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［審 議 結 果］ 

平成 27 年２月 26 日に開催された医薬品第二部会において、本品目を承認し

て差し支えないとされ、薬事・食品衛生審議会薬事分科会に報告することとさ

れた。 

本品目の再審査期間は 10 年、原体及び製剤はいずれも毒薬に該当し、生物由

来製品及び特定生物由来製品のいずれにも該当しないとされた。 

 

［承認条件］ 

１． 医薬品リスク管理計画を策定の上、適切に実施すること。 

２． 本剤の投与が、緊急時に十分対応できる医療施設において、十分な知

識・経験を有する医師のもとで、本剤の投与が適切と判断される症例の

みを対象に、あらかじめ患者又はその家族に有効性及び危険性が文書を

もって説明され、文書による同意を得てから初めて投与されるよう、厳

格かつ適正な措置を講じること。 

３． 国内での治験症例が極めて限られていることから、製造販売後、一定数

の症例に係るデータが集積されるまでの間は、全症例を対象に使用成績

調査を実施することにより、本剤使用患者の背景情報を把握するととも

に、本剤の安全性及び有効性に関するデータを早期に収集し、本剤の適

正使用に必要な措置を講じること。 

４． 安全管理方策の適切な実施（案） 

（安全管理の方策については、医薬品等安全対策部会安全対策調査会に

おいて検討を行う予定。） 

 

なお、「安全管理方策の適切な実施（案）」に関する具体的な承認条件に

ついては、部会長に一任することとされた。 
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1
1

Celgene

TNF -α
T

2
Celgene 19 20

MM CC-4047-1398/132
CC-4047-MM-001 2009 12

MM CC-
4047-MM-002 2011 3

CC-4047-MM-003
CC-4047-MM-002 EU CC-4047-MM-003

2012 4 5
2013 2 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. EU 2013 8

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, 



4

including both lenalidomide and bortezomib, and have demonstrated disease progression on the last 
therapy.

2014 11 MM 36

MM 2012 4
CC-4047-MM-004 2013 12 CC-4047-

MM-011
2014 7 CC-4047-MM-003

2014
6 26 342

2

1
1

1H- 13C-NMR X
UV/VIS

IR 1

2

QbD

 
 

3
IR

HPLC
HPLC

HPLC

4

* 新薬承認情報提供時に置換え

類縁物質 A *
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CD40 B CD69 Toll TLR9
B  

 A ConA IL-2
IL-2  

 CD3 Th1
GM-CSF IFN-γ TNF -α

IL-2 Th2 IL-4 IL-5 IL-10 IL-13
GM-CSF IFN-γ TNF-α IL-2 IL-4 IL-5

IL-13 IL-10 CD4 T Th1
Th2

T-bet GATA-3 T-bet
GATA-3  

 NHL Farage Raji Namalwa
SK-BR-3 MCF-7 HCT-116

HT-29

ADCC
IL-2 IL-12

NK ADCC  
 
3 1110-038  

MM Arp-1 U266 Norway U266 UUN ARK CAG DF-15 H929 RPMI-
8226 ANBL-6 W182 MM-1S

DF-15 H929 MM-1S
G1  

 
4 5071-180 5127-132 5239-92-5239-188 SRI-P10.0101  
 HUVEC

 
 

 
 HUVEC

 
 CD31 IHC

VEGF bFGF
 

 
5 5374-10 PD365 5196-175 5127-53 5197-130

5116-86  
 LPS PBMC

IL-12 IL-1β IL-6
MCP -1 MIP -1α TNF-α GM-CSF

G-CSF
IL-10  

 LPS PBMