RAKF
Mk - HEICBE 5 FYL SRR B R KA 1 © B BT AUE BERE T o i/ MY i Hr kD
THMHEH EOFER FEHLUF OIRIEF D B %
(=53%) VAR TR DAL R B
I 4 P ER R DR B %
i/ SRR 25,000/uL A 250 KEN RS D,
WOWTNNDOEEITIE, AHA)
ERERIOHENS 1 HEL
YL - TR,
RIEEAS 50,000/uL BL (2 [A]
BLEE
-7 UL EORINZ & CHRIE
EAS 2 [A] 25,000/uL 225
50,000/uL TH - 7=HA
i ERIED 500/uL ATl (2 JF A KA ZARIES D,
HEAEAS 500/ul LA L IC[E14E L
TeBR AT AH & (R SR
Enb 1 AEL LTS
R TR,
RO H &L ~OL
AEL~r AHIO AL - HE
BA4a & 1 H1E10mg % 21 HFEAR AL L%, 7 BFEIRSE
T5, Tha 1 ¥ A7 0E LTHEREZEYIET,
AEL L1 1 A 1ESmgZ#AKAOEET S,
HAEL~UL2 2 HIZ1[E Smg 2R O&E 555,
AEL~L3 1R 2 [\ 5 mg 2O #5125,
i . ABFNTYY R=A RFERTH D, AFITE MZBWTREAFEEEZET DS |1. KAV Y R~4 FHEEERTH D, RAlIZE MIBWTEGEEEET S

FIREMES B B 728 IR SUTAEIR LTV A TREME D & 5 et Bz i3 L
THRELRWZ &, (B, TEEAREANEE. ., ER. L5
L~DPH ) OIESM]

(AT, TARFIED AEDSLNTWDH DT, BIREE. Ehl, A% O
EEBRE . BESTOFEREDO R COBMRENAFIELETFT LI &,
(M=) DESMR]
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— R R K<Y KI K LU R RKF
i 3. EIRT D ATRENVED & D MR E I 5T 5813, BGBRBANIIEEMRE 3. RS2 R0 H 5 e BE G+ 2 5815, GBS TR A
(m3%) ATV, BEMETHDL 2R LI ECREEZBRIR T &, T2, BE ATV, B THAZ LR LI L TR EMT A L, 2, &S
BRGA T & 4 BRI S 85K T 4 W% £ <, HREHE21T 2 BA1I 3 — b BRGAT & 4 BRI S EEK T 4 BE% <, MREBEITHIHAEIT -
F— L RIS TH BT O E AR (BYEEs Ty R—a%5F F— L HRITRD THE BT O E i AR (BEEsL T ar R—a%5
) S8, BEHEZESFLTWD 2 &2 H0ICERT 5 & & BITEHMICIE ) S8, BEHEZETFLTWD 2 2 H0ICERT 5 & & BITEHRICIE
IR AT D 2 &, e, AAlOER G HFITAERNE DL D561, PRI ZATH 2 &, 7B, AFloE G TIAREN DI A 5E1TIT,
EHIZAKIORG AR IE L, EMSICEET S X ) BEERET L L, EHIZAKORGZ2 R IE L, ERSICHEET S X O BELRET L L,
[[EE e EARNEE ] OESR] [[EE e EANEE ] OESMR]

4, RFNIKGHEP~BATT D Z LD GKT 4 BB E T, MR EIT OB (4. KANTEEH~BITT D200 RERT 4 8RB E T, MSHEZITH8
Erids e TH RBHTEO L A K (BEEE LTy F—a%5M) B3 TH D R BHTIE O L & K (BHERE NS 3y R—2%2EFH)
I, WHTEAETF L TCWAZ R FRICHRET A&, £, ZoHF St BHEEBESF L WD I EE P ICHERT S 2 L, £, oMM
W & ORI TR RN &, W & ORI TR RN &,

5. AFNOFE T, BEAKRKICHORIETE ZERRICBW T, EMAHEME 5. AR OBLIE, BAFHI RIS TE D ERER BT, @ g fE
BEOIRIEIZKR L CH 72l - RBRZFFOERIO b & T, AF O 51 BEOIRIRIZKRT L CH 72 il - RBRZFFOERIO b & T, AFI O 51
IR SNDBEBEORIATI Z &, £z, BRI D, BEXIT IR SN DBEBEORIATI Z &, Tz, BRI D, BE XX
ZDOFEEE\AIEROERYE BIR~DOBRBEOLRMELET) 251 TOFBEFICADEROERYE BRA~OBRBEOLBREEZ &) 2 +01C
AL, CETREEZETCOLESEMBGETLZ L, FAL, CETREEZETOLESEMBGETLZ L,

6. VEERHIRIMAREE K O EREDRBERRE SN TNDHDT, BELE 412 6. EEHARMAREE N OMERIEDRBENRE SN TWDHD T, BELr 451
TTWRNHEEICEET S22, BENRBOONEHEICITELICRE % ITWRNLEREICKET L, RERRODONELEICITELICR S %
kL, #URAEEITHY 2k, [[ERREIWER OHESR] ik L, #UREEITH 2k, [[ERREWER OHEER]

o= 1. R SOTEIRE L CW A ATREM D 3 5 otk (TR, FEMR . IR~ | 1. @R XITER L T D TRetE 0 & 5 otk [Tids, e, RIligE~o
BehH ) OESR] 5] OHESHR]
2. WEEATIEZ BT T W EE 2. EIEEFETIEAESF CE VRS
3. KRBT UBHEUE OBEERE D & % B3 3. ARHFID RS UIBEUE OBEERE O & 2 B
HEOEE |1 HERS RoBFIIERICEREGTH2L) 1. HEHRE ROBZEITERERIHREGTH L)

1) FEEFIRMAREDO Y 27 26T 58F [RANC X VERARKE, BETS |1) BMEREOHL8E [(BEARM bobhssthnd s, (A -
ZERBD,] FRICEET AR EOERE] OESR) o, BHEREEENSELTSZ

2) BRSO H 5B [HEE 25 ERBE & O MR E AR BT 5 2 LD D]

ENDH D, (THEEARLEARNER. TERREWER] OHESHR) ] 2) REREFIRIMARIED U 2 7 /3 5 BE [ARANC X VIERAFHEL, HES 2

3) EnE (&g ~0#E) OESMR] ZENDD,]

4) B RvA RILF Y R RIC k2 EERBBIEOMAREOH 2 8% (3) BREHHOL 2 BFE [EE R BB E L O MR ERFBLT 2 Z

5) BHERERSED B D BE [REMITHST LT, ] LD D, (THEEREARPER. TERREWEH] OHESH)]

6) FFHgREREE D H 5B [ZaMIEMEL L TV, ] 4) EiE (&g ~0&E] OESMR]

5) U K~ Rick D EERBEGEDOBEMLREDH 5 BE
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—RHIAL R AU RIF VU R RKRY)
B EoEE |20 HELRERNER 2. EERAEANEER
(2o%) I)Kﬂit% kwfﬁﬁﬁé%ﬁTéT%@ﬁ%él&#%\ﬁ%?éﬂ1)$ﬁitb CRWTHATEZ AT 2 IR HD 2 Linb | EIRT 2w

2)

3)

RtED & 2 BB AR 2 B 59 254613, AHIE 50 4 B L)
Kﬂ&ﬁ%ﬁ3ﬁmﬁ%&ﬁ%%ﬁmif CHENRIR A 2 5 L. #ER L C
W W L B ERRICER S 2BGT D 2 b, F2. RAIOERFETIL 48
%Ex&wﬁ%f\$§®&5%T@%i$§&5%7ﬁ&@$ﬁ&5%
T 4 BRRBICI R A T 52 &,

AFNBE GBI DG IE 4 HE% E T, B, BT - BRO#RMEE S
Hhpnwz b,

AHN OB G L0 B 2RI BRI E K OV MR E DS FE L5 Z &0
B 570, EMENTMEFOREZIT O & & HITHEIZS U TARBIOHR &,
IRIEEMU LB 2ATH 2 &, £, KFOREGIZHT- > Tk, G-CSF
FloOwEE A LEBET L&, [THE - HEICBEET M EoEE].
MEERE S OES ]

4) SMEEERRBRIZ I T, R, $EEL. Y.
WEINTWDHDOT, KEIFLGHOBEIC iﬁﬁﬁﬁiﬁ

WOBAEZRET 2 X HOEET D L,

5) BB RENFEHT DT

PR

LR B, BRI
% (BUN) SOWHMREMT. IRIE R MR 2 (70,

i LUV ORTR HENR

LG & £E O B

migr v7F=r ifHf
i

DIREEE T 3ICBIERT B &,
3. HHAEH

AFNZEIZ CYPIA2 KT CYP3A4 Ik » THREt s D,

PFAHER UFRICEET S 2 8)

JeHI4 FRASEWR - HiE 51k B - a7

CYPIA2 BERBLEMERZ | A& & CYPIA2 BB | A& CYP1A2 KO

H9 23 ERZAT AR CYP3A4 TR#EN B 72
TNARFYP I~ Ay |CYPIA4EERIAEEMRZ | . AAlE CYPIA2 FHEHA]

feth, v 7a7afty
N S S

CYP3A4 B¢ RBAEIER %
92 Al
rhary—r A r7a
F =TT Aun~vA
U

AT DAL ORI X
0 AF O i A DI HE AN
L7 DWERHDHDT,
OFHRET | R OTRFRSE
~OEEEEBEST L L,
LTI HRE 5
LA, AR OB EE 5
BT 5e bz, BEFEOR
‘gﬁ%‘%@:ﬁ%‘ib HEF

KON CYP3A4 [HLEFH % Of

M UTBEs RO
NHEFESND t%x bh

%,

4)

3.

RtED & 2 BB AR 2 B 59 25613, AHIER 5 4 B L)
Kﬂ&ﬁ%ﬁ3ﬁmﬁ%&5%%ﬁmif CHENRIRA 2 L. #ER L C
WR T L RIS ZBGT D2 &, F2. ARAIOERFETIL 48
%ﬁz&wﬁ%f\$§®&5%T®%i$ﬁ&5%7ﬁ&®$ﬂ&5%
T 4 BRIRBICIRR A 2 T 5 Z &,

AF GG Gk 4 HE% E Tl BRI, BT - BRO#EMEE S
Hhpnwz b,

AFNOFEH-Z X0 BEIE 25 PR E & O/ MRS E SB35 2 &2
BB, EFRICIMEFRIREZIT ) & & HITHEDS U TARFIOHRE,
IRIEEMU R EZATH 2 &, £, KFOEEGIZHT- > Tk, G-CSF
FloO@wE AL EBET L&, [THE - HEICBEET 20 EoEE].
MEER S OES ]

WESMEARRRERIZ W T, BT, O FEWV, IR, FHIHRE SN TNDH DT,
$ﬂ§5$@$% (T A B EOBEIRF IR O O BRIEZ BT 5 X 5
EET DL,
GRS
DEAER (BFRICEET 22 &)
S AR - BT BT - SERIA T
RS ol TAXTOMIEPRE | BT

DN % & DW|E D B
0T, T 25T
HELZ L,

(Vaxs %)
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— R4 R<U RIF LU R Rk
R EoEE 4. BIEH 4. BIEH
(mox) R OLIRM B RNERE 2515 & U EWNE DGR RBR O 2 M ES  [15RBEOH 52T HIEERE 235 L LZEWNE 1 HEEFRRER O 20T

WZBWWT, 36 BilH 32 1) (88.9%) ICRIMEA (BRRMAEERE 2 51e) 258

STz, EARREIVER I i ERIAME 25 11 (69.4%) | i/ MR IRAME 12 411 (33.3%) .
T35 8 5l (22.2%) . BIMERBAME 561 (13.9%). 25 Bl (13.9%). &l 4
Bl (11.1%) . U > 3ERBIE 4 611 (11.1%) . 854 4 61 (11.1%) THo7z, K
FRIHF)

LI U THERTE DL 3B BRI 2 %152 & U 7= Sh E 5 TR G bR 5 BR oD A 5|
BEREOLEMEFHESIZ BT, 300 519 247 1] (82.3%) ([CRIWEM (B
FRATAE B R 2 & Te) D3FR O BTz, e BIVERIL. & ERIBAME 141 61 (47.0%) |
i 74 B (24.7%) . 1/ MEBZE 65 Bl (21.7%) . 357 63 1 (21.0%). A
ERIIE 36 B (12.0%) TH o7z, GKIRHEF)

1) BERZEIEH

(1) VRESEIRMARIE | iZERAE « AP EIRMARSE (1.3%) ™V FRIRIMARAE (0.7%)
D CBIRIERE (03%) TV IRIERAE (1.0%) FV Ak Sbhd T e
bBHOT, BBE AT, BRENRD D BEITIE, #EERIEL,
WY 7R EEITH 2 &

(2) MMFEZE : IUKEZE (0.3%) *V BDHOLLNDZ ENHDHOT, BEE DI
1TV, BEPEDOGNLHEICE, BE5EE2FIEL, BEURAEEITI &,

MEF] (15 F) KOV S FYARERE R % L 5 B SR eI R H & %t
G b LT ENE D AREEER R O 22 & MERHmAER] (11 1) 1BWT, AFt 26 6
26 B (100%) ICEIHWEA (BRARMREERE 2S5 BEO LIz, EREIE
FE, i/ SHGBAME 23 61 (88.5%) . AF T ERIBZME 22 1] (84.6%) . F IR/
JE 21 B (80.8%). U SERIBE 15 1 (57.7 %) . (B 12 5l (46.2 %), 3
% 8 B (30.8%). &I 6l (23.1%). LFEAERIGINSE 6 B (23.1%). % 9 FEIE 6
Bl (23.1%) ThoT-, (ZhREEMATIEE)

T UIHERYE D SR B RIIE RS 2 kh 52 & U 7 6 E 5 TUAR G PR 55k
(MM-009 7B (—EEMBIM 20056 H7HT — &4 v b4 7) RO MM-010
A (CESHREIM20054F8 A3 AT =47y b47) OHFA)] ORFIZRD
T XY A H Y PG O R M REEFNZ F\ T 353 il 323 £11(91.5%)
WCRIER (BERMEMRY 2&T) N b, ERWERIX, Pk
JiE 135 4511 (38.2%) JE 57 92 il (26.1%) AEFL 78 1511 (22.1%) . st 73 441 (20.7%)
RIRSE 63 Bl (17.8%) . I/ IMEJVME 62 51 (17.6%). HEIIEE 61 B (17.3%) .
#iin. 53 41 (15.0%) . T 50 1 (14.2%) . KM= 2 —rm /33 —44 ] (12.5%)
FELL 40 1] (11.3%) | Al 77 40 51 (11.3%) L BR 38 40 51 (11.3%) 5892 40 451 (11.3%) |
KA MEFENE 38 5] (10.8%) . FEIWED F 36 5] (10.2%) THHo7-,

5 BYRERE R Z S B B E R R 2 %P5 & U7 AME S AR R
PR (MDS-004 3Bk (—EE M1 2008 4 6 H 26 AT — X 71 v b A 7))
DL AEMFREFIZ BT, 10 mg B 69 #1766 61 (95.7%) (ZEIWER (&
MAEERE 2 &) NROONT-, 10mg FETOEARBIEMIL, T EkEE
52 1] (75.4%) . I/MRIBIE 33 B (47.8%) . % 9 FERE 18 B (26.1%) ., T4
13 51 (18.8%). fEH 9 B (13.0%). #5761 (10.1%) ThH-o7=,

Bl B E GRS IR R B RIS X 0 B RS S W EIES TR
bz,

1) ER7REIEH

(1) VEEEIRMARAE , AESERRE  TREFHARMARIE (6.6%) V. FiZERRIE (2.4%)
EDRHE SN TN 0OT, BEE TSI, BEHSRD DRIHEIC
FEGEPIEL, HURLEEZITO Z &,

() MiREZE, —BVERMHE MR HEEARET) ™2« REZE, —EPERME e (7S
HHLPOND I ENRHHOT, BRE ATV, REDED bNIZHEIC
3, G EHIET LR SEURAEEZTT O 2 L,
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— A4 FR A<URIF LU K3 FAKF®)

R EOEE | 3) BEEImH - LMEREADE EERE) 2 FPhEREDE (47.0%) #V. & | (3) B8EmE - A ERBAE (44.3%) TV /MRIBAE (22.5%) V. Zifn

(m3%) M (24.7%) =V f/MREAE (21.7%) ED, FEEEAF T ERBE (7.0%) (13.3%) =V SBBMENR G Sbh b Z &N 5 DT, EHMITHEZIT

ED S EENHIN D B D Z EBNHLHDOT, EMIICHREZITI R E,
BE A+ TV, BENEO L NEAITIE, WE, REXIEE % F
1T 27 U EEZITY 2 &,

(4) FRYE : Wige (9.0%) TV BufmgE (3.0%) TV S EERRYIEN D b
NBHZERHDHOT, MRFHIRENOEBBRELITO L, BIEE+50
ATV, BERRO N HEICE, &S5 2T IEL, @ER0LEEZTS 2
&

