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9.4.2 1]

16.4 13
In vitroRBETIZLF Y F3I Flidk MFI 7oy —2 KON
DVFTNTHBIERHEEORBINEZ T %o 7217 (FREA
7:'— 7)0

16.5 HEtt
L) FI FORBIEREMETOIMSIZEAETH S,
BERAIZMCIL Y FI FEHRBEOREG LL &, 5RO
#182% D I G ASARZEA AR & U TR PR X 721718 (AL A
F—%),

16.6 HENDEREF T 2 EE

16.6.1 BiEEEEAE
EREREREEEFICLF Y F I F25mgZ MEROHKG Lz &
DIWBIRE ST X —FIZLUTFDEBY)THY, AUCIEEIML 72
(PP S5 ~ FE GEAT ) B2 THRI3~5f%) . F 72, FiikrED
BEFICHENLFY) FFoROZ7Y 75 Y ZA(CL/F). 7V
77 Y A(CL) & Lz (A EAT—%), [7.1, 9.2 &
7]
R EEFICL ) NI F5meg 2 ARG Lz &0

WEE /ST A —F
HEAE hE

w | ER | wE | b | G| R
WRIE | ) | em) | epp | CEROR)GEITESD

Crnax 605+246 | 691 +110 | 592=177 |765+81.3| 552 =140

AUCe | 9181 +703 |2767+ 1094|6021 + 847 (8191 = 1317| 11121 + 2133

s () 1.0 1.0 1.0 1.5 1.3
s (0.50, 2.0) [ (1.0, 1.0) | (0.50, 1.5) | (0.50, 2.0) [ (1.0, 2.0)
tiz(h) [3.34%+0.88|3.67+0.70/10.6+3.33|9.22+2.44|15.6=1.14
S + B (R 2
SEIAE AP
tmaxld UL (RN, k)
BEERER 2 LT F =2 2 ) 75 ¥ A (CLer) FEiIE
1E%  83~145mL/min, ¥4 : 57~74mL/min. HEE © 33~46mL/min. &
JiE © 17~29mL/min
ERRRICHEEDOD 5 BE A 25T 5561, TRIORT
Cle iz 2% & L CARAI -2 K OG- kR o % 5
6 : k o
B RERE E R IS T 2B OGHED HE
Bk RE (CLer)

Jik - R s i i
. GEHTASEE) GENTLEE)

30<CLer<60mL/min | oy 301 /min | CLer< 30mL/min
F7#10mg#% L H 1 |47 15mg % 2 H | A#5mg % 1H1
PE- TR L. 29 [I21m$S [l % 5-
SRR £ 2 VIRTBRAR (BT H X EHNT
W HEL Y413 15mg Bizis,)
CRIEC X 2,
STEYAARE | ARA5mgE 1H1E|ARA2.5mg#® 1| AR#AI2. 5mg# 1

i #8 K  % | B H 1lml 5 52 H 1[5
PE 9 4 il 3% (&M H 1ZEHT
T B f T * HIT¥G)

JAEE - R Y I 2L =Yg MO XN

a ! AHBmgZ2HICIFG L T52 LB TE b,

b AHl5mgx M35 £ TH5ZEHTE S,

% LF) NI FH 72 5mgl FNK Id, 5% et thERibh K g % bk 5 i
TERGEREREIC B 22088 - IR TIRARRE S TW e,

16.7 EMHEEIER

16.7.1 >dx>>
fERER A (1780) 12 L F Y F 2 K (10mg™ 1H 1) % RAERE
GBIV ITF T 0. 5megx HEERS- Lz & L)
F#EGTTOYITFY Y DOCnax L FAUCIZLF ) FI K
G L L TH14.0%8m L7222 (AHEAT— %), [10.
jilcy