(5) JEBIRAEIEGRE - S ARBUEREE (HERH) 2 B8hobhd 2 E1ndb
0T, JEBEEOZWEE TIE, M ERERERE &K OBHEiE Mm%
ToE, BEOREEZHSIZEETHZ L, BEBRDLNTHEITIT
EHZEE 2RI L, @URAEZITV, ERAEIET 5 F CREOREE
EHoBET s L,

(6) DRE, REAR - 04 (0.7%) TV, DEME (03%) TV BEiRERE
R (0.3%) Y 4038 5bid ZENbDDT, DERERE (boma—,
DERSE) 217570 E, BEE FHITITV, BRENED SN BAITIE.
B, KRESUTERG 2 T IET 57 CEO e EEIT O 2 L,

(7) BERAL  AMERAE (13%) ") SOBEENHLLNDLIZLRH D
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5T &,
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EbNDZENHDHOT, BBRE ST, BENRD LR BAITIE,
M, RE IR G A2 PIET 57 iU e ALE AT H Z &,

(O)EVEL PRI FB : BV PERTR R (BEETRE) 2 Rb bbb ERH DD
T, BIEZ 2TV, AREN/RD ONEHEEAICE, BEETIEL, @Y
TAVEEITH Z L,

D A B R B
B SUE T O

I 7 EBIEE ATV, BENERD SNEEAITIE. B RSO
HaHIE4 257 E@EE R AE 21T O 2 b, el /MR A E U
MBSO HIICE > TEFl b IE ST 5,

(4) FEYLAE (BEPERBE) ¥ g, MUMES O BEERRYMENH bbb Z &
N B DOT, BEE ATV, BERBO SN HAITTEEEPIEL,
WY 7R LE 21T H 2 &

(5) FeJEkEIEEARIEMERE (Stevens-Johnson JEMERE) . FAFRIER R EEIEIE (Toxic
Epidermal Necrosis: TEN) (BEEERB) 9 ¢ fz REREIARAEMRE, P ath i
BSPENHE SN TNWDH 0T, BEE 22TV, BERED N HE
WZIFEBICES ZHIE L, BWORLELRITY 2 &,

(6) NESEAEUEGERE BHER) 3 A ERRE N RE S TVWHD T,
JESGEDZWEE TIE, IiE PR RN E & OB A 21T O 72
L. BEORREEZHDICBIET L L, BENROONEGAICITEBIC
BehAEZRILE L, BYRAEZITV, ERNEIET 2 F TREOREEZ +54
WCHET 52 L,

(7) RAEMERTZE S - RUVEMERSE (02%) EY Db bbD 2 EnH 5D T,
BEEZ+DIATV, BEPRDONTGEICIHK G2 PIE L, #Y) 7 0uE
EITH T L,
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DEME (2.4%) FV EOTREIRBHE SN TWD DT, BIEE To5IAT
W, BENPROLNTEGAICIEREE P IET 5 SR LEEITO 2
L,

(9) RRWMREEE « KAPE= 2 —m 30— (10.7%) *V, fHilih (9.5%) Y,
R (7.1%) V. REREOE (5.0%) TV SORMMREE SRS STV
DT, BEETDIITV, RENED ONEEEICERE 2T IET 574
Cy il 1T H b,

(10) AR BRBEREIR TUE « FURARBEEEIS TE (0.9%) Y RE S TWVWAE DT,
EMIZREZ1T O 72 EBIZE 2 01T, BERRO LN EAI12IX
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W5,

7. INEEA~DRE
SNBSS D 2 AVEITREST LTV (RS 220N,

8. WH LoEE
Elipallisg
AN VT 7L E LN &,

RN A AT

PTP e D FEANL PTP > — "B ML TIRAIT 2 L 2 &35 2 &, [PTP
U— FORBERIT I Y | BEOSAT AR TEREA~FIA L, FIZEELERI LT
MR LD EERASIHEZ T2 Z &R ME ST\ 5, ]

AR
TN ZWHPNTZY o SUIBTFITIRAT 2 L5 ICBFEEZRE S5 2 &,

HickESoZ L, [MHERS) OHBH]

6. Wit EEM, RHLEE~ORE
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VT OAFRAFERBRCIX, ERPICVTY R REREG I HEYy
DORIBICHFERBO BN, VU K Ridbe b ClEGEEE2ET 5 AR
PER® 5, ]

2) BILPOFEANIITERE LRV ENREE LR, R BE TR T35S
WA EFIESE L 2 b, (RN L THARWN, ]

7. INEE~DOBE
NRZET S D VRN L TRy (BERRER A 20,

8. wEKE

SAENZFRWNT, AHIZ 1 H 225 mg A L 72 EF] TULILERTEDRE R il ZE A2 E 5
WEILIZLE WO WENDH D, WEREG L2l X3, BEL 270, B
DD DTGB IR R 21T 9 Z &,

9. WH EoEE
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SAIRIZIIW S 7L E LN &,

SEFAZ ff e
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— R4 TR U R~ K BTV T
HR5E44 YL Kl 7L 25 VA RelEH 3 mg
B L Rl 72V 50
P L Rl 721 100
e JERA SRR X 4t Yoty 7y —~<iiatt
KFAEH B 2008 4F 10 H 16 A (¥ L K7 & /L 100) 2006 410 A 20 H
HRHEEA A B B
FEEFEAR
HIX 5y I, WFEAEIES I, LA EE
L ERSUT | HEER =
ENEY 0
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FU KA K50 mg GA
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(1) ARANZ X B2 FREUIHEEMEO SR EE BRIV &b 1 DOIERE
HIZRIRIR NN U TTBR R IS I LT B E 28 L L. RAILUSDIRRD
FERAIZOWT HEEICHEF L2 LT, AFOBLEL2BETH 2L,

(2) AT v A FRIERETRIEEN 00T D L9 IRIBIED O VO WEREHI AL
BEZXT L Cix, AFoFEHAOTIMAOERE2BET 5 &,

(3) BZJEIER LIS D & WIS MR BEOSEIR IS KT 59 U R~ A ROAEZMEIC
DOWTITHAMER T BT o AN 5TV,

@) AFNT O WEISHT BHEE TIZ ARV D, bW ERYEIIHT BRI
SERTIRAE TN B g G i b A TN

TERR R AR ) DIEONEZ R L, ARIOA MR O etz +43 I Bifg L7z
BT, EIGEEOBRZITS Z &,

ik - &

1. R XOUTHEEEME D 20 R
WHL. RAZIEZT Y R~ RELT1 A 1[E 100 mg 8t Rt 054
D, 2k, BEOREICEVEEHBT 22, 1 H400mg #2202 &,
2. HUWEREEIPERLBE
BE., AFIZ 1B 1 EEgERNCREOEET 5, BRI, A Y F=
A K& LT50~100mg £ V#5446 L, FERDFEMT 2 F TREIZST
T 9%, 72720, 1 H400mg ZB2 7202 &, JER OSSR
L, L0EWHERHAECERZ2Y fa—1T25,

1. RIGHEDO LR EBENE
fh OPUEMERREA & O HIC W T, @HE, A1 H 1E, ALr7ry
7L LT 13mgm? ((REMmAD % 1. 4. 8, 11, 22, 25, 29, 32 HHIZH
RN G- SOT T HG- L, 10 AREE 33~42 HA) +5, 2D 6%
1A vE L, VA7 NVETEGEERVIRT, STA7LLBRIE, 1 H
LEL 1, 8, 22, 29 H BIZERIRAB G- U TG L, 13 HEMASK (30~
4208H) T5, ZO6EME IV A 7LEL, 9OV A7 NLETHRELKD
WY, AANIHAL 72 B 22 545 2 &,

2. T UIHEERYE O S FMEE R
WE, RAICTALE, ATy 278 LT 13mgm® ((KEmE) %2
[\, 238M (1, 4, 8, 11 HH) #ARNELE XIIE TEE L2, 10 A RBR
3} (12~21 HE) T2, ZO3@EME1VA71LE L, HEEBRYIET,
AANTEAL 72 B ze i TG+ 5 2 &,
8 A 7 NVEBA TR G 258101 B0 AL - AR TR E 2k
T 50, ITMERRIEE LCE 1 EL 48 (1, 8, 15, 22 HE) #ARN
BT TG L=, 13 AMREE (23~35 B A) +5, 20 5%
Iy A 7 e L, BHEEHYIET,

Mk - R R
T LM O

(1) FRHEUTEAR MO 258 B FIE I3 2 AF 05131 A 1[5 100 mg X 9
Bta L. 2R+ 7861203 4 MR T 100 mg 3242 2 &,

(2) FREIUIEHAEO S RMET BT L TAKIZ 16 282 THS L~
BEOFEIE - BRI ONWTOT—ZIFREN TV D, 16 lZEBEZ T
RANDOEE G 2T DAL, BEEMWGET 2L DV R « "R T ¢
v FEEBELT, HEIHETSZ L,

(3) B UIEIGMEDO L HMEF BRI KT 2 AF 0 A & %2 T 2561213,
TRFIRPIIE S R IR R 2 x5 & L ENERRBRCHEHA ST
OWRE - KSR, PIEEEEZEESDLZ &,

—

. KRBT NAERIEL, TRRAGE] OEONFZRmM Lz LT, B
DIRBERAL FIRIEEIS U TRIRZTH 2 L,

. OB EA & 0P T A5 A1, IPRERAIORMSIEEZRAGT 52 &,

3. RIBROZRMEHIEIC T U, AREI M5 COF MK O MR T
LTV,

4. KFNOFEEIZHOWTIL, LTFTORIZHES T, BEWEICHEE, RE IS H

LR ZITH Z &,

[\
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L - HEICRE 1) Grade 3/4*DOEIEH OBE CRIM: = 2 — 1 /8 — TRk E v &
TAHHHEOEE FR<)
(m5%) Grade 3 LI FOIEMIETM: GEMME= o — 1 /83— « SRS =P NR 4 52

<) XiF Grade 4 OIMLiEEIEICE S T 2 RWEM S REH LI GEE, BIET
D FECRIES D, BEEZHHTL2HGIE. AHOREGIC LD HRMEL G
PRIEZEEICHET L7 LT, FTREALL L THESZEET S, AIEN
REHE L7 WA TR 58 (07 mgm®) THERET L5813, A

KOG H 1% ZET 5,
Grade 3/4 OFIWEA CGERME= 2 — o /33— TR E M 2 1 <) 1okt
T2 ED B
K5 PRI - TR FE RIS B O 12 bk Wik B %
100 mg R3E : Grade 2 DIEMIRFEMEE | TREBEFIRINARAE, Grade 4 O ifi 1.3 m/m? 1.0 mg/m?
721X Grade 3 D iR TR | WK FEME F 721X Grade 3 LL 3k 1.0 mg/m? 0.7 mg/m?
b Bh e 0.7 mg/m’ FEGA L
200 mg LA | &« Grade 2 OFE Mk E

L - *NCI-CTCAE v4.0
721% Grade 3 O MG DT v

LN HA. 100 mg BT 5,

W% 1 R R o EE 2) R = 2 —a S — TR R E MR IS O W CARANSRIN T2 &5 %
PRI L DA VRS, & SNDORIENE= 2 — m /Sy —=SUIMREEREVEE R B L 125813, BLT
51 100 mg RS 5, WRTHE - HEZEEO BRI - CEE, KREXIFIET D2 &,
(Grade 1%, AEFGIL@EMAGEHSE v3.0 HAFER JCOG/ISCO MRICHE L, Mk M.
FEMIRFEIEIL, AAE ORREMENEE TE WA EEGERT,) KIEME= =2 — v o — IR BEEMEER I T D HIE- HEE RO B L
NCI-CTCAE Grade* (JE{R) Mk - AREEOR%E

YRR X THERB T 2K & 4072~ Grade 1 (iE | 72 L
R0 5 EEBRE RO OAR T ST AT S
)

VEJE % £ 9 Grade 1 1% Grade 2 (45 | 1.3 mg/m® DA 1.0 mg/m” ~JlE: X1
DIERD D 25 5 F D[E Y LIS B A4S | 1.0 mg/m® D354 0.7 mg/m” I8
TEDHIIR)
YIRS Grade 2 XX Grade 3 (FE D | [BIE T 5 & TRE, JERMAEE LI-5GE
SERNH D ; HOlEY O B EAFEED [ 1%, 0.7 mg/m? ([ZHEE L7z LT 1 E#5

il PR WCAEH
Grade 4 (ZEfn i MOUVEZE§ | &5k
%)

*CI-CTCAE v4.0
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. AANTE MIRBOWTESTREME (U F~A BRI - EEUE, T,
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FREMEN S D720, HESUTHRE L CTW D aREEo & 5 i A3 L T
LW b, (152 KO M, #Ew, BLEE~ofks ) OESHR)

. REIORREA~OBREERET 720, AAOFERIZONTIE, ZEEHFIH
MEDHNTNDDOT, BAREHE, B, EAMSOEREGRE., BE
TOFFEEOETOMBRENARATIEZETT L2 L, (IZ2] OHEEMR)

LIRS D RO B DR AICEE T D BRI, B G BRAGRTICITIRIRE 21T\,
BECTHHZ L E2MRB L) XA CREXBETAZ &, 7o, BEBHT
4 WEHIASRERT 4 BR%E T, EREET OB S—FF—¢
D TH B LBHIEO FE i HE (BiEEL oy F—a%2EH) &
B, BEHEEZBESFLTCWD Z & B OGRS S & & bIEMANICIFIRRE
179 &, (THELREANEE (1)) OHEER)

AR OB HE I RA DN D EEICIE, BEHIES2PiEL, EHhi
HICHET ALY BREERRET AL,

. ARBNTFRFA~BITT A L b, BHEEFICERET LB, &S50
BEGAT 4% E T AR EAT O BEIID TR IR RETE O K
ERUE (BHEESNT oy F—a%2EH) S8, T2 8EFL 0D L%
TR T D Z b, £, Z O PIIER & OB A THhE RN D
L,

. AFNOFEIL, BERICHOXETE D ERix ISRV, o -
R ERFOERO Y & T, AFIOF G350 & pl S5 BEDOLIITH
L. EoL IRIRBIMRICHESE B BE T OFIRE A MK OE R (R
IR~DOWREE DGR ETe) TSP L, XETREAE T LG
ZRRMTHZ L,

L DWERSEIMALBE Tl N IR ORI R ONERICEE 3 5 oy 2 ik A
HITBHEMOS &T, AFEERTDHZ L,

. VRESERIRIMARAE 2 OWZEMIEZ S| S Z T BZNAH LD T, BE 4y
WATWAR R GEEICHR G T2 L, BREPROONZEAICITE BICRE
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J—

. ARBIOFEH I, BEMRIC %R TE D EEMRICBV T, g
IEOTEFRIKE LTy /e dnidk - BBRZ FFOEMO b & T, AFID# 5231
G LMW S DIEBIDIIZATH Z &, T2, REBRIC D, BE T
FOFB AR OERMEE +3c@i L, REESTr LRG58
THZ L,

2. ENIZBT DARBNOMEHRBBR SN TND Z EnD, IREIHII AR
B CEMOEH TICCHMYRMEEZITY Z &,

3. ENOBRREBRIZIE N T, AFlE ORREBEFROEE TS RV IES (ME
PERZ) IC X DT HRRO BN TWND, WA TITENTH D2, ENT
VAR & ORIEEMROEE TE RIS (Mm%, MK, Sk
W BSIEEERE . MK N L 0 msEEEICRAET A REMER D B2 (TEE
Beh . TEEAREARNER], TEXREVER] OESHR), FHCLLFOFHE
WHaEETLZ &,

D) AFNCEDHBBEBBTHICH70, WE X BRd, WE CT a4
FhE L, BEOAEE R Lo BT, BRI O TG 2 I 5
Z &,

2) AFNC L DIREF R OVRER ., FORERAZ R, B9, MRA
B, REEEO B RAERSC, MBS AT A, MRS Co By o f 1
ZEEICBIZRT A Z &, MBS U CEIARMEE AT ECEE CT i
A TUNCERM L, FREEEERT DL L, RANC X DMBEEN DN
LA, F5 T I EOBEE R AEEITH 2 &, [[EEARLARNEER)
DIAZ ]

4. AFIOERICHT= > T, B CESEZAGTDH L,

pEa
il

IR SUTIEIR L WD ATREME D & Dt A (TR, PERR . IRALmE~DIR G
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Q) HIV TG LW B HEE [AFICLY HIV VA VAN 2 L0 H
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2. EEAREARWEE

(1) AANCIIEANE (Y F~oa RRRER - 85 oEZR) 850 T,
HIRT 2 ATREME O & D Im NG5 T B B8E, DR L bR TED 4
HET. 2 BRI L OSBRI RRE 2 S L, RAEBENRETH
DI EWERRRICERE R T D b, Fio, HIRL WD &2 EH
FICTERE T D=1, BER 4 B EZB 220X 0 FRRAE 2 FEii 9 5,

Q) KRN Dz EEPREMEICERT 70, 1 BOKKATT X 12 #5238
RN DETHZ &

(3) AAI GBI HREKT 4 W% E TIE, BT - BIROEME S 720
Z &,

@) ARANOFMAEFAEMERADBUSORE & L ET HAREMER S B Z &b, 4t
B P2 320 L7 A . WY AR oOR S 2452 &,

5) IR, IRZ. TV, IR, ECHERIENEZ 52 ERH DD T, KA
B hGrh o BE I B BB OIERRSAER 2 £ 5 RO BEICEE ST &
INCHEETDHZ &,

(6) AAID &S WHEREEIPERLBE AT 2RI H 7= > TE, ENOTA KT A v
EZRO LIRFEEITO 2 L,

1. EEEE ROBFICITERICELETHZ L)

1) FVEMEMZE . MRRHERE & O Ml S OBHEE DO H 2 B [ G-allcHE M
WERDIEBE CEIH R BHEMEE ORI 2 72 & 208G ST\ d
(M) TEEQREANER] KO TEAABIER] OESH)], 720,
fitiEE O fE R R T I XS TR TRV, iEEOMERED 2V
FIZBWTH, EEARBBEAITIVERD D,

2) WEEOHLBRE [KAIO2 VT I ARETF L, BERANELS HHbh
rEENRH D]

3) EinE [[ElE~0#Y | OEBRE]

2. EEp AR

1) Ak
(1) ENOEHRRBR L OHIREOHRE BT, KA E DR EREROEET

T RVVIFEE (BEMEIRR) X2 EHRRBDOENTEY, Bt L
UM EORBAMEN SV ATREMER S 5, 7B, MiFEO LG L
BOAEREMED 3 % U 2 7 RFAZ DWW TR B TITHEEE STV AR,

(2) AMEHEABEC L, AKF, ¥U ey U EBER O A &Y ¥
7 B v @ 24 KRG (2000 mg/m™/ H) % OFF L 72 HESN O R ERER 1C
BWT, KA E DR BRIRZ & E T 2RV EVEIRIT S B AEGEREC L D IE
TR E SN TND,

2) DREE GLE L, oMEIE, O offE AR E, DEMEYa v Y) ITX D
B, 9 oI LAREOSMERE I E . DERITE ., AEFHRIET
DEEINTNDE 2D, DEEOBECIEROERIE 723 & 554 121,
BEOIRBEBICITHICEET 5 2 &, BR UIHHAYE O 2 3B B & %t
Grb LIEAMEBIRRBRICE N T, AFIEEROT IV A X UHETRE L
TDBEEORBMEEIIZN TN 4% LK R 12% ThoTo, TD 5 HILRE%
(BVERIANE, DA%, 9 oMb AE, DEMY 2 v 7 HKE) 0%
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1 40% T o 7o, FRUIHEEYED SR G BEIE 2 x5 & L 74 E S A
ARER I 1T B G BAART O M/ NRER & i/ SRR E 0O TE E & O BER & DL
ToFRIRT, [[ERLEVER] OESRE]

Confidential and Proprietary

Y= BRAA



A~Y FIF 17 ARG Page 23
— AL R U R~ K BTV T
R EoEE S EZ MARFRER (2 330 2 % 5-B AR AT O i/ Mgk & ifn/ NGB/ E O BAEE &

Be5-BRART O BE 10,000/pL i 10,000~25,000/pL
/D (n=331) 2 DOBEE (%) DOBEE (%)
75,000/l £ E 309 8 (3%) 36 (12%)
50,000/uL LI I
75’000&%% 14 2 (14%) 11 (79%)
10,000/uL B4 I
oo it 7 1 (14%) 5 (71%)

7)

8)

9) RiME CESIMRMEZET) 2&GHEZE CRE S TnhD, KMo
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B (127 161 95.5%] . MR [126 51 94.7% ], &1L [88 1 66.2%], &
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49.6%]1, FEL [52 451 39.1%], KERD [52 6139.1%], K=o —m v
— [5241139.1%], f&7 b U 7 N fiE [51 61 38.3% 1. Al-P #00 [51 41 38.3% 1.,
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HEL (18 15 12%] Th oo, 7ods. K TFHEEIC L 2 RITESEAr e 85
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Hawik LEYZRAE LTS 2 &, AEERRBRICR VT QT MRIEE O
HERDH BN, FEE OBEMEIZOWTIZA L N7 > T ey,

(3) RAGFFIRFEDE « RRYME= 2 — a3 — (19.9%) . ERHOE (18.6%) . KA
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(1.8%) %% £ fFdael®s B R VA NV AOEEEIZEI D b 0%
i) MHLOLNDHIERNHDLOT, BEEL TV, BERRD LA
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16) NEE AR BEGERE (AR B REBEREHN S b D Z LB H DD T,
MG ERERE L OBERERELZITO 0L, BEOREEZ +SICBET
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FHERZALE S BAITIE, MEE O RRREICOWTEET D 2 &,

ALY A MEE B (0.1%) @ PR AV IMIEREMERE CiEAK « Rt

MBS B, ERRREE . AL, REEES) RHobNo DD

DT, W% B EREEERE A DN GG IIE R 52 Ik U, #Y7

RiEZATH T &,

AT M AR NE (BEEERBA) - TSR A ERE (PML) 23
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ERBD . LRI S, HEEREL | MCHC b Ebe, AR
B UL SEREAZ. U L oSER Kb, ALVED
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6. Ilhw, PER, RILWESOESE

(1) {EIE AR L CW A RIBEME D H A la NI G- L2 &, [AAICiT e
MCHEEHFTEME (Y F~A RIREN : 184 omsi) 2RO T
%, ]

Q) BRI ET LT, B aPhIEEEs s, B, B5KT 40
Mg EciELziTs L, (AHFP~OBITRHREZINL TN D, ]

7. IWNRE~OERSE.

RHAGER, FAER, 2. SR IINRITH T 2 ZaMIEREL L TRy
(FEFTREBR S 720\N) o
8. HERG

AFNTIBWTIL, 400 mg/ B 22 5 HE CORBKRFERZ FZi L T 6T,
400 mg/ A 2 #8 2 5 B TOREMIIML STV,

BRSO LR Do 1o, EliE TIE— I AR T LTV 0T, B
DORREABIR LN SERICHERETHZ L,

7o, FHBITO Grade 3 LA EOFHEFEGORBUEE L, FRUIEREDOZ
MR Z R & LA ES AR (039 RER) DOAFIREZ BV TIT 50
LA TR T 64% (27/42 61) . 51~64 7% C 78% (128/165 f5) . 65 1% Lh £ T 75%
(93/124 ) Toh o7, Fiz, SMEF TFERER (024 FER L O 025 3HER) 12H
WTIX 505 LA T T 74% (29/39 f51]) . 51~65 1% T 80% (104/130 51]) . 66 i LA
LT 85% (7487 ) TH o7,

6. fHEE. pEfE. I E~O®RE

D) W SOTER L C W B AIEEMEO & D s AL, JREIE LTHREG LN &,
R O BEICARB G ENTHE, B L < ITREPERAR 5P AR
L7=%aid,. RIRICEEEZRIETEENANHL L2 BFICMLES 2
Lo BER TR, HIRY Y FOIRETHIN AT Y I 7% 0.05 mg/kg
(0.6 mgm®) 5 L2k A, AERERKIECOMINE ZIUlE D 417
e WRE DD 0RO BILZ, S DEFRIRIIAEREEOHD bRL
72

2) MILFOBACEG LAV ENEE LA, RL2E5TRETIHAIC
TR AEPILS®ED T &, [LRMENHHESL L TV, ]

3) RVTREAERS IS B DI NICBWTIIREET 5 L o4giE+ 25 2 &,

7. INRE~DORE.
INRE Tt T AR AMEITHEST LTy (f FRRBR N 220N

8. EmEHS
e, fEdK
HEREFHBO 2 282 BB G L 0 | BEmiRimmz ek o vk oiEf:
Rt K OV MR A E N S ST 5,
WLE -
KA OB G\ BIRFANIFIE LRV, BERENEE AT, B
BONRAZ YA v a@igg L, IE (R, FERImOEREICED)
K ORI Z HEFFT D 72Ic, WU RHRIEERIT ) Z L3Rt SN 5,
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—RHIAL R

YU FvA K
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9. WM EoEE

IRABECIE D 72 VBT TICIRA T2 X O BEERETL 2L, £, 0
ERTAERBNEBS 7 AVRET 2551, ERERBREOBRZEEYiIET 570
WCZEF YRy PN THREEZITH 2 &,

10. ZOMMoOEE

RIGED LM BRI RS 2R L LRI W T, 4 F~A K
EANT 7T U ROT L K=Y UHFHBECHIREE (LY R REOT X4 A
& BERRE) &b U CAar B R A s, B S AE R O R B EI AN
ol L OWMEND D,

9. WA EoEE

1) BeHRK
RN SUIRE Flcois&k 5452 L,

2) PR
AFNOTHR N R ORI S 72> Tk, PREFERT 22 CEEIITH 2 L,
AFN DS B JE SO 7= A I, BEbICamTEEky 2 &,

3) bRy
AFNDSA T OE 1 BFENEIY T 5, AT 8 RLINICHER+ 2 2
Lo AT AFOREFFRRITHEYN LT DL &,

(1) #ARA# S
OIEFIOIRAZRET D7D, AFIEE Db D/L— b & E L TEE
THZ L, MOEANREENTNEL— AN TORG I Thn
Zl, F. BEF -7 M LT, BESECICH REMEA
Wik TT7 I v v I ®mITH 2L,

) HT&E
MRGR LR TSI 2550, EAOKEER, &I BIciE9
570 ER— RS A28 T D 2 &

10. ZOfOEE

D @ (P RS X)) ZRAVWERBRICEWT, AT Y 2 7 R KRR ERER
B CERARHERE RO 2~3 FRAFIRNIE G325 2 LIk 0, Dy
TN CMTIHE 719855 M OMEIMEASFED B AL, FBIZE -7, 2 OLFHIHE 7
P58 K ORI ORBEIZ I T b (GMEE TIMER 2 R T34 H 2 WIT ST
KB 5K 5 SO bz, 4 X ORI\ T, UL & TiE QTe
R O R SR b,

2) BER (v b)) IZBWVT, 020 XT00.15 mgkg (1.20 & T 0.90 mg/m?)
T CAEIL-KE | B2 D 28 M/ 2805 S UM 7> & DR BT (R oD HEL IR 5E 53 38
b,

3) F A =— AL RZ—INHEHMNZ T in vitro YR S RBR T, G
BT I ETH 5 3.125 pg/mL Ll TH R R FHRME S e
RELH) ZmR LTz,

IS0
VERAEH B
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2015 4o A1ERL (55 1 1)

B R EEAE (B EoiEE) omEsR) H KRS i 0 R
AR 3 4 (XS ForRoM RN ERT 5 2 L) 874291
- HiE BB E A

nHEERS KRR beh T 1mg

RI YR beBh FTEIL 2mg
R YR beh T 3mg
R R b FEIL 4mg

Img & 7V 2mg 7V 3mg h 7V 4mg H 7V
ERIES XXXXXXXXXX AXXXXXXXXX KXXXXXXXXXX XXXXXXXXXX

Pomalyst® Capsules IR A LA IR

RIUYFEFHTEL AR LA

SER-EMEONAZILYBERTEIL ERSHEE 2013 4 2 H

{% .lﬂ=l;] W4 R~ Y A NH T 3ng R~ U A NH TV dng
) A=)

L AR ) Rt KBERTH 5, AR MEBO T | | | (et | #) 13 Famg Hv U IS K dng G
AT D ATHENEAS B B 72 IR SUTHIEIR L Q) 5 ATEEMED B 5 —— oo oo oo
BRI LT L2 &, [ ), [EEA AR LT 727 7 MgA 7T Y
B M, PRk, RIEE~o®&E ] OESR] ‘

2. AFIONRIR~OVEE 58T 5 7=, AR OISV, #IE TR (ITEAKEK) EFFv, | DT EAKE) €FF,
BEFNED (BT, TRFIE) RED LR THSOT, BIRME, (LT 5> FE 25, WA |\ BETS >, a2, B
EERf, SEANAGSE O ERBIRE | BHET OFIEEDO AT OGRS = TEREEk 15
DARFIEZ BT 52 &, [ OERR] RF 4 ks (REW) R 4 FHa (REW)

3. HEIRT D FRENED B D L MEE IR G-I D503, G- BAGETC & X7 EG (REH) | $vo 7 BEE (REH)
SRR 21T\ BV CTh B = & 2R L= L TR 52 JithT % H e
Tk, FTo. BEBMGTE 4 BRI O REMHT 4 BEEE T, BTN 2 HTCN I 2
MR W EIT O AL/ — b — L TR D TH B Zebl ik D % " 2 @ 2 [ o
A (YRS T 3y R A& i) S, B4 85 LT e 2 g
WD Z LB HERT D & & BICEMMICIIRRE 1T = R 0 18.0mm A% : 6.35mm | A% ¢ 18.0mm  JHA% : 6. 35mm

&

S SNV NCUIRES 2= I BRI SR RS/ = oY g R” A= tell = S =R =Y
AFIOB G AL L, EREICHEET 5 X 5 B 2T (3 ge-21 R]
Lo [TEEREANER] OHEBH] I ST EEIATE D SRR
4. RANIRERT ~BITT D 2 L D DIREHET A BRI E TUVERZHE | | 1mmmmmmm e s s s e
BAT 5 A A T A 2D 2 REAT IR O FEHE % RIS (BB 13 (Ghie-SRICEET BERLEDTE)
A R AEA) SELRILEET L TN D 2 & ATk AFNC X BWEE, L) R RROEAT Y I 7 OBEERH
52 &, iz, 2 OHIMHITAER & DM TR RN T &, BEEMGE L, REFNLSOIEH DO TR OV T HIEICHG L7z
5. AFIOFEGIT, BAREC %S T & D EFRMR IV T, i ET ARlOBGEBRGTH L,

o g

[

S IES ORI LT3 2 B0k + SR A OIERTO b & | | oo
T, AN OIS D BEORITITD DL, £
TERPRAGIC AL 6 | B UL OFIRFICA IR Ofabtt (s (A &%-B &)
SRR DBIRILE T £ HERI L CECREERT | sy 2 570 L o MIcHOT, il RACEHTY K ke

) @;5%;ﬁ§;§%§kEW%MWWWkﬂT“7m(ﬁw_ UCLA 1EMng %21 A M3 A RSO S Li= 6, THIIRIES 5. =i

- URECEFNRILESIE SRR COSEIL AT = SRR BIPA 7N LTRGEZRVIRT, 728, BFHORIEIC XV HE T
ATV R DTS 5 2 b REDABO LRSS | | gyp HaEROE " i
ICRE BB G EPIE L, EOARREETH 2k, [[EAARE ’

- o
[N e (% FEICEET SHA L OEE)
L. AREZELNACEEEL, THRREE] OBEoNEE, Frlo, i
[(BERoBEERSLEND] - RSB LT O 2 b,
L @ SUTAR L W5 rTREME O & 2 etk B3 [ Thhe, pels, ## 9. Grade® 3 X% 4 OFWE (/MR XILAF P ERBD 25 <) 28
IR ~OR | DB R LB, Grade 2 BIFICENEY 5 £ TAAIZKEL .
2. M IEEFRFIRA TS R R B ERTO B G- R O Img WET 5 2 &, ZeiomBIL, B
3. AFNDHSICk UBIHIE OREEIED i 5 % DRI U TR 5 = &,
[#8 RE-1& K] Img (R U724 S R OEIE I S 3 L7 A IE . A
R4 A~ U A NI 7N Ing R~ U A N7 2mg EHIETHZ L,
YIS N R 78 g A - : %
(152;;5@ Fe ) RS Ing B4 Ree ) KX ng &7 3. ;ﬂ;;gggigﬁfﬂw@wﬁ BB LUIHAITIE, FREZR UK
D-~vr= k=, TLT LT T TYNVBEATT UV
FhrIva * CTCAE V 4.0
wn BTEAKIE) B5Fo, | (BFEAKE) BS5Fo,
LT % >, a2 5, e | BbF 2, F62 5, Wi
= bk =Rk, RE3E
@ AT 4 i (REH) AT 4 K (REH)
Xy 7 WA (RiE) Xy o7 A (CRiEH)
HIE i 7 VH
T TR 4 BT 2
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1. EERS(ROBEICIIEEICRETEIL)