16.7.2 Z D DEH|
TS ST eI D % St kg B 3 (661) 12 L) B 3 F25mg
ETFRY ALY A0mg e AEHES L2 & LFY R
F OSYBEIEANDFBIIHD SNl o 72823,
TERERE N (1440) \CP-FE B A FHEHITh 2 F = ¥ Vil
(600mg 1H2M) % SAERIIHRGHICLF Y F I F25mg7z Hh
BOFE L&, LFY FI FOEYHBEANOEBEIIED S
N o722 (REATF—5 ),
FEFE RN (LD S P-RE R HIHER /IR CTH DT 40 AR
25mg& LY N3 F25mgx B Ff#G- L& &, LU K
S PR T AU AZDFEYEENOZBIIRD LN h o
72 MEIANT— %)

16.8 ZDfh

(LFVYUKIRNATEI2.5mg[FNK])
L+ F3I A7 En2 5mglFNK i, [&EAE % %00
WRA DLW ENFEENRBETA Fo4 v Icko&, L)
F3 P72 nbmg FNK % BB & U 72 i ek BR o R
HIZREAA S & S, ISR L R Shie®),

) ARH ORI - i (1) X1H1M25mg (%545 #ilE) . 1H1M10mg (5
FrYe iR R IR K 2 % 0k 5 BB SUE R R TH 5,

}})‘}T‘P' /il %

]
K

Ik

2

Z

A



17. ERERERIE

17.1 BIHRORESMICET 5258

(BHRMEEHEE)

17.1.1 ENE I HHER
65iE LI I R TR O WIE & 7 & 22 WARIBH O % 551
RN E 2 S L L7225 T AR ER (MM-025:858%) % F2hti L
L+ F 3 R26mgtV+7 59 X ¥V 2 40mgh? P FH#e: (Ld
) OAREERE Lo ZOMHE, 2251383, 3%[95%15 HH
X - 65);.4, 08.2] (5 BLER /3 25 4% 3/ 2400, ¥R LR 17/24%1) T
&) D 7’:26 o

GE)HRED SN FAREWEI. F8951261(46.2%) . HFrhEk

WARETH(26.9%) « FEA6H1 (23.1%) 1L /N A 5E 661

(23.1%). #1561 (19.2%) . HIMERIEAESH] (19.2%) K5

WERR3B(11.5%) & 9 HERESHI (11.5%)  BEIR iz IRz %361

(11.5%) EINZ360(11.5%) MREFRE B (11.5%) . PAEI&S3

B (11.5%) T - 7220,

FDLFY FI FoME - HEIF280 %194 7V & L, 1H1E25mg% 21 H
BORET 5, B, RIS UEERET 5. ENERABRTE, L
FURIFEHEGEENDZETORZFIIHF LT, LFY FI FoRG5HIE
W7 & HLl RS SIS HORESE 2 4% 5 B HE T - 72,

F2) FXH A F O - 2802194 7 )v e L, 1H1140mg (755
2 5 EHEICIE20me) 1. 8. 15, 22H HIZHKR OG- 5,

17.1.2 B5E MHEHR

655 LA _E 3% i EH A WG & 72 6 R WARIEHE DO LI

IR 2 b Bk L 724 AR ER (MM-02058585%) % F2hti L

L+ B3 F25mgtV+7 5% 2 ¥ V' 2 40mgh? P #es: (Ld

%) ZREMEAT T TG LzLdBE, LAk 18 1 7 v (7238,

1A 70 28H) 5 L7-LdI8E K UV A V7 7 T ~0.25mg/ kg,

LdBE DL VEFRE B2 BT 532607148261 (90 .6%) 12 B
JH (BRI 2 & 8) e Sz, ERaIfEIE. &
BRIk A RE16961 (31.8%) . A IML125%61 (23.5%) . 1HFL119%5]
(22.4%). THIT1261(21.1%) . FEH710761(20.1%) . ML/
AAHESEHI (16.2%)  RAYVEIE L = 2 — 1 /8 F — 8561 (16.0%) -
F5T360(13.7%) « HEJI5E60H (11.3%) . Midesio7H1 (10.7%) |
FIIERIEAES6H1 (10.5%) « $EI&ES651(10.5%) TH - 720
Ld18%: DA M EHIE R BTy 54061 H1481%1 (89.1%) 12l
e (BRI R 2 50 S bz, ERBIEMNI. 4F
FRERIR A E 16551 (30.6%) « FERL12761 (23.5%) . 95712641
(23.3%). #1m118%1(21.9%) FHi84Hl(15.6%). F&81%1
(15.0%) . KWPEEE = 2 — 185 =766 (14.1%) . ML/
BHRETHHI(13.9%) T - 7227,