1) BEEEAIRMASIED U 27 2/ 5 B#E [AANC X0 ERA%
B, WESL L0855, ]

2) EBEINEO B B B [ 722 4 BRI E & OV MRS iE
DEBEST D EnD 5, (THEEREANER), TEA2EIME
1 OHEEMR)]

3) minE [[ElE~okh) OEBHR]

4) YU KR~vA FXFLFY R RIC X 2 EEARBEBUEOBERE
B 5 EBHE

5) BHSHEREOH D RE [

6) NFHREREEDOH DR [

2. EERERKER

D AAlTE MCBW TR EZ AT ARERH 5 2 Lk,

IS 5 WTRENE D B 2 Lol BB I A K & 2 53 56 1% AH

e 5.5 4 MR R OF A 5B 3 BRlA o1 5B ER =

CIERBREEEMB L. (TEL TR\ D & 2R %IcH 5%

BT 5 2 &, Fo  RBIOIRFEPIT 4 B 28X 72 R T,

AANDBEGHT OBFIIARFNE G5 TRER OARFIB G4 T 4 8

M IR R A 2 £ 5 2 &,

AFNP GBI DR G 4 WIS E CIX. B, K - K

WORME SERNT &,

ARFNOEET X0 EE 2240 P ERIE B OV NS I 23 %

B2 8N 50 EHMICIERRELZITY & &b

BTG U CARBIOM R RS MY R LB 4175 2 Lo F 7o,

KN O 5B T- - Tld. 6G-CSF WK DY) 2268 A & ZE+ 5

&, [THE - ARICEET 288 LoriE), EREES o

]

4) SMEERRRBRIC VLT, IR, 5L, Y. B LS oK
T, OEVREEINTWDDOT, KRG FOBFITITAD)
HOTEEREERZ 1D BB OBEZRET 2 L OBET D 2 &,

5) BMEBAENKITL LN A0, EHMICmMIES VT
F=r, MARFEEH BUN) LEOBHERE, REEKOM
AR EZITV, BEOREEZ +SITBETHZ L,

LEEVEITHEST L TR, ]
ey

SPEITHESE L TR, ]

2

=

3

Nl

3. tHE{EH
AFNTEIZ CYPIA2 KON CYP3A4 (2 L » TRt & D,
BEREE (BRISERTHCL)
LS EEERAER - EA & #BEF-EBREF

CYPIA2 BEEIHEME | AHI & CYPIA2 BEZEFHE | AHII1Z CYP1A2 &
M%7 2 3-Al YERZAT DAL | ONCYP3A4 T
TNRFY I v | CYP3M BERAEENZ | SND7od AH|
VAV 7 e | 53R E ofF I | & CYPLA2 FLEA
gax$r )/ | LYARFIOMPEEN | KO CYP3A %
Xk WL OWERDH | FEHER LS
CYP3A4 BEZIHENE | A DT, DFRITRET, AT ARFN DR
A3 2 3-Al REDOIBRE~OEE | NHEFESHD &
Fhary—n A | #ZEETLIE, R | BExbnd,
FoaFy— s | EETORREGT S
Ty R ATy | AIE, RFIORE
% EETHLELbLIC, B
B OB EEICHE

XREE EREREK -mEAE HF -EREF
L. BEFLORIUC
THRETSI L,
4. BHER

R OZRHENMEG REIEEE 2 515 & U EWNE DARERRBROZ
AMERESNC I\ T, 36 B9 32 6 (88.9%) (CEIER (BEE
AR 2&Te) 2R bz, EREWEMIL, & ek IE
25 Bl (69. 4%) . I/ MEIEEE 12 51 (33.3%) , %835 8 il (22.2%) .
A i ERISEE 5 51 (13. 9%) L F&EA 5 51 (13. 9%) & 4 1 (11. 1%) .
U U SERIRAE 4 B (11, 1%) . RS 4 B (11.1%) Th o7, (K
FRIRE)

I UTEAYE O 23 A B R & )l 5 & U 72 44 [E 25 AR B
IRFRER O A 5B D2 VWA FNZ 351 T, 300 il 247 4l
(82.3%) IZEIER (FRARMAME R 2 5T) ARz, T
BWERIE, GFhERevE 141 B (47.0%) . &l 74 1 (24. 7%) .
ML/ NRISAE 65 B (21.7%) . 9% 57 63 il (21. 0%) . FHLERIRAE
36 B (12.0%) Tdholz, (KFRKF)

1) EXGEMEA

(1) FEPESARMASIE . FEEARIE VRS FRIRIMARIE (1.3%) ™V | #
DRiARIE (0. 7%) %V | HURFERRLE (0.3%) BV | JHiZEARIE

(1.0%) #0 NdbbhdZ eEndbbHDT, BEE2 1451247
W, BEPRD NG AIE, #E5E IR L, Y E
ITH 2 &,

(2) BNAEZEIMFEIE (0.3%) *V BNHOLDLNDHZ EBHDHDOT, Bl

BE 5TV, BESRO ORESACE &S5 EF IR L,

WYRLEEITD Z L,

BREIME L BRI E (SRS RI) B2 4 BRIV E (47, 0%)

ED g (24.7%) FY | M/NRIBE (21, 7%) ED | REEL

PEAFHERIBE (7. 0%) ® 0 SO EHMHAD bbhb Z &

NdDT, EFHIRELITO 2L, B2 +2124TV,

BRSO S GAITE, B, REX IR 2T IET S

7R OB T L,

(4) BEERE : i (9.0%) ™V | BUlE (3.0%) U O EE R
YUENH BN D Z L0 DD T, MEFHIRA M OVE4
EEITH Y, BEE ATV, BEIRO LRGEIC
i, BhHAETIEL, HMURLEEITY Z L,

(5) IEMEIRAEIRE T REEGRE EEAY) T2 3h5b
NDZENHAHDT, EEOLVEL TIE, MIEHEMRE
PEVERE L OBERERE 21T 9 72 &, BEDIREE 02
BYLHZ L, RENBEOONZHAICITEBICEEEZFIEL,
TR AE 24TV SRR EE T 2 & THREOWREL 012
BT nz b,

6) DAL, RERR:.LAS (0.7%) FV | LFEHIE) (0.3%) FD |
BARVEARZEAR (0.3%) =V SEnbHLbRDZ ERHDDT,
DFgERE (bma—, LDER%) 217HhE, BlEE+5
1TV, B8 SN AT, R, KU 5%
FIET 572 EU R AE AT 2k,

(7) BHEBRL  AMEERE (1.3%) 0 ZoBEERS S bR
HZENHDHOT, EHCHREZIT) 8L, BlEs+HIC
1TV, BE RO SN BAITIE, B, KT E T
kT 57 IR AEEITH Z &,

(8) SBBYEE : M 7FIE BEEERB) 2 | 55 (5.3%) D | =Kk
5 (BEFEARIR) T2 S0 BUENR D S bND Z EBHDHDT,
B TITITV, BN S NEAITIE, B, KK
NI AR IET B e U E AT 2 L,

(9) RIEMBREE: KM= 2 — o F— (7.3%) %D ZDRKY
MREEND LN D I ENRHDLDOT, BIEEHDITITV,
BRSO L ATGAITIE, W, REIER G E IS5
7p EMOI R E AT 2k

(10) RIEMERER  FEMEEE BERR) =2 nbobhbd
ZENBHDHOT, BEETDIATV, BENED LN
Wik, B ERIE L, MERAEEITO Z &,

@3

el

H1) SHE R
*2) SAETO®RE

) EXGEIEA (BER) (BEAH)
B ORI BE SN T2 O T, R SUTEREL TV S
AHEMED B B AT G Lisn 2 X,

3) T DOEIEA
ARFN O EIZ LV RO K 5 IR TR 0N B & bivic e
12, B AR RIS 27 SEYeAEEITO Z L,
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ke fh, T O, MR, DR, ErE,
FEHI

PEER 2 (i

R 25 e PR K, FEFEREE, i, o
NHEER

WIR R B

JiF JIFHERERR A S5 (AST (GOT) |
ALT (GPT) . v -GTP E5) | &
B YL

A% A PG, DR

R BAGEGR, K7 U 7 AfE, K
TNT I UMAE KT Y A
e, @AV v AiE

bt - FEED EVY | IRER, SRS RSO,

el T KA SEELIRRE, [l F vy,
Bl VO, IR

Fe W% T OFEE, BSE, LB, AR
Hi i

o | 5y I, MESNE | RAYMEERE, BT, FEFE. CRP
LS ZITE, BREL B
D eyl

E3) SMECO®E GEARE)

5 BiRE~DERE
—I E A CIREEEEEME T LTV 5 0T, A ORREE B
BLANbHEEICKRE TSI L, [MEERE] OEHSH]

6. IR, EiR. BIBE~DEE

1) WG IIEIR L CW A ATREME D B A lIs NI G- L2 &y
[T FROT v b COERRAEFIERBR T, HRICR~
U R RERGSN=RBEORIRICEFRIESRED S 2,
KU R RIZE b ORI A 2 TREMES & 5, ]

2) BAFORAITEE LAV ENZEE LR, b2
BHTARAIEAE RIS L, [Ty FTAHPIC
BATT L2 ERWESA TS, V]

7. NEE~ADES
SNSRI R B S AR HESE LTV R (S RERAS AN

8. BALDIE
HRFIE
TRFNEE I T E LT &y,

EERIZZ B

PTP @D IRAN T PTP v — b 3B B0 L CIRAT 2 L 25845
Z &, [PTP — b ORERKIZ X 0 | B SR AS B kG~ L,
FIEFRALER S L CHERARZEOEE RS INEZ T 2 &
NEEENTVD, ]

FRAAEF
ATV EMWHNTZ Y SUIBT FITRAT 2 & 0 IiE 2458
T5HZ &,

9. ZDHDIEE
HSMERRIZ B\ T AR DB E-%2 32T 1 2R MR 835 T,
SLESteE . LRSS, R LB, B BEME P OB
I REHL D LTz,

(EMERE]
1. BRAR - MR PR

1) EhBED#RS ¥

< ZRMEHMEEE BRSO ERS >
B UTHEEATED A AR NS 5 MEE BEIEEE (CARHA] 0. 5mg (n=6)
2mg (n=6). 4mg (n=6) % HAMEIHE M1 # 5 K OIERE O el L7
D, AFNTODT RO HE T HECITRI S 4u, AR ZE
(AR B 15 5K 2~4 R R S Foe iU 32 L L Y 208 (¢ )
13K 6~7 K Th o7, HEIROREEGRED AUC KT Cy,y
WL ARSI Lz, &2 V77 A (CL/F)
OB OGHER (Vz/F) X, BEGEIZ»0b LT RET
botz, Filo, KEHGIC L 2EREITRD e o7,

A& (mg) 0. 5mg 2mg 4mg
HIE R 1AHA 1HH 10AA[" 1AHA 10AA["
BE 6 6 6 6 6
[ 9.1 35.6 37.6 70. 2 71.2
(ng/mL) [18.8] [15.9] [20.9] [49.7] [40. 6]
AUC,, 84.9 364. 4 411.5 685. 7 713.8
(ng-hr/mL) [14.9] [20. 3] [17.7] [43.1] [40. 1]
AUC.. 92.6 411.0 463. 6 750. 1 764. 3
(ng-hr/mL) [14.6] [26. 4] [19. 4] [44. 8] [40. 8]
L 2.0 3.0 3.0 3.0 4.0
) (0.9, 2.0, 1.0 1.o, 2.0
4.0) 6.0) 4.0) 5. 8) 4.0)
) 6.4 6.9 7.3 6.0 5.5
(hr) [12.4] [20.7] [8.8] [21.1] [24. 4]
CL/F 5.4 4.9 4.9 5.3 5.6
(L/hr) [14.6] [26. 4] [17.7] [44.8] [40.1]
Vz/F 50 48.2 45.6 46 41.6
(L) [18.5] [15.9] [15. 4] [37.4] [42.0]
SEAME ST

SRR (t,) (ZPRE Givh, wR) & LORLI,
*10 A H &1 1 HEICHEB 6, 2 0 RICHIEL, 3~10 B HIC 8 BRHHRY
L4

0.5mg
4 mg

100
I
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L

2.l
S / S
o
1ML D
& 1IN
g 54 |/ N \
| J“/’+.Q~—-———ow.>§%§.
0 10 2 % o
# 5% (FefE)
ERXFHAEOARAS AL EHESE AL LERORSLHOLR
PRED DS (FHELSD)

2) BEIZLIEEY
FERERR A (n=27) \ZARH dng Z @G - M v ) —B ORI
A G U72RED Cpy 13 27K T L, AUC 13 8RN L7z (AhE
AN Y,

2. o
1) MFEAKESER"
AR~Y R REIT7®IKTH D, InvitroTHR~Y KI Rk
b SR RS A SRR IS BR 7 < SR v T oA~ —42. 2%,
RIETF o F 4 ~—15. 8% o7= (FHEADME) .

2) wEBTY
BEHERCA (n=8) IZAH 2mg % 4 FRISCHEIR OB LIge s 4
MR ORI O R~ ) N3 REER. 255 B HoREZT
DI E DK 675 Clo > 72 GHEADHED 0,

3. B, Bt ¥

[MC]-R~VU RI K (2mg) ZREFRNICHEREALKL L& X
MBI E & U TREIEDSTEE L (IR E 05
70%) . 10%% #8 2 D REWIT 2o 72,

5% 8 B H % TITRTITITR G EOK 73%035, FEE I ITH 15%
WS, E72, W% 3B EECORD RO L% 4 B H
FTOHEMRITIBNT, CYPIRFEORE L, Pl S 7k
FHEMEDK) 43%Td 0 CYP FERAFME DMK A 23K 25%.
RIMIEAKI 10%CTdh o 7= GREAORRE) =Y,

4. EWMHEER

AH| dmg 2T XY A Z Y2 (20~40mg) & OO THIE T E
HLE &, AH| dmg HA A X3 E F 50 & X TARAID AUC
J2 TR Cp \CBIIERD IR 72 GHEADEGE) 9,

s bad /= (200mg 1A 208) SAEBG-HICAHA Ang % HIEI B
U7z & & OAKID AUC B TR C, 13 AH dmg B BRI .05 & o= C
ZIEK 19RO TR LTe GHEA DA *7, £/, 7 b=
F = (200mg 1 B 2[E]) KOTARFY I~ LA UERE (50mg




1 H 2 [8]) fF &S %ICARA] Ang & BEHE G LTz & & OARF O AUC K&
O Cp VL ASH Amg BB R H-1F & L _CTEREIE 143% % O8 21%
L7z OMEA DR Y, hA<EEr (100~200mg 1 H 1
~2 [a]) A5 ACAA] Ang & BRI G- L7z & & OA&HFO AUC KT
Cox 1y ASH dmg HPREA[E] B H-RF & Lb_CTENZIH 20% % OF 25% 8
DUtz GHEAORER) Y,

T 4) ARANOAGRMYE - AT, [A~) KIFELTLH LA 4ng % 21 H#
WHRAEG Ltk 7T BERSET 5, 2hx 1Ao7 0 e L TG 20K
T.1 Tho,

[ E& PR R AE]
< ENERKFEBRAR >
RNVT YV ITRORLFY R RIZEDERERNPRE T, MhOEED
TBIE T SULTBIRAE T 1% 60 B LA ST L7 R O S J B B
JEBE A3 e LI-ENE THRER M-011 35k) ZEmL, &
FED J MR T 4 A &V 0 ([ 5-DA 9hE M Oz ek
ZEME L7c, ZoOfER, FEFMEHEE ORI, 25. 0% [95%(F
HEXH ¢ 10.9~39. 1%] (GERZEH L, R 8 ) ThoT,

<SEESERSERAE >

RALTFYITROLFY FI RICEBBBENARR T, HhoOmEED
TRFE R SUTIEHERE T 12 60 F LAPICHEEAEST U 72 8 UL BEIa o
LM BEIE R 2 5t 5 & U7 E S IR (MM-003 7iER) %
FEfE L, AFIED ROMEAET YA 2V T GEHgE L
7% A 2 VRS D DA R O & 3T LT,
FORER, AR O ET 4 2 2 VO SR CIE, 5
AR B o WAL (PFS) K ORIVREEMIE H o> 4244741
(08) X, BRBETFI A4 U EMBE G L LR CHEICIER
L7z,

4B 55 MARRRER A ER (MM-003 BB DA RROEH
(20125 9 A 7 BF—4%hvb47)

FERCEARTHY | BARTF YAV
A2 SRR S BHmgE#
(n=302) (n=153)
$EMES FHIR (PFS)
A REAEEE %) 164 (54.3) 103 (67.3)
e () 15.7 8.0
[95%E X ] © [13.0, 20.1] [7.0, 9.0]
W= R 0.45
EEEL SR [0.35, 0.59]
p i (Log—rank HiE) < 0.001
= 2] [(o1)
FEUBER %) 76 (25.2) 58 (37.9)
i () NE 34.0
[o5%E X ] © [48.1, NE] [23.4, 39.9]
N— R 0.53
[o95%E X ] © [0.37, 0.74]
p filfi (Log-rank &) < 0.001

FEBEHIE Y —% 2 7 70— (IWG) JEAEICIES S M E RS

(IRAC) 2 & ZHIE

a : TYfillE Kaplan-Meier {12 K A HEEH

b @ i oD 95%(E M X [

c: Cox BN — REFMZES S @MET ¥4 2 & Y HME G
AR B MEHET X9 2 &2 Y PRG0N F— ROt

NE : Not Estimable (HEEAT)

WEREDEE
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Number of subjects at risk

HEREDEE

Numl

1% 6)

ET)

WA THERENTZT I ALYV dng BEO L < &L, T@H ., A

1 153 2 3 2 o

20 s 109 44 1s 2 a

MM-003 RER COEMELEF YD Kaplan-Meier B4R
(2012 £ 9 A 7 BF—48hvb12)

Moo e, RAHERE T A RSB

0 B 2 3 52 P
SEFHRGE)

ber of subjects at risk-

1 153 % 35 2 3 0

20 s, 181 9 s 16

MM-003 SRERTO L LEHFHM D Kaplan-Meier Hi#R
(2012 &£ 9 A 7 BT—%hvb47)

LEl, 1~21 A BICR OG5, 7. ERNLKOSMEBRKRRBECIE, |
AFN 5 SN D 4O BFTK LT AR OB GBI S Ui gE:
ATHUBEE S A B 59 D HE ThH - 72, :
TXYPALY O HREIZ28 A& 19 A 70 L L, 40mg (75 5 %)
A HHAITIE 20mg) & 1 H 1EL 1, 8, 15, 22 HHICRARST 5, |
TXYPALY O HRIE28 A& 19 A 7L L, 40mg (75 5%

RNELT 5,

FTFRY ALY L L T40mg 2 1 A 1A, 4 HRRAOKET 5, 7286,
B RO A0, & ORE L OB 2 th o FUBE A L
HERT 2,] THD,

1.

[FExhFEE]

iﬂﬂiﬁﬁ 11, 12, 13, 14)

In vitro FRE&

1 A=Y RI FiEe bZ3MEHE Ok H929, RPMI-8226, OPM-2
KOV LP-1 MKk, WO L F U R S OR o M0 R
(H929-1051, H929-1052, H929-1053 JTX H929-1054) il
HEFH A L7z,

2) A=V FI FiZbe MRS L, YRR > BT A
K (LPS) A X 2 RIEMESA R A v (INF-w, IL-18,
TL-6, 1L-12 %) EEAE Z PR U JriIErEY 1 A > (IL-10)
DOFEAEZEME L, £72, A<V F2I Fide PRIECEIT S
Thl YA b I A > (IL-2, IFN-vy %5) PEAZ R L7z,

3) A~V FI N MEEEFIRN AL (HUVEC) % Hlv 7= it
IR0 I N B IR O ST EE O TR & B L 7=,

In vivo BB 19
AR~V FI Ride SERMEERiEH S H929 K O H929-1051 Hifia
BRZ B Lo~ w7 AR C, JEEEEBIHIE A &2 78 Uiz,



2. (EFAF
R~V K RiEY A MhA U PEAEREER, EimasEEmiaic st
FTHEGHMGIEN .. MEFAEEEHEZE T2 B2 6T
D0, BRI E RS S TRy,

[(F31RE 5 <BEd 5L FEHMER]
—%4 : R< VU F I K Pomalidomide (JAN)
L2244 4-Amino—2-[ (3RS) -2, 6-dioxopiperidin-3-y1]-
2/Hisoindole—1, 3—dione
273 1 CuH, N0,
SyTE 273,24

Lttt
o 0
I/ “
N-- NH
PR
NH, T OB BAE

MR EHAOHMRTHD, 1—AFL—2—E Y RATETRT
<L 7TER=RMIMZEFIZKL, =& 7 —b (99.5) ITHR® TH
FIiz< <, KITIFEAERIT I,

Rl : 49 319°C

NEARER P =3.79 (1—F 2 % J—)v//K)

(B EDFEE]
L A HE EERTFIE D 2R L, BUEdT52 s,
2. BAEE. B AEEOEIE - miREsET CTRETH 2

[ﬂ %]
R~V AN TEL Ing THh TR (T HFEALXD)
AU ANDTENL 20g THhHTvNL (THTRLXI)
RN<UAXARNHTENL 3ng THhTReN (T TELX])
RV A NHTEN dng Th7RN (THTRILX]D)

(EEXBRUCERER K]

<ETEXH>
1) B — kUS4  RevMate® (L7 73 R - R~ U R M@ ER
PRFNE)

2) FENERL : R~V I ROATER AR

3) fENEEL . A< VU FI FoEYBEOME (FLHBITH)

4) San Miguel JF. et al. : The Lancet Oncology, 14:1055-66, 2013

5) &R K<V }\ I FOERYBIREOKRET (BF)

6) HENERL : A~ U FI FOEBMBREDORKTT (RFORE)

) AENEE A<V I\ I FoFyERERORE (IEE AR S ER)

8) tNERl : A~V NI ROEMBREDOHT RRBATM)

9) Hoffmann M. et al. : Cancer Chemotherapy and Pharmacology,
71:489-501, 2013

10) #ENERL - A=V K3 I\O)%Isﬁlﬂﬂ]ﬂ%’ B (B BE)

11) #ENERL: R~ U K I ROKFELRMEE BRIt 2 5
WER (in vitro)

12) Lopez—Girona A. et al. : Leukemia, 26:2326-35, 2012

13) Corral LG. et al. : Journal of Immunology, 163:380-6, 1999

14) #ENEEL : A=V R FomEFRAEMEER (in vitro)

15) #ENEEL : R~V R I ROFUEBER (w7 R)

< XERFER G- HAEBREBLEHE X >
FERICTEHOHNERHZ & E L TH TRl Tk <72 &0,

wO—A & BTYREBE
T100-7010 HEHTHRHRION_THTH2 5
TELE®  0120-786702
FAXEE  0120-786703
ZAHRERT 9:00~18:00 (- H - HLH - BAAR A 2 BR<)

T — R E AR — A _— http://www. celgene. co. jp

(@elgene
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K< FI R 1.8 IS CE (R) Page |

1.8.2 et - B R UVAE - BEDERTEIEM
1.8.2.1 %WEE - SHE DB TEIRH

[%hie - 2R
FE TR O Z IV B

A=Y FIROREE - hRIE, VU RI REOARAT Y 7 25T EORRIZHEAME X
FREHEMED MM B A2 xt5 & L CHgh CoEi L7228 T FHEBR [CC-4047-MM-003 5Bk (LLF,
MM-003 3&5R) ] KOS VI FEEABR [CC-4047-MM-002 3862 (LAF, MM-002 :&BR) ], W ONCEN
CTHHE U725 1TAHRER [CC-4047-MM-004 55% (LI, MM-004 55%) ] M OVES 11 #HERBR
[CC-4047-MM-011 3R (LLT, MM-01135%) ] DFf 4 B O plfE 2 HO0ICERE LT,

AR

WAL T AH MM-003 sRBROFE R, A SUI AR EEMED MM BF IR~ U FI R2 =
TXY AL LOFES (PomtLD-dex #f) L7z & &, X CHLIEHET VAL Y UH
M5 (HD-dex HMEE) L7z & & LT, WEEAGFYM (PFS) NAEICIEER L,

F 72, MM-003 iRBR T PFS (Zx13 2 7 7L — TRt OFE R, MR (B &), F#E (65
AT 65 i, 75 LA T 75 i), mEOHUEHEIEE L A U QLULT 38 E), @k
OISR (AN, FREIRNE REARME), N—RAT7A VD B-I 7 nrnT ) U RE
(3.5 mg/L Aiiii /3.5 mg/L LA 12732 5.5 mg/L Aiii, 5.5 mg/L LA E), T/7 I A (3.5 g/dL R
liti /3.5 g/dL LL F), ECOGPS (01 VA1), M@= FHRTE (mY 27 IEm) A7 /2
UR7), BHEE (7 L7 F =027 U T T AN 45 mL/min A /45 mL/min PL_E7> 60 mL/min
A, 60 mL/min LA E) IZ3020 5T, WY 7 7 Lv—7"T, IR TORRE L FEIC
Pom+LD-dex JFED RAF 2 A MED R ST,

FAEIZ, Pom-LD-dex B Cld, HD-dex BAJMEE & Lb_T, 24FHIE (0S) BNEREICEERE LT,

X 512, Pom-LD-dex At T/ BRI EDZEsh 2 ik LT-#kBRE OFIG (FE2h3%) 1L, HD-dex H
MEE & R TR T,

72, EWNE 1TH MM-004 5582 &L O 1T MM-011 BT, R~ U R FBMEHET VA
2 v EOPFHTTHRE S MM B THIAZZRIU OB b TR Y, MEFME R &
[FERIZ HAN MM BBFIZS RAFRARMEN IR TE 5 Z LavRani,

PlED X 51z, VU R REBHRLT Y 7 25 TmEORFICEEE IR R Ch
STIRFRPIEDOREIZE 5T, BN ZDT, R~V K RBREHTHD LB BN,

et

MM-003 3B CiE, B IR EEYE MM 23 300 412 Pom-LD-dex ffH#5- Lz & &
LM% HD-dex HUMEL - (150 44) L7z & & & Hig U7z, iR FRFELR OFBLEIS 1, Pom-LD-dex
BECEDST20, T D OFMEIARECREIC LV EHRAETH -, £/, RBREPHICE-S
TEAEER DRI &5, Pom-LD-dex G L1z & EOZRMEITAEFRETHY, "7
4y FUVAZHIBIRGTHD EEZ DI, ZOLEMIE, Pom-LD-dex ff 5 L 72k

Confidential and Proprietary ' v— S
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K< FI R 1.8 IS CE (R) Page 2

MM-002 35k K O IFM2009-02 iBR OfER & & —E L7z, 72, HAA MM B35 (2 Pom-LD-dex fJf
F$EE- L 72 MM-004 388 &% TN MM-011 #BROFE RN D, BHAN MM BE IZRA OB EFGTER
BT, HLWEANE EOMBEITERD Lo T,

PLE, Ak - ENEBRRBROER S, R~U FI FELFU R FEORLT Y I 75250

B EDOIGEICEHAME UTFREIEE ThoT- MM BEICE > THRTH Y, FRUTEEMED

M IZKT DIEHIED 1 D& L TESIT b D, 2o OB REEEZ, A~U FI RO
%m-%%%rﬁ% TEHATEO LR B L RRE LT,

1.8.2.2 Mi% - A=NDHRTEIEH
[HiE - HE]
TXY ALY LEOFRHIZBWT, BEF., RAIKIEAR~Y RIFELTIH1[E4mg % 21 HIE

BHBEAERG Liztg, 7T ARIRES S, Zhia 1A 7 re LTiGz#0IRY, k. BEOD
IRABIC LV B RS D,

A~V K FOME - HEE, FEICMMEEZHRE LIS TR (MM-001 35r),
S8 VILAHRER (MM-002 3A5R) O TSR OV IHAEM, sk as I AHERER (MM-003 36%), [E
NEE TAERER (MM-004 3R8R), [EPNE TFEEER (MM-011 #ER) ORGEICHESERE LTz, FHE
A MM BF 2% LT MM-001 788 M 0N MM-002 FRBR O T TR~ U KX Rod MTD, 241,
BN TFEENRE A S L, MM-002 3R D5 11 FHH] & O MM-003 3R CHIME & OV et %
M L7, E£72, HAN MM EFEICH LT MM-004 308k Tt 222, Ak OSEyEiE %
FEAM L, MM-011 38R TH 20K R4 7 i L 7c, DL FICHE - HEORERLE =T,

1.8.2.2.1 BHNEEKRHEBRTORE - HERE
1.8.22.1.1 B4 5% | HEER (MM-001 :X88) TOR% - A=ERE

MM-001 BRI%, FMEAOEIE UTEEEMED MM BBEEZXISR L L@ 1R CTH Y, Bk
I =T T OVHBREE T YA A AWT, R~ U R RO MTD, Z2atk, Fott, Eyahnes
PR L7z, ARRBRICIZ 454 (adh— b 1:244, aR—F2:214) BBEISHh, aF8:—F1T
ﬁﬁvUFiP(L2,51m@)#151@4 AFLEARE OGS, am— 2 TEAR~-Y
FI K (1, 2, 5 10mg) 72 BIZ1[F4EMREBREORE I,

ZORERE, 1A 164 BMEHEARO#ZSTOMIDIZ2mg/H, 2 HIZ 1R 4 8B EO#&ES
TOMTD (X 5mg/H LTSz, £72, ak— b2 THMEHMEARECTH -2 194D H L, 7
% (37%) ITM Z 237 D 25%LL LD RRO B, DB 4% 21%) ITM X /37D
50%LL LD 3 T8 BTz,

Confidential and Proprietary ' v— S
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K<V RKIF 1.8 IRAICE () Page 3

1.8.2.2.1.2 @55 /I FBEER (MM-002 :X8%) OF | B TO A% - AEkEt

MM-001 RERIZHEZ, MM-002 SREROF 1AM T, A~V I FOFHmGloBREEs B & L
MYyAr7rz28 HREIE L, KA 70D 1~21 HEIZHES5 T2 HE] TO MTD %7 L 7=,
MM-002 FER O TFBITIX, SMNEAOHIEIEMD MM B 250512, ZhiakdtE 7 o 2 A
fbA—7 > ZVHABEMT VA 2 HWT, R~V K R MTD, 22, A% 5Hm L7-,
AFBRIITFE 38 A BER SN, A~V K R 2, 3, 4 X 5mg281 H 1A 21 H RO
bz,

ORGSR, MERIREMNES 2mg O 6 4T 14 (16.7% : 7'L— R 3 O57), 3mgFED 84
14 (125%: 7' L— K 4 OIFFERBAIE), 4mgBED 14 4F 24 (143% : Wit 7 L— R
4 OIFHFERB/E), SmgBED 10 4F 44 (40.0% : W E 7 L— K 4 O HERB/E) 128
L7c, £70, 40 UL B8 5% fikfe C & 7o R E OFIE 13 2 mg BT 16.7% (1/6 £4), 3 mg #£ T 25.0%
(2/8 %), 4mgRET42.9% (6/144), SmghET40% (4/104) Thotz, WEICET-HAER
LOFRBEIAIL, 2mg BET 16.7% (1/6 4), 3 mg #ET 87.5% (7/8 4), 4 mg BET 64.3% (9/14 44),
5mg #ET 100% (10/104) & SmgBETRbEN STz, A~V NI REMELETPRU EEZ R LT
BEOEIBITRIRT13.2% (5/384) THY, 14 TCR, 34 T VGPR BRH LT,
INOLOMEEREIICEREL, VA7 0228 HIE L, £ A 2710 1~21 HAIZES
THHE CTOBKHAREE L T4amg/HNRLETITHD LB Sz,

1.8.2.21.3 wEHE /I HEEER (MM-002 3E&) OF || i CORE - A=W&E

MM-002 FABROH T FHOpE 2 B F 2, MM-002 RER O 1T CI3oME A O FREEMED
ZRMEEBEERE 2 XI5, 1 A 7 &2 28 HIEIE LTAR~Y R Kdmg &V A 7LD 1~21
HEICEES Lz L 2B, 2tk Eyihiezan L 7=,