FED LY I FORE - AEIZ280 %194 7 )V & L, 1H1RHI25mg% 21 H [
RS T 5, B, RIS UEITRET 2. WA EIRREBRTE, L
FUFI FEEGSNLZETOBEICH LT, LY FI FORSHE
W7 & HII A S LI FUBE I3 % 3 58 B BLE T o 720

E2)FFH ALYy OME - HER28H 2194 7 v & L, 1H1H40mg (755
Rz A BHEITIE20me) 21, 8, 15, 22H HIZHIIH5-7 %,

17.1.3 B E T HEHER

PR IMEEO LR EHEEFE 2R E LB EE

ML iaRER (MM-0095885%) 2 9L, L+ U F 3 F25mghl+5

FH AT AOmg D BEIREOE NN E T A 7 Vv

40mg’t? Bl L e L7z T ORISR, L) FI F+7%4

A5 UHETIE, EELE (TTP). OSO W3 Lo FHl (2 xF

LTH, FFEH A5V U HMBEE KR THEICEEN RO

Y (AT
H AR AL D R
(CEEWRYIM : 20066 J7THT—8 A v b4+ 7)

PFS®Kaplan-Meierli #

7V K=V ¥2mg/kg. % F~<A F200mg® B FHHEED: % 124 L) R “F+‘7"*:\'— T F A b4 Vv Bl
£ 7V (72, 194 7V 420) 45 L=MPTHO3BE & 24 REEAAY HE
VL% M L7z €O, LABECTIIMPTEC AT 1 EaT A771) (17661
fifisH H T & % MR B A AL R (PFS) O B EEH D Sz, TTP
B, RIREHIIEE < 5 A4 (0S) o Hh R AT #5 5Tk, 4R MEAZE (%) 73(41.2) 120(68.2)
AFEZIERIIFEO LN TV RV, rf e fita (38) 60.1 20.1
AR O BRI (201345 H24H =45 v b4+ 7) [95% 15 HE X i ]P [41.1, 80.0] [16.1, 21.1]
Ld# Ld18#E MPT#E 2N — K e 0.285
(535%1) (541%1) (547%1) [95% 5 X ] [0.210, 0.386]
PFS pfiti (Log-rank# &) <0.001
ARV NEEER (%) 278(52.0) 348(64.3) 334(61.1) 0S
sl (7 ) 25.5 20.7 21.2 (%) 37(20.9) 60(34.1)
[95%f3 X 1> | [20.7, 29.4] | [19.4, 22.0] | [19.3, 23.2] e ffie GR) NE 103.7
NI — R lEe 0.72 [95% 5 JEIX [ 1P [NE] [82.6, NE]
[95%15 HH X [#]] [0.61, 0.85] N — R e 0.499
pfiti (Log-rank# %) 0.00006 [95%15 X 1] [0.330, 0.752]
O8) pfii (Log-rankHiE) <0.001
FECEEE (%) 173(32.3) 192(35.5) 209(38.2) a @ yefili i3 Kaplan-Meieri: 12 & 2 3t @4l
Froefiia (5 H) 55.1 53.6 48.2 b+ HHLiE D 95% AT
[95%15 HHIX ] ]P [55.1, NE] | [47.0, NE] | [44.3, NE] ¢ FFRFRY Y Y HHHO N = RIS B LS FI F+7 5425 7 VB0
AN — I 0.78 BNAR i
[95% 5 i1 1] [0.64, 0.96] NE  Not Estimable (E4+2)
pf (Log-rank#5E) 0.01685
a  irefitii3Kaplan-Meieri: (2 & % HE @i
b 1 YLD 95%E HEIX [ B 9
¢t MPTHEO N — FIZH§ 2LdEEO N — FO Lk 5
NE : Not Estimable (A1) #
il D 50
& OLFY B F+7FH A5
. &
% (%) 25
:‘t o @F FH A &V B
A @7 x4 VB
# . \%. p=0.001
a OLd® T T 1
- \Q a 10 20 30
= Coovg - @ LIS B e TTP (1)
o overm @ | 177 67 5 1
0 6 2 8 2 B ) @ | 176 15 1 1
VRS PES (H) TTP®Kaplan-Meier i
B i & 5 2. & & 9 b r & @& LFY B REF54 2 8 Y REQ R ARG 51 T,
HEE - V77116490 (92.7%) 1< HIE I (BRAHR AT 528 % 4 &) A7