BIAHCIE, A~V K ROHEMEE (Pom HIREE) & O Pom+LD-dex #E% 7Ffi L7, ik
MAEELTE, MBS BIC1I YA 7NV E 28 HEIELT, £V A7V THR~Y FI Fdmg % 1~
21 HEIZ 1 H 1 [REREOEE L2, Pom+LD-dex #TIX S HIZET A 7L TTXH A XV 40 mg
(75 a2 DA X 20mg) &1, 8, 15, 22 HEC 1 B 1 EREAKSG Lz, R~U R K
ETX A2 EOHEEERE LTZEBE, A~ FI ROEETHLY Y F~vA RV
FU R RRTHH AL L ORI L > THEDREZ R~ Z & P ROHEBRRBR TR~ Y
R REFFFALZY O LIz E EOPIEBEMENR <Y FI FEMME D bEroz V2 &
NEF oD, £, A~VU FINEHT LTIV ALY oHEIE, VY FI RORKR
BREZZICRE LTz, T2 5, BECOG MHARIGHD MM BE ZRIZEMLIZ LT U FI FOE
IRkl (E4A03 3BR) T, LU FI F+EHET X2 &Y OFHEE (1394 7 0% 28 A
EL, VA INVTTIVAX Y 40mg % 1~4 HH, 9~12 HH, 17~20 HHIZ 1 B 1[0 5
T5) &, LFU R RHERHAETXHAZY UO0FAEE O A 2705228 HIE L, &0 A2
IWTCTHXHAZY D 40mg % 1, 8, 15, 22 HHIZ 1 B 1 EGT %) (X oA, Zaotks
g L7, F0fER, VU R FHEHET XA XY U0FHBEEE, VY R R+HEHE
FERY AL UPARRE L AT, BAFRRetE R L, SAFYRIRAEICER LY, Mk
BBk 225, R~V R REOATLTI YA XY oMk - AED 1Y A 27L& 28 H
MEL, EHAIZNTTIHIAZY D 40mg % 1, 8, 15, 22 HHIZ1 H 1 5T 5] ERE

Confidential and Proprietary ' v— S
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K<V RKIF 1.8 IRAICE () Page 4

Lz, E£72, ElinBE TGO S AFEEDIR ToLMe R B2 ) BAan£ <, HANC X
HAEERG BIWER) BELSBRTDLAREERSH D Z 0D, TSHEBILEHRE TOT XV 2
2 DR EE 20 mg IZFRE LTz,

MM-002 FREROEF T AHH Tlx, EBMT EHEIZ IS5 < E5h=1E, Pom+LD-dex #£ T 30.1% (34/113
%), Pom HEET 9.3% (10/108 44) & Pom+LD-dex BECEino7=Z &b, K THLAR~Y R
L ROEHHITEAET XA XY EPFHT L Z LIk o THBRE NG Z &R ST, £z,
Pom+LD-dex FEDZE MG A W REZRHIPHN & & 2 b7z,

1.8.22.1.4 @5 IR (MM-003 BXER) TOHIMMEDIRAL

MM-002 FERDE 1T A DO RE 2 B E 2, MM-003 35k TlIsE A O #HRPE LA E#ETE D
MM H# & 5B HD-dex BUBHIEIC RS % PomLD-dex FAHMEIAIC £ 2 HAIER O 2 % 1
Bl 1.82.1 HTHA/ & 51T, Pom+LD-dex fHEIAIL HD-dex HUMPBRIE & L ~T PFS K OF
OS ZHEIIER L, K&tk b AR HERHPE TH 72,

1.8.2.2.2 ERERKGRBRTORE - A=EHE
1.8.2.2.21 ERFE | (MM-004 iKE&) TOMHZE - AERKE

WA COBRRBR ARG A B £ 2, BARANOEEM IIHRBEIATED MM B 2 x5 & LIZEN
o LAHRBR (MM-004 388R) 2 %L, AAANMMEBZE TOR~Y R ROMf&E, Z2atk, A%
PE, SEAEhRE A 5T L 7,

ARBROMEREM TR~ NI F2 Xitd4mg % 1~21 HHIGHA®KG LEER, 11271
(28 HIE) TOHEHIRFEEORIWHREEI T 2mgBHET6 LT 14 (17%: 7 L— K 4 OEFHhER
BE), AmgRET 64T 04 THoTe, LEER-T, AAANMM BHICH LT, BIVKEHAE
THDHR~Y FI KD 4mg(1 ¥4 728 HED 1~21 H BIZEE)IZERTH D LRS-,

F72, HRAMM EBEHEIZHA~Y K R05, 2, 4mg #HBEIEE L7z & X, BRItz
AL, EHIHEA MM EBE TOEpEIGE L OFENE S MR Sz,

BIMETIX, A~Y R RO 4mg TEREEZBGL, T3 2% v EOHELE (A 7028
Fe) SHTZAARAMMEBE 64H 24 (33.3%) 1284 (PR) RO LNTEY, SEA MM &
HREOANMER IR TE B 2 L AVRE LTI,

ZEMETIE, A~V R FD4mg THREABKBL, TX A XY U LG ENTZHARAN
MM BEFIZ 6 4 LD ETHY, ZRMEFRIIBENTEHL OO, ZNETITHRALLGER
SLOEEIIIIEAMM BETHRESNTVWDI LD LFEFETHY, HAAN MM BERA DA EES
IERO LT, BN THOLNRZEZT RN EZ X LT,

1.8.2222 ERE IIHHER (MM-011:iER) TORZE - AEDKRE

MM-004 i ER Ol 2 5 & 2, A AR NOFREEEO MM BE 2315 & L7ZEWNE IHHH MM-011
RERAFER L, HAANMM BE TOX 5725 Pom+tLD-dex Gf FEE DA &M Kk VLMD T — %
ZREL TS, 20 EPIIR R v b A TR T, AMEREESEN 6 4T 1 4 IS EHRRY

Confidential and Proprietary ' v— S
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K<V RKIF 1.8 IRAICE () Page 5

s, 2 EPHPRT =50 v bFHTEET, AR 36 4 11 9 41T KRASTRY B
niz, £z, 22, 2 EPAPET—4 P v PA TR E TICHAAN MM BERA D%
BT =2 I3HELN TR,

1823 F&&

Pk, ZhE CICEMNANTER LZBERRBROME R 2R ACHIT L, ENTO THEZE T
TRYED LRI B BEIE ) 2008 - W& Lo~V R FoME - HRIL, T30 22 2 0fH
WZBWT, @8, RAICAR~Y RIRELTIHIFE4mg %21 HFGEA&RO&RG L%, 7H
MRS 2, Zhax 1A 70 LTEEARVIRT, 7ok, BEORBICIVEERET 5.
L L7, UEAERAED, KEROEKMNTERINTHWDRYY R ROME - HRELFRETH
5o 728, THFHERED | 0 TR | 72 ERRBLL5E10E, Z0REISECTAR~Y K

~
3
~

5,

1

ML - R TREOKREBICL Y EERET D) & L,
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dexamethasone combination for refractory multiple myeloma.
% Hideshima T, Chauhan D, Shima Y, Raje N, Davies FE, Tai YT, et al.

Dimopoulos MA, Zervas K, Kouvatseas G, Galani E, Grigoraki V, Kiamouris Ch, et al.
Annals of Oncology 2001; 12: 991-5.

Thalidomide and

Thalidomide and its analogues

overcome drug resistance of human multiple myeloma cells to conventional therapy. Blood 2000; 96:

2943-50.

previously untreated multiple myeloma.
4 Rychak E, Mendy D, Miller K, Schafer P, Chopra R, Daniel TO, et al.

Weber D, Rankin K, Gavino M, Delasalle K and Alexanian R. Thalidomide alone or with dexamethasone for
J Clin Oncol 2003; 21 (1): 16-9.

Overcoming resistance; the use of

pomalidomide (POM) and dexamethasone (DEX) in re-sensitizing lenalidomide (LEN)-resistant multiple

myeloma (MM) cells.
Abstracts P328.

International Myeloma Workshop XIII Biennial, May 3-6, 2011, Paris, France

> Rajkumar SV, Jacobus S, Callander NS, Fonseca R, Vesole DH, Williams ME, et al. Lenalidomide plus
high-dose dexamethasone versus lenalidomide plus low-dose dexamethasone as initial therapy for newly
diagnosed multiple myeloma: an open-label randomised controlled trial. Lancet Oncol 2010; 11 (1):

29-37.
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(& 44) 4-Amino-2-[(3RS)-2,6-dioxopiperidin-3-yl]-2H-isoindole-1,3-dione

2. INN

INN : pomalidomide
[r-INN List 59, WHO Drug Information, Vol.22, No.1, 2008 ]

b4 : 4-amino-2-[(3RS)-2,6-dioxopiperidin-3-yl]-2H-isoindole-1,3-dione
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R/ T 2= A A VT NT I )X Z T IR

(29)-N-(1-Cyanocyclopropyl)-4-fluoro-4-methyl-2-(1(1.9-2,2,2-trifluoro-1-[4"-(methylsulfonyl)
biphenyl-4-yllethyl}amino)pentanamide
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JAN (HA&A4) : v A7 L EL
JAN (34) : Simeprevir

C3sH47N507S2

(2R,3aR,10Z11a812aR,14aR)-N-C 7 11 711 B )L ALk =1)-2-({T- A k6 3-8- A F/L-2-[4-(1- A
FNEFN)1,3-F T — -2 A N]F U -4 A U FF )5 A FL-4,14- V4 F
-2,3,32,4,5,6,7,8,9,11a,12,13,14,14a-7 57t Fai v aXoZ[di v a7 s(gd(1,6]o7
sua7 h77 v -12a(0H)- VR FH I R

(2R,3aR,10Z11a5,12aR,14aR)- N-(Cyclopropylsulfonyl)-2-({7-methoxy-8-methyl-2-[4-(1-methyleth
yD-1,3-thiazol-2-yllquinolin-4-yl}oxy)-5-methyl-4,14-dioxo-2,3,3a,4,5,6,7,8,9,11a,12,13,14,14a-tetr
adecahydrocyclopentalclcyclopropalgl[1,6]ldiazacyclotetradecine-12a(1 H)-carboxamide
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JAN (HAA) : "AEY —L
JAN (3£4,) : Fomepizole

HsC

C4H6N2

4-AFN-1H BT —)L

4-Methyl-1 H-pyrazole

BekFE s 24-1-B6
JAN (HA%L) : =270 7ra 7=
JAN (#4) : Esflurbiprofen

C1sH13FO2
(29-2-(2- 7 VA B E T = = -4 A V)T B

(29)-2-(2-Fluorobiphenyl-4-yl)propanoic acid

3/5

Page 7



Page 8
HixEgE T 24-1-B7

JAN (AAR%) : 77 v NEREKY)

JAN (3544) : Anagrelide Hydrochloride Hydrate

H
e
\):o o HCl o H,0
N

N

Cl
Cl

C10H7C12NsO-HC1-H20
6,7-/7nn-1,5-Vt KA I X V[21-pxF V) -2@H- 4 —HEEEE— /Ky

6,7-Dichloro-1,5-dihydroimidazo[2,1-blquinazolin-2(3 H)-one monohydrochloride monohydrate

Bk 24-1-B9
JAN (HA%) : "~V KR
JAN (#¥4) : Pomalidomide

% o)

H

o
NH, ©

EURGBESK

C13H11N304

4-7 3 7-2-[BRY-2,6- A XV v°RY D3 AN 2HA VA v R—-1,3-TF

4-Amino-2-[(3RS)-2,6-dioxopiperidin-3-yl]-2 H-isoindole-1,3-dione
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JAN (RA4) v 57y
JAN (3£4) : Romidepsin

HsC CHs

H
N

HSCQY %g

H3

C24H36N406S,

(184510816 E21R)-7-[22)-=F U 5 1-4,21- ¥ A(1- A F )L =F)L)2-4 FH-12,13-2F 7-5,8,20,23-
FRITHFEL 7 [8.7.6] V) 3 Z-16-12--3,6,9,1922-2 % F

(154510816 E21 R)-7-[(22)-Ethylidenel-4,21-bis(1-methylethyl)-2-oxa-12,13-dithia-5,8,20,23-tetr
aazabicyclo[8.7.6]tricos-16-ene-3,6,9,19,22-pentone

BikFw  24-1-Bll
JAN (HA%) : 775 o AT )L
JAN (Z44) : Abiraterone Acetate

C26H33NOs2

fels 17-(B°) 20 -3-4 V)T > R AH-516-2 T -38-A /L

17-(Pyridin-3-yl)androsta-5,16-dien-3B-yl acetate
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pimavanserinum
pimavanserin

pimavansérine

pimavanserina

piragliatinum
piragliatin

piragliatine

piragliatina

pomalidomidum
pomalidomide

pomalidomide

pomalidomida

C15H24N6O

1-[(4-fluorophenyl)methyl]-1-(1-methylpiperidin-4-yl)-
3-{[4-(2-methylpropoxy)phenyl]methyl}urea

1-[(4-fluorophényl)méthyl]-1-(1-méthylpipéridin-4-yl)-
3-{[4-(2-méthylpropoxy)phényllméthyl}lurée

1-[(4-fluorofenil)metil]-1-(1-metilpiperidin-4-il)-3-{[4-(2-metilpropoxi)=
fenillmetiljurea

C25H34FN302

o
N
CHs
F oA,
H 3
N\n/ N
o)

(2R)-2-[3-chloro-4-(methanesulfonyl)phenyl]-
3-[(1R)-3-oxocyclopentyl]-N-(pyrazin-2-yl)propanamide

(2R)-2-[3-chloro-4-(méthanesulfonyl)phényl]-
3-[(1R)-3-oxocyclopentyl]-N-(pyrazin-2-yl)propanamide

(2R)-2-[3-cloro-4-(metanosulfonil)fenil]-3-[(1R)-3-oxociclopentil]-
N-(pirazin-2-il)propanamida

C1gH20CIN304S

VS
.S N
DI L)
X
Cl p; N N
<: H H
e
_E>:0
4-amino-2-[(3RS)-2,6-dioxopiperidin-3-yl]-2H-isoindole-1,3-dione

4-amino-2-[(3RS)-2,6-dioxopipéridin-3-yl]-2H-isoindole-1,3-dione

4-amino-2-[(3RS)-2,6-dioxopiperidin-3-il]-2H-isoindol-1,3-diona
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posaraprostum
posaraprost

posaraprost

posaraprost

pyronaridinum
pyronaridine

pyronaridine

pironaridina

C13H11N3O04
o o
and enantiomer
N---, NH et énantiomere
H y enantiémero
0 o
NH,

propan-2-yl (5Z2)-7-{(1R,2S)-2-[(1E,3S)-3-hydroxy-5-phenylpent-
1-en-1-yl]-5-oxocyclopent-3-en-1-yl}hept-5-enoate

(52)-7-{(1R,2S)-2-[(1E,3S)-3-hydroxy-5-phénylpent-1-én-1-yl]-
5-oxocyclopent-3-én-1-yl}hept-5-énoate de propan-2-yle

(52)-7-{(1R,2S)-2-[(1E,3S)-3-hidroxi-5-fenilpent-1-en-1-il]-
5-oxociclopent-3-en-1-ilo}-hept-5-enoato de propan-2-ilo

C26H3404

4-[(7-chloro-2-methoxybenzo[b][1,5]naphthyridin-10-yl)amino]-
2,6-bis[(pyrrolidin-1-yl)methyl]phenol

4-[(7-chloro-2-méthoxybenzo[b][1,5]naphthyridin-10-yl)amino]-
2,6-bis[(pyrrolidin-1-yl)méthyl]phénol

4-[(7-cloro-2-metoxibenzol[b][1,5]naftiridin-10-il)amino]-
2,6-bis[(pirrolidin-1-il)metil]fenol

C29H32CIN5O,
_ | Ny cl
NS

HsCO” "N Z

s
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4-7 2/ 2[(BRS)-2,6-VAF Y ERY U3 N2HA VA 2 R 3V A

Yy A1
b B8 s ey 13 FRUZONA
O
it N N
(!
NH, O B UG A

PGPS

PRI ST A D 2 FE M5 B T

TRYRAZ ) LOFRICEBWT, @EF, RAIZIEFR~Y RI RKELTLHLHE

ik & |4mgZ 21 AREAROBE L%, 7 BRKRETS, 2hid 1A 7 0e LT
H x0T, P, BEOREBICLVEERET S,
BRSSO R E
B R~V R K
o BH . R~V R B 7L Img (1 A7FRAF F<U FIF ImgEFH)
il e OY

Ay oy B

A<V AN TR 2mg (1 77 E/LH
AR~V A NI 7€/ 3mg (1 77 EAH
R~V A M7 RN 4mg (1 B 7R

A<V K F 2mg &F)
A<V RKIF 3mg&FH)
A<V KIF 4mg &FH)

H[e|#& 5%
i P 5% YRS DAY
~ A B >2000 mg/kg
FHRA >80 mg/kg
VAN o >2000 mg/kg
FHIRPY >50 mg/kg
=0 AP o >1200 mg/kg
KE#5HMH
B iR - HA T L
B Be 5 (mg/kg/day) | (mg/kg/day) ERPTR
<% Ba 133 250 B &7 dtEar s L
0,2.5, 25,250
7 v b & -90 A 1500 BB e dtEpr s L
0, 100, 500, 1500
7 v b B’o-6 % AR 1000 B B e dtEpr s L
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H=7 AP o .28 HE <30 L (UhEEZREET) - —RRER
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&R - A/ EERN - &g/ ) o3
FATBIT D IR E R B T R
(%5 18 H &5t E)
=AY oo 13 R 0.2 WU (TheEZREET) - THI-B Y
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RIS E T BIRELARY S T A
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Beh5 & dik)
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RITERBLE 12/12=100%

O BWER OFEEE Bl
I ER Rk E 12
i/ ISR 8
1 BR D E 6
RAY ML E 6
A . 4
U 2 RERIDE 4 %

© ERIRARAE R OFEE Bl
TI=y T T AT 2T B 2
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g7 U7 F iR AR —E 8N 1
7 v F =0 1
o A F PR AR AR V| N 1 %

IO

Hol

2. TxY ALY LOHMIC L DIMEF MR (CC-4047-MM-003)
RIVERIZE L 247/300=82.3%

O BIWEMORE %%
I P ERIE A E 129
Hifn 74
I 57 63
1/ INSR E 58
H I BRI iE 32 4%

@ AR E R OFEHA %%
I ER SR D 12
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1052, |
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ELUCIDATION OF STRUCTURE AND
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IMPURITIES
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RE0EE Gt~ Fs . T
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SPECIFICATION

BT — N R
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32542

ANALYTICAL PROCEDURES

ANALYTICAL PROCEDURES

ANALYTICAL PROCEDURES

ANALYTICAL PROCEDURES
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FEA
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VALIDATION OF ANALYTICAL
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WA RO 5 54 P w4 | RBREMHN | RREEET | WD e A
VALIDATION OF ANALYTICAL
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32.543 VALIDATION OF ANALYTICAL BT ARNEE | Rl R
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3.2.P2.1 COMPONENTS OF THE DRUG PRODUCT — — _ YL o— U AENE R FEA R
32.P22 DRUG PRODUCT — — _ B | HNEE FEATE R
MANUFACTURING PROCESS . s s T
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FEA4E (EPa—I4) : EBKRRBESE
42 FHBREE

4.2.1 FIEHER
ol 7.2 5 » 5 = il &
TR ' PAY e RBREHN | RBREHST | $EE HBRE S i
4211 MHhEEFTHHER
Cereblon is Required for Anti-Proliferative and
Immunomodulatory Effects of Lenalidomide 2" Celgene
42.1.1.1 and Pomalidomide and Decreased Cereblon - ~ Corporation s+ DM2528 A )
Expression Correlates with Acquisition of 2" CKIE)
Lenalidomide Resistance in Myeloma Cells
Combination Studies of CC-5013 with Celgene
42112 Chemotherapeutic Agents on FGFR3" and 2 Corporation | VEF+ 5286-186" FEA R
p
FGFR3 Multiple Myeloma Cell Proliferation CKIE)
42113 The Effect of IMiDs on Multiple Myeloma Ce - - Pharmaceuticals, YA 1110-038 AT
Lines 2‘ l . LLC
CKIE)
Effect of Duration of Exposure of 2" Celgene
42.1.1.4 Lenalidomide and Pomalidomide on Multiple - ~ Corporation 24N 5710-048 P R
Myeloma Cell Proliferation 2" CKIE)
. . . . 2(" Celgene
42.1.15 fgﬂuffgiﬁiinﬁ (1: ;leéfzga%ehiﬁfigiﬁia I ~ Corporation | 15t 1785-4047 Ptk
o | CK)
Effects of Lenalidomide, Pomalidomide, and
. . 2‘ . Celgene
- that § = el
42.1.1.6 CC-122 on Multiple Myeloma Cell'Llne.s e ] ~ Corporation AN 7596-01 R
have been Made Resistant to Lenalidomide or 2" CRE)
Pomalidomide
Effects of CC-5013 and CC-4047 on the 2‘.' Celgene
42.1.1.7 Viability of AML and MDS Cell Lines e ~ Corporation | ¥4} SF-ALM-0012 A
Expressing Different Levels of Cereblon 2‘.' CKIE)

1 LFURIR KR o0 S R S8 AR A RF O VR R LR LTk s
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X 3 2
IR 5 54 h ¥E | RBONN | Reccer | wmE|  Ames  |TALEE
Anti-Proliferative Activity and Mechanism of
Action of Thalidomide, CC-4047, CC-5013 i | | Celgene
42.1.1.8 and CC-11006 in Chromosome 5 deleted cells - ~ Corporation st 5232-59-76* Ealingas
Namalwa and KG-1 and Control Cell Lines o | CKIE)
MUTZ-5 and UT-7 in vitro
Cytokine Profiling for Five Classes of IMiDs in 2(". Celgene
42.1.1.9 Primary Human PBMCs and CD4" T - ~ Corporation gk PD365 " Ak
Lymphocytes ol || | CK[E)
Inhibition of TNF-a Production by PBMC and
Elevation of IL-2 and MIP-3a Production by T Z(Il. Celgege e * S e el
4.2.1.1.10 : ~ Corporation | ¥4+ | 5043-152-5119-172 R A
cells by CC-4047, CC-5013 and CC-11006 in Z(Ill CE)
vitro
Effect of IMiDs CC-4047, CC-10015, CC- Celgene
42.1.1.11 11006 and CC-5013 on PBMC and T Cell e o ||| Corporation | 4} 5304-79 At 2
Proliferation in vitro CK[E])
Elevation of IL-2 Production by CC-4047, CC- 2(.'. Celgene
42.1.1.12 5013, and CC-11006 from Human and Rat ] ~ Corporation | 4+ | 5197-189-5226-016™ | FHAME KL
Whole Blood Stimulated with Concanavalin A et |1 | CKRED)
. . e 2" Celgene
Test f Pomal the Whole Bl . e
42.1.1.13 esting of Pomalidomide in the Whole Blood |~ puy ~ Corporation | HE4h 7596-09 FEAT R
CD3 TruCulture A
ruCulture Assay 2'| CRE)
. . . 2(.' Celgene
IMiD Increases T-Bet Expression Mediated b N e i
42.1.1.14 e e TP al ~ Corporation | Hi4t PD522 FEAZER
TCR Signaling in CD4" T Cells 2(ll ChE)

1 L URIR AR O B IR TR AR
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. 2(." Celgene
Evaluat f NSCLC/PBMC Co-Cultu ; S vl
42.1.1.15 VAR OF e B Y T e ] ~ Corporation | 15 PD465* A vt
Models for their Sensitivities to IMiDs 2‘ . . CRE)
. 2"' Celgene
Effects of IMiD Prostate T Cell ; S vl
4.2.1.1.16 Apzlc)ti):is in zlos ((J)lrlllturroesl\e:lce)delllsm o - mN. . Corporation S PD466 " AR
) 2 CKE)
Cy 2". Celgene
421117  [Pevelopmentand Validation of K362/PBMC ] ~ Corporation | 4% PD467* il
Co-Culture Model 2‘ l . CR )
. .. .. 2". Celgene
421118 Effects of IMiDs on Raji Cell Apoptosis in Co - o Corporation Ak PDA6]* S
Culture Model 2‘ . . CRE)
. . 2"' Celgene
42.1.1.19  |Ffects of ImiDs on Ovarian Cancer Cell I ~ Corporation | HE4h PD469* FEAT 2 R
Apoptosis in Co-Culture Models 2‘ . . CRE)
CC-4047 in Combination with the Therapeutic
Antibodies, Trastuzumab, Cetuximab and
oL o . 2(." Celgene
421120  [|Rituximab, Enhances in vitro Antibody- ~ Corporation | WESh | 5422-8-CC-4047 | FEfHi% kRt
Dependent Cellular Cytotoxicity (ADCC) in ) m . . C )
Breast Cancer, Colorectal Cancer and NHL
Cell Lines, Respectively
Lenalidomide Inhibits Angiogenesis in vitro 2". Celgene
4.2.1.1.21 and Reduces Lung Metastasis of Mouse - ~ Corporation st 5071-180* Balingas
Melanoma Cells in an Animal Model 2‘.. CKIE)

1 L URIR KR 0 S iR S8R A RF O VR R LR L ik B s




Page 15

. . A @
TR s ¥E | RBoNN | e |amE|  smes  |TULES
Screening of IMiDs” and PDE4 Inhibitor 2('.. Celgene )
4.2.1.1.22 Compounds for Anti-Angiogenic Activity in - ~ Corporation ZZAN 5127-132% AR
the Human Umbilical Cord Vessel Ring Assay 2". CKIE)
Inhibition of Endothelial Cell Migration by Cel
Thalidomide, CC-4047, and CC-5013 ' 2 cleene \ s | s
4.2.1.1.23 (Summary of Experiments 5239-92 ~ 5239- (fefhsE A) Cog)lé)t)lon WSk | 5239-92-5239-188 RHER A
188)
Effect of Test Compounds on Human Myeloid, o S g
4.2.1.1.24 Erythroid and Megakaryocytic Progenitors - 2(.| PSES] 5 CGN-04 FRBER
Effect of Test Compounds on Human 5 (. I
Megakaryocytic Progenitors from Three . = R
4.2.1.1.25 Distinct Normal Bone Marrow Donor Cells as - 2(' I K[E st CLG-10 AFA SR
Assessed in the Colony Forming Cell Assay
Effects of CC-4047 on CD34" Hematopoietic 2". Celgene i
4.2.1.1.26 Progenitor Differentiation and Maturation to - ~ Corporation st 1110-028 Ak
Dendritic Cells (DC) ol ||| CKIE)
Multiple Cytokine and Chemokine Profiling
. 2". Celgene
for IMiDs CC-5013, CC-4047, CC-2001, CC- _ 5 .
42.1.1.27 11006 and CC-10015 in LPS-Stimalated ] HIN Cog‘slé)t)lon WESH 5374-10 Al
Human PBMC
Inhibition of Tumor Necrosis Factor alpha
. 2(". Celgene
TNF-a)) Production by CC-4047, CC-5013, ) ; e
42.1.1.28 (TNF-a) Production by ] ~ Corporation | Y5k 5196-175* FAT R
and CC-11006 from Human and Rat Whole \,
2t 1] CRIE)

Blood Stimulated with Lipopolysaccharide
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Anti-Inflammatory Effects of CC-4047, CC-
5013 and CC-11006 on G-CSF, IL-10, and 2min Celgene ‘ . R
4.2.1.1.29 . . ~ Corporation | 5t 5127-53 A
COX-2 Expression by LPS-Stimulated PBMC 2‘ . . )
(REVISED)
Effect of IMiDs, PDE4 inhibitors, and Tubulin 2(" Celgene
4.2.1.1.30 Inhibitors on COX-2 Expression and PGE, [ ] ~ Corporation | Sk 5197-130 AT ek
Production by Human PBMC 2(' . (& NES))
o~ T™ .
}Emmunqmodl;létorl}l Drugs ( IM12Dfs ) }lleh;blt ) (I l . Celgene
42.1.131 xpression of Lyclooxygenase-2 from -, | ~ Corporation | MESH 5116-86* SEAME R
IL-1pB and LPS Stimulated Human PBMC in a 2(. . . CRE)
Partially IL-10-Dependent Manner
2‘ l . Celgene
42.1.1.32 Role of IMiDs in B Cell Signaling . ~ Corporation AN PD408 A A
2t 1] CRRD
Pomalidomide Metabolite Pharmacological 2‘ ll Celgene
42.1.1.33 Effects in Multiple Myeloma Cells, T Cells, - ~ Corporation sk 7600-025 FEA R
and Peripheral Blood Mononuclear Cells 2‘ l . CKIE)
Antitumor Activity of CC-4047 in the Parental
. . 2’ . . Celgene
421134 and Lenalidomide-Refractory NCI-H929 - - Corporation AL AP3975/4416/4462/ ST
Human Plasma Cell Myeloma Xenograft 2 m I . CKE) 4479/4524
Model
Evaluation of Lenalidomide and Pomalidomide zo.l! ; e v
42.1.1.35 Using SCID-hu Models of Multiple Myeloma ] op e MirZAN IMBCR-03162010 R Ak

CKIE)
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Evaluation of PB13, PB14, PB15, PB19, and Piedmont
PB20, in Combination with Rituximab, against 2‘ ! Research Center,| | . T
2.1.1. ’ ) L | CLG-4-Raji-B-e200 | FEAf&EE
4.2.1.1.36 Raji B Human Lymphoma in a Survival Study - (s H LLC 2% e L
with C.B-17 SCID Mice CK[E)
Southern
Evaluation of Celgene Compounds Using in 2"! Research ; T
2.1.1. . . . 1 SRI-P10.0101 FEAE R
4.2.1.1.37 vivo Angiogenesis Matrigel Plug Assay - (#5 H Institute st RHEBE
CKE)
4.2.1.2 BIRFIEEFER
Effects of IMiDs on Proliferation of Breast 2". Celgene
42.1.2.1 Cancer, NSCLC, CML and NHL Cell Lines in . ~ Corporation | fE5+ PD385 ™ BAliNyas
vitro 2‘ l . CKE)
Anti-Proliferative Activity of IMiDs in 5q- 2" Celgene
42.122 solid tumor cell lines PC-3, HN, LCLC103H, e ~ Corporation | ¥4} 5286-14™ Rl eas
SW480, and SK-MES-1 ol | | CK )
CC-4047 Increases the Expression of Fetal 2"' Celgene
42123 Hemoglobin in Myeloid and Erythroid - ~ Corporation AN 1200-066 FEA R
Differentiation Models (€ NES))
Effects of Pomalidomide on Prevention and
42124 Treatment of Bleomycin-Induced Dermal - AN UEN11162010JD FEA R
Fibrosis
Effects of Pomalidomide, CC-220, and CC-122
4.2.1.2.5 on the Treatment of Dermal Fibrosis in the - A UENO07052012JD FEAT R
HE
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C . 2"' Celgene
42126 CC 10915 Activity in the Endothelial - - Corporation Ak 223124 ST
Progenitor Cells Assay L
2 CRED
Effects of CC-2001, CC-4047, CC-5013, CC- 2".
42127 11006, CC-10004, CC-11030, CCA0T and |- ey ~ iz 1270RC 35.001 Rl vt
CC-145715 on Carrageenan-Induced 2‘ l . KIE]
Hyperalgesia in Rats
. . . 2". Celgene
42128 Effects of IMiDs on Cytokine Expression in | -y ~ Corporation | PD444* Raliiegs
Primary Human Microglia and Astrocytes W
2t 1] CRED
Effect of CC-11006, CC-5013, CC-2001, CC-
4047, CC-10015 and CC-16057 on i | | Celgene . . o
42129 Cytokine/Chemokine Production by BV-2 - ~ Corporation AN 5572-001 R
Mouse Microglial Cells and Primary Human 2" CKIE)
Astrocytes
Inhibition of Ultraviolet Light B Induced TNF-
alpha Production by Thalidomide (CC-2001),
Pomalidomide (CC-4047), Lenalidomide (CC-
5013), Apremilast (CC-10004), CC-10015, et |1 | Celgene -
4.2.1.2.10 CC-11006, CC-11050, CC-13097, CC-15965, - ~ Corporation | Y+ 5448-74" AT Ak
CC-16016, CC-16057, CC-16122, CC-16123, et |1 | CKE)
and/or CC-16125 in Primary Human Neonatal
Epidermal Keratinocytes and Primary Mouse
Epidermal Keratinocytes
1213 REERERB
Acute Oral (Gavage) Central Nervous System 2‘.'
42.13.1 (CNS) Safety Pharmacology Study of CC-4047| ||| |GG ~ WS | CC-4047-TOX-011 | A&k

in Rats
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CC-4047: Effect on Cloned hERG Channels et |1 |
42132 Expressed in Human Embryonic Kidney - ~ s+ CC-4047-TOX-009 FEATE R
(HEK293) Cells o || |
CC-4047: Cardiovascular and Respiratory !
42133 Effects in the Anaesthetised Dog Following - G H) s+ 1398/110-D6146 FEAT R
Intravenous Infusion - e
Cardiovascular Safety Pharmacology ) m . .
42134 Evaluation of CC-4047 Administered by Qral - - Ak CC-4047-TOX-012 S
Gavage to Telemetry-Instrumented Conscious 2(. l . K]
Cynomolgus Monkeys
Respiratory Assessment Following Oral 5 (. . l
Gavage Administration of CC-4047 to ; =7 el
. . ~ 1 CC-4047-TOX-014 PEAE R
4.2.13.5 Plethysmograph-Restrained Male Sprague _ 2(. l . s AR
Dawley Rats CKE)
4.21.4 ENPHEYHEEERGR
Effects of Lenalidomide, Pomalidomide and
Thalidomide Alone or in Combination with 2". Celgene
42.14.1 Dexamethasone on Cell Proliferation and ~ Corporation 24N 7609-111 AR
Signaling Pathways in Multiple Myeloma Cell 2('.l CKED
Lines
Evaluation of the Effects of CC-4047 in
Combination with Dexamethasone in Cellular 2" Celgege e =7 el
42.1.4.2 . . ~ Corporation sk DM2775-49 R A
Models of Lenalidomide Refractory Multiple 2' . CRE)
Myeloma - A Gene Expression Study
Efficacy of Lenalidomide and Pomalidomide in ) m l l
42143 Combination with Dexamethasone and _ - - AL SALA-151008* S
(AA

Bortezomib in the MM. 1S Xenograft Mouse
Model of Multiple Myeloma

ot | 1
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4221 SHERUN) T3 VRESE
Validation for the Determination of CC 4047 in
Primate Plasma (Heparin Anticoagulant) using lill

422.1.1 Solid Phase Extraction and Liquid - ~ AN 1398/78-D0142 FEAT R
Chromatography with Mass Spectrometric lil.
Detection
Validation for the Determination of CC 4047 in
Rat Plasma (Heparin Anticoagulant) using lill

42212 Solid Phase Extraction and Liquid - ~ T4 1398/80-D0142 S B
Chromatography with Mass Spectrometric lil.
Detection
Partial Method Validation of an LC-MS/MS 2".