bi7ze EREWEE. A ERKAMET2H (40.7%) . 95757461
(32.2%) . fERE38HI(21.5%). FiREHE345](19.2%) . ASHRIE34
B1(19.2%) M/ FES3H (18.6%) . E1M32H1 (18.1%)
THI2851(15.8%) . EL2361(13.0%) . FE952361(13.0%) . iF
TPk 022610 (12.4%) « BRELFE2260 (12.4%) . ARAI VR IE
2201 (12.4%) . FH12200(12.4%) . FUE2060 (11.3%) . BRERH
RiMiIE196 (10.7%) . HR#18%1 (10.2%) TH - 722,

HED LY I FoME - AE28H %19 4 2 v & L, 1A 1E25mg% 21
ROHEGF 20 b, RIS LBTMET 2.

E2) 7% A 4 Y Ok - R0 %1% 4 2 v £ L, 101140mg% 1~4
H. 9~12H. 17~20H RIS S5 50 ShEdd 4 2 V) ET. 5
4 7V HEWEE, 1TH1E40mgE &4 4 2 M O1~4H HISEIH5 5 2.
BB FERICIE CME RS 5.



GELBERERBIXNEE F > BHERRERE

17.1.4 BHE MR
S5 Gt R RMER R I % A1 5 4 BEEL I R I T R & R D &
L 72 45 THAH R BR (MDS-004585%) 2 20t L. AR I BREIAK L > &
DOBEBLED %GRl L 720 ZOKHE. 7T RBEOS1HH36]
(5.9%). 5mgtdEED46HIH19%] (41.3%). 10mglED414)H123

B1(56.1%) A3 M EREH MAKAE > © OBEBLIZ R E) L 720 Smg™ B,

10mg#f THR MEREMARLE 2 SBERL L 72 BB O HIFIE 7 7 R
HTodlg &L KN THEICED - 722,
FRIMER R MR A> 5386182 H LA B L 7= 3% ol &

EF B 77 2R | Smg®IHE | 10mghE
CF R S RE 1) (51%1) (46%1) (41%1)
AR ML ERER IR AT 70> & 350182 31 1961 2341
H DL R BEBE U 72 8 50(%) (5.9%) (41.3%) (56.1%)

10mg#F o> 22 4 1k FFEAME 16951 66451 (95.7%) W RIVEHT (B IR #R
TAERE 2 & 8) RO SNz 10mgh TOFELEIWER I, If
HPERIRARES2H (75.4%) « /IR A HES3H (47 .8%) & 9 FE
HE18H (26.1%)« FH#I1361 (18.8%) . fHALIBI(13.0%) . 9577
$1(10.1%) TH - 7229,
1) MDS-00458 Bt & JB 5 o 5l
- 57 et AR R B q31 R A DRMNE B (22510 5% % A 3 2 (oA g i itk
MR O I D )
< IPSSHF TR A 7 -1V A7
« AR MLERE AR AEPE AT 0 2 A 5 G112 H B (1638 /) <. AR ek L T w
BRI A56 H Ail)
© G BEE IR R O S W F ABSMH T M
 FIMIERE2,000/ 1 LUK 1 o8 - BEER P L A L o ek
13:2) 182 1 (2638) L L AR M BRif i 2 0% & 28, ANEZ 0L VRN
N—=RF 4 VEIZHARTlg/dLEL RN
13) AH O AR - EIF[THTE10mg % 21 H #0045 L2z, 7H
MRS 2, TRZIFA 27V E LTHRGEHD LT I TH S,