42213 Assay for the Determination of CC-4047 in e ~ CC-4047-DMPK-001 | FEAHE R
K;EDTA Monkey Plasma et |1 |
Method Validation of an LC-MS/MS Assay for 2".

42214 the Determination of CC-4047 in K;EDTA Rat - ~ Wisk | cc-4047-DMPK-013 ST B
Plasma et | | |
Method Validation of an LC-MS/MS Assay for 2‘..

422.15 the Determination of CC-4047 Enantiomers ] ~ #Egh | CC-4047-DMPK-018 | FTAMiE K
CC-6016 and CC-5083 in Monkey Plasma ot |1 |
Partial Method Validation of an LC-MS/MS 2".

42.2.1.6 Assay for the Determination of CC-4047 in K, e ~ WEsh | CC-4047-DMPK-027 | FFAGE !

EDTA Rabbit Plasma

2t 1
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Method Validation of an LC-MS/MS Assay for Z(Ill
42217 the Determination of CC-4047 Enantiomers I ~ Mgk | CC-4047-DMPK-032 | FPAM¥ K
CC-6016 and CC-5083 in Rat Plasma ot |1 CK[=
- i 11
LC-MS/MS Achiral Method Validation of CC- ‘ B
422138 ; e Y GAon o ] ~ HESh | CC-4047-DMPK-040 | FFATi#EE}
4047 in KzEDTA Mouse Plasma ) m l . €3
Method Validation of an LC-MS/MS Assay for 2".
42.2.1.9 the Determination of CC-4047 in KsEDTA [ ~ wisk | CC-4047-DMPK014 | BEEE
Human Plasma 2"' PNE]
Method Validation of an LC-MS/MS Assay for 2‘..
422.1.10 the Determination of CC-4047 Enantiomers I ~ Mgk | CC-4047-DMPK-029 | Z &K
CC-6016 and CC-5083 in Human Plasma ot |1 CRIE
Achiral Method Partial Validation for CC-4047 2m.l . .
422.1.11 : ] ~ WEgh | CC-4047-DMPK-036 | ZEE kK
in KsEDTA Human Plasma ) m l l
4.2.2.2 RIX
42291 A Study to Determine the Oral Bioavailability - I!II st 1398/72-D1140 ST
B of CC-4013 and CC-4047 in the Rat I

2
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A Study to Determine the Oral Bioavailability 1* I I

42222 of CC-4013 and CC-4047 in the Cynomolgus | || ~ Iz 1398/73-D1140 Rl ek
Monkey 2"' FES|
Single Dose Intravenous and Oral 2".

42223 Pharmacokinetics of CC-4047 and Two I ~ MEgh | CC-4047-DMPK-021 | REAMER:
Enantiomers in Monkeys 2"' CK [

4223 S

CC-4047: Quantitative Tissue Distribution of
Compound-Related Material Using Whole- 2".

4223.1 Body Autoradiography Following a Single Oral| |||} ~ WSk | CC-4047-DMPK-005 | ZRAli&EEH
Dose of ['*C]CC-4047 (100 mg/kg) to Male 21N
Long-Evans Rats
CC-4047: In vitro Protein Binding Study in ot || |

42232 Rat, Mouse, Monkey, Rabbit, and Human ] ~ #Egh | CC-4047-DMPK-015 | FFAfiEk:
Plasma 2". K[E
Determination of the Lacteal Transfer of CC- 2".

42233 4047 Following a Single 10 mg/kg Oral I ~ ” gk | CC-4047-DMPK-038 | Rl K
Administration in Rats 2‘.'
[14C]CC-4047: Pharmacokinetics and Mass 2".

42234 Balance Following Intravenous or Oral - ~ g5k | CC-4047-DMPK-009 | =FAHEE:
Administration to Cynomolgus Monkeys 2"' K
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In Vivo Microdialysis of CC-4047 in Male el |1 [, Signal |

42235 CD-IGS Rats, and Brain and Spinal Cord I ~ AT M5k | APISOSIAPISO6 | RPfEER:
Availability of CC-4047 in Male CD-1 Mice et |1 | CRRD

4224 KH

Metabolism of [14C]CC-4047 and Excretion,
Mass Balance and Pharmacokinetics of 2‘..

42241 Radioactivity After a Single Oral or I ~ CC-4047-DMPK-007 | &Ffift
Intravenous Administration of [14C]CC-4047 to 2".
Male and Female Sprague-Dawley Rats
[14C]CC-4047: Biotransformation Following 2‘..

42242 Intravenous or Oral Administration to _ ~ A | CC-4047-DMPK-010 | FEALE £
Cynomolgus Monkeys 2". KH
Determination of Relative Plasma Exposures of 2‘..

42243 CC-4047 Metabolites in Rat and Monkey e ~ #ESh | CC-4047-DMPK-042 | ¥k
Plasma to Human Plasma 2('l. pNE]
CC-4047/['*C]CC-4047: Comparative o |||

42244 Biotransformation in Rabbit and Human _ ~ WA | CC-4047-DMPK-004 | FEAmGE £
Cryopreserved Hepatocytes 2". KH

., ot 11 . .
42245 [*C]CC-4047: P450 Reaction Phenotyping e ~ WSk | CC-4047-DMPK-022 | FFAfi%E K
2 T] W e




Page 24

N A @
TR 54 ha ¥E | RBoNN | e |amE|  smes  |TULES
4.2.2.5 HEit
R L
42.2.6 EVBBFHEMEEER (GEERRE)
42261 In Vitro Evaluation of CC-4047 as an Inhibitor _ 2‘!' F Wish | CC-4047-DMPK-024 S )
D of Human Cytochrome P450 Enzymes 2‘ . . K[E S
In Vitro Evaluation of CC-4047 as an Inducer 2‘..
42262 of Cytochrome P450 Expression in Cultured e ~ ik | CC-4047-DMPK-023 | ¥k
Human Hepatocytes 2('l.
In Vitro Assessment of CC-4047 as a Substrate 2(I.I e ST e Ve s
42263 hy . I ~ #Egh | CC-4047-DMPK-037 | REAfER:
or Inhibitor of P-Glycoprotein 2 m I I
. - el 1]
In Vitro Assessment of Pomalidomide as an e s
2.2.6. N ~ ‘ CC-4047-DMPK-1586 | &&&E
4.2.2.64 Inhibitor of P-Glycoprotein Using Caco-2 Cells - 20. I . o HEH
CC-4047: Inhibition Potential for BCRP, zm..
42265 OAT1, OAT3, OCT2, OATP1BI and ] ~ = N | CC-4047-DMPK-043 | FFAliEA}
OATPIB3 el 1] |
. al i 2t 1]
4226.6 CC-4047: Substrate Potential in OATP1B1 and _ o ] EM | CC-4047-DMPK-1653 | Z&¢k

OATPI1B3 Expressing HEK293 Cells

2t 1
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4.2.2.7 ZQihEYBREEER
In Vitro Stability and Interconversion of CC- 2‘..
422.7.1 4047 Enantiomers in PBS and Monkey/Human | [} ~ Esh | CC-4047-DMPK-030 | FFAfi
Plasma 2".
4.2.3 FEtEEER
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T B s ¥E | wBoNN | e | amE|  smes |TUL2
4231 HEHSHEHR
CC-4047: Single Dose Oral Toxicity Study in . * l .
the Mouse S
~ 1398/50-1032 A E £
4.2.3.1.1 (Approximation of the Minimum Lethal Dose _ 1’ I . AR
Level)
CC-4047: Single Dose Intravenous Toxicity 1 9. I .
Study in the Mouse S e
~ 1398/52-1032 R
4.2.3.12 (Approximation of the Minimum Lethal Dose _ 1’ l . FRABE
Level)
CC-4047: Single Dose Oral Toxicity Study in 1 * I .
the Rat S
~ 1398/49-1032 AT
4.2.3.1.3 (Approximation of the Minimum Lethal Dose _ 19. I . AP SR
Level)
CC-4047: Single Dose Intravenous Toxicity ! g I .
Study in the Rat - i
~ 1398/51-1032 Rl Al A
4.2.3.14 (Approximation of the Minimum Lethal Dose _ 1 g I . AP
Level)
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4232 REZSHELR
dom . 2t 1]
4.232.1 Pomalidomide (CC-4047): A 13-Week Oral I ~ HiSh | CC-4047-TOX-1167 | FPAIEEE}
Toxicity Study in Mice 2‘ . . CRIE)
CC-4047: 7 Day Oral (Gavage) Range-finding 19." ; S
42322 . ! I ~ WA 1398/114-D6154 ZE G
Toxicity Study in the Rat 1* l .
. E
42323 €€-4047: 28 Day Oral (Gavage I ~ Wisk | 1398/115-D6154 | AR
Administration) Toxicity Study in the Rat 2‘ l .
i ot 1]
CC-4047: A 90-Day Oral Toxicity and ; =7 el
3.2. o : ~ ~ CC-4047-TOX-001 | FHfH&EE
4.2.324 Toxicokinetics Study in Sprague-Dawley Rats _ 2(' l . st AFA DR
A 6-Month Toxicity Study of CC-4047 2(..'
42325 Administered by Oral Gavage to Rats with a 1- _ ~ AN CC-4047-TOX-013 FEA &
Month Recovery Period 2".
CC-4047: Maximum Tolerated Dose (MTD) I*II
423.2.6 Followed by a Fixed Dose Oral (Gavage) I ~ iz 1398/116-D6154 ZEER
Toxicity Study in the Monkey Z(Il.
. E
42327 CC-4047: 28 Day Oral (Gavage ] ~ Wask | 1398/117-D6154 | FEATEE

Administration) Toxicity Study in the Monkey

2t 11
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£ 1!
CC-4047 & CC-5013: 28 Day Oral (G ; P
42328 i ): 28 Day Oral (Gavage ] ~ WSk | 1398/126-D61S4T | BEEE
Administration) Toxicity Study in the Monkey 2 m l l ST
| I &1
42329 CC-4047: A 13-Week Oral Toxicity Smdy in | ey ~ - HESL | CC-4047-TOX-002 | FFAIZEEH
Cynomolgus Monkeys -
20l CKIE)
A 9-Month Oral Toxicity Study of CC-4047 5
Administered by Nasogastric Gavage to m.l ; =7 el
423.2.10 . I ~ Wik | CC-4047-TOX-006 | mEAfigkt
Cynomolgus Monkeys, with an 8-Week 2‘ l l K]
Recovery Period
4.2.3.3 EiEEMHR
4.2.3.3.1 In vitro FEX
CC-4047: Reverse Mutation in Four Histidine- ! g I .
423311 Requiring strains of Salmoin.ella lyp}.zzmurzum _ ol sk 1398/20-D5140 BEYE
and two Tryptophan-Requiring Strains of 1* I .
Escherichia coli .
Evaluation of Pomalidomide (CC-4047) in the 2‘ . .
4233.1.2 Bacterial Reverse Mutation with a _ ~ AN CC-4047-TOX-015 AR
Confirmatory Assay 2('.. K
CC-4047: Mutation at the Thymidine Kinase : * l .
tk) L fM L h L5178Y Cell . - -
4233.13 (te) octs OF Mot LyTpToma ot e T el e ~ Yok 1398/82-1052 SR
(MLA) using the Microtitre™ Fluctuation 1’ l . 5 [E]

Technique
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CC-4047: Induction of Chromosome 1*"
423.3.14 Aberrations in Cultured Human Peripheral - ~ AN 1398/68-1052 ZE G R
Blood Lymphocytes 1*.. [ ]
Evaluation of Pomalidomide (CC-4047) in the et | | |
4233.15 Chromosomal Aberrations Assay in Cultured e ~ MEgh | CC-4047-TOX-016 | REAMEHR:
Human Peripheral Blood Lymphocytes 2‘.. CKIE
4.2.3.3.2 Invivo FER
423321 CC-4047: Induction of Micronuclei in the Bone - ol Ak 1398/26-1052 BEYE
Marrow of Treated Rats _
T T W
423322 IEV?/I.“"“;’{H ; ;P(’mﬁldomld&.(cc"‘of” lithz I ~ * HiSh | CC-4047-TOX-017 | FTAiEERH
n Vivo Rat Bone Marrow Micronucleus Assay 2‘ . l K )
4.2.3.4 HARMRR
4.2.3.41 REAMNARERR
PEVY
4.2.3.4.2 FHXITFHANARERER
PEVY
4.2.3.4.3 DD
P EVY
4.23.5 4EREFESR
42351 ZRERUVERTI TONHAEREICET S5
A Fertility and Early Embryonic Development
4235.1.1 Study in Rats Administered Pomalidomide I MEgh | CC-4047-TOX-020 | FEATEK:

(CC-4047) Orally

CKE)
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42352 JF-RBEZELEICET HHER
An Embryo-Fetal Development Study in Rats 2"' ; S o s
4.2.35.2.1 Administered Pomalidomide (CC-4047) Orally _ ‘Nl . st CC-A047-TOX-021 RS
] 2 CKIE)
Oral (Stomach Tube) Dosage-Range 2‘.. o
423522 Developmental Toxicity Study of CC-4047 in | || ~ WESL | CC-4047-TOX-007 | AFAMiE K
Rabbits o || |
423523 Oral (Stomach Tube) Developmental Toxicity _ 2‘!. i CCA047-TOX008 R
""" Study of CC-4047 in Rabbits 2 1] | A
42353 HARMRUHERORE W LNIZBEOLEEICEET SHER
LYY
42354 FERZAVEER
LYY
4.2.3.6 BFTRIEERER
LYY
4.23.7 ZQihDEIEHER
4.2.3.7.1 HRMEHER
R L
4.23.7.2 HREBUHAR
A 28-Day Immunotoxicity Study of CC-4047 )
Administered by Nasogastric Gavage to m.. e = TR A
423.7.2.1 I ~ MEsh | CC-4047-TOX-019 | FRAfiEER:
Cynomolgus Monkeys Followed by a 30-Day 2’ I I an
Recovery Period
4.2.3.7.3 FENRABROBFICET HHR
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. . . . . . Nat Rev Cancer.
43.1 i?l‘:ifﬁ:ruzn ;fghahdomlde and its IMiD Derivatives as Bartlett JB, Dredge K and Dalgleish AG 2004 —
8 4:314-322.
. .. o .. . . J Biol Chem.
430 Evidence of a Role for Activation of Wnt/B-Catenin Signaling in |Bjorklund CC, Ma W, Wang Z-Q, Davis RE, 2011 B
the Resistance of Plasma Cells to Lenalidomide Kuhn DJ, Kornblau SM, et al. 286: 11009-11020.
433 Thalidomide and Immunomodulatory Derivatives Augment Davies FE, Raje N, Hideshima T, Lentzsch leggil B
e Natural Killer Cell Cytotoxicity in Multiple Myeloma. S, Young G, Tai Y-T, et al. 98: 210216
. . . . . . .. . BrJ Cancer.
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