18. ErhIkE

18.1 1EARE
LY K3 FiE A My A AT i 2 5
VRS 2 BEREIRIE . A EEERE AT EE A ON
bo LU, a2 E B IZIRI S T 22 nsosh

18.2 In vitrosB&

18.2.1 Hli & O & % J5 15 B fh R AR bR V2O L -C B 3
xR L. TOEMETFRT 25 L O THITR L 723030,

18.2.2 b M RIMHAZEKIZBIF B2 TNF-a. IL-18. IL-6J2 T
IL-125% O RIEMET A S A A4 v EEZHEL, PURIESES A b
A VIL-100EEZRAE L 72, 72, & FTHRZICBIT AIL-2
FEAE L ONTFEN- y A % fIRE L 7230,

18.2.3 145 N B2 IR o il i R f/ N LA O TE K 2 #ifil 37 2 2 &1
X0 M A % FHE L7230,

18.2.4 S5FEFGf R R 2 K2 L T % o I A3 B A e o> B i &
P L 720 F 720 CD34Bs 1k 7% Mg o 5L i385 ms 12 s e
EZUE OB A MM L0,

18.3 In vivoitER

18.3.1 & ML Bl kMl otk (NCI-H929) % #HE L 72 HiE
BERIEARRET T ATB VT, HmARLEN 70 B B30 18
L7230,

19. FRESICET 2 E{EFEHAR
—i%E9&FE : LY F3 K (Lenalidomide)
%% : (3RS)-3-(4-Amino-1-oxo-1,3-dihydro-2H-isoindol-2-
yl)piperidine-2,6-dione
AF ¢ CisHiN3O3

SFE  259.26
fErmes
0
0
N---. NH
H K O\t SRR
NH, 0

M ORI KAR~MEROM K TH L, VAFIVAVFFY R
WZRRHEIFICC L, NON-YVAFUARVAT I FIZH
T2, Ky A% 7 =iz /7 —)v(99.5) 121
LA LT RV
B #270C
SECRE : log P=-0.7
20. RV EDEE
201 EAEHITREEHTIE KT L, KT L2 &0,
20.2 BEE. BEHHCR O - SR TIRET A 2 &,

21. &M

211 RIEG ) A 7 FWHEIW 2 e o b, WYICERT S L,

21.2 RHNOBEWSE - FH - FHEICHZ->TE [ P A
N S ST 2 @I85 2 8, 720 AFHE
DEFIZOVTIE, Ho5H U, JEEFEHEO TIRE 2T %0
e brnZ e,

21.3 KA OHG-05, BEAKI T 3BT & 5 EFRZICB VT,
Tk - RBREATAHEMOD & T AH OB H5EY) &
HWF SN BIEB DA EWNRIZ, o0 LOBREXILEORKIC
BB OGRS CHEEZ b o THMSh, XHICX2MEZ
BThOMOTHEGENDL L), &I O@IERELZ#L 5
&,

22, a3

(LFYRKIRHTEIL2.5mg[FNK])

104 7V [10% 7+t (PTP) x 1]

(LFVUKIRKATEISmg[FNK])

104 7V [10#4 7+t (PTP) x 1]
4074 7V [10% 7 (PTP) x4]

23. EEXW

1) TERMS®(#1) Fv A F#A S5 8 PLTIR)

2) Palumbo A, et al. : N Engl ] Med. 2012 : 366 : 1759-
1769.

3) McCarthy PL, et al. : N Engl J] Med. 2012 ; 366 : 1770~
1781.

4) Attal M, et al. : N Engl ] Med. 2012 : 366 : 1782-1791.

5) Dimopoulos MA, et al : Blood. 2012 ; 119 : 2764-2767.

6) Chanan-Khan A, et al. : Leukemia. 2017 ; 31 : 1240-
1243.

7) 5 1 AHBEY B RE R (CC-5013-PK-005:8%) (L 75 3 F 7
TV 20104E6 25 H KRR, HIREERM%2E2.7.6.6)

8) 45 I AHEkER (CC-5013-MM-01738%) (L7 5 I KA 7+
Vo 20104E6 3 25 HARR. WG ERM%EE2.7.6.11)

9) EME T H#ER (CC-5013-MM-017:E%) (L7 5 3 K 7
Ev 201046 A 25 H AKER. A5

10) Harada H, et al. : Int J] Hematol. 2009 ; 90 : 353-360.

11) [E P4 I AT (CC-5013-MDS-007:#8%) (L 75 3 K7 7
v 1 20104E8 H 20 H &Y. A=)

12) #ENERE - AR A I ) SR RER I B 3 % BR (Bmg)

13) £ ITHNA F 7L F8) 7 4 @k (CC-5013-PK-0095k
B) (L7953 Ko7 2010456 H25 H KR, HIGE & FH
%2.7.6.1)

14) BAKAREB (L7953 N4 71 @ 20104E6 H 25 H K7L,
G R 2E2.6.4.4)

15) Chen N, et al. : J Clin Pharmacol. 2010 ; 50 : 767-774.

16) %5 T MM BhEsAER (CC-5013-PK-0083#E#) (L 75 I K7
TV 2010456 H 25 H KRR, HIREERM%2E2.7.6.8)

17) EEATHOLFY FI FOEYHE(LTIIFHTHL
20104F6 H 25 H KGR, WIHEREMESE2.5.3.1)

18) W E) BRI OME (LT 7 I A 7L 1 201046 7
25 HIKGE, WA H)

19) 5 1 HHSEW B RE Bk (CC-5013-PK-0017#Ex) (L 75 3 F 7
TV 1 20104F6 H25 HZKGE, HIGE R 2E2.7.6.12)

20) GkERA B L CORROWE LN (LTI I FAh TR :
20104E6 H25 H KRR, HIGHE RN SE2.7.2.3)

21) - HEICOWT(L 793 A7k 20204E2H 21 H
TRiB AR

22) 5 T M3 AR EAE I FRER (CC-5013-PK-00435%) (L 77 3
KA 7Ev 1 20104E6 H25 H KRR, HEEEAMEY2.7.6.14)

23) Tida S, et al. : Int ] Hematol. 2010 ; 92 : 118-126.

24) Chen N, et al. : Cancer Chemother Pharmacol. 2014 :
73 1 1031-1039.

25) FENER ¢ AW a5 AR (2. 5mg)

26) Suzuki K, et al. : Cancer Sci. 2016 ; 107 : 653-658.

27) Benboubker L, et al. : N Engl J] Med. 2014 ; 371 : 906-
917.

28) 5 AR (CC-5013-MM-009#Ex) (L7 9 I ¥ 7k
V201046 73 25 HARFR. WIS ERMEEE2.7.6.15)

29) Fenaux P, et al. : Blood. 2011 ; 118 : 3765-3776.

30) HHREOMEL (LTS5 I FH 7 L)L @ 2010456 250 &
A R R E2.6.2)

31) Gandhi AK, et al. : Curr Cancer Drug Targets. 2010 :
10 : 155-167.

24, XBERERVEVEDESE
HA LSS EREMEHRE > 7 —
T100-0005 HEHSTACHX ALON =T H1%E1%
TEL : 0120-505-282
(TERMS®ICEI T 3 BRIV EhE %)
EARBE RN A1 TERMSHE B v 7 —
T580-0004 KBLIFFF ST PGSR 4 2T H2%10%
TEL : 0120-001-468 FAX : 072-336-5566



26. BUSHRFTEES
26.1 BGEHRSET
BARET )L —-T
BRARERIS
T580-8503 ARRAARHEAAKR 1 TH3HE 405
26.2 BRFETT

S Bk N1t

ON FREFRERAOK—THIE15

Tyjimet> AT )V —T

.- Q@ =1} a A et N
o oQEIMEAMAST o gpmmsRAL
T580-8503 APRFFAREHEAR 1 TEH3 &40 5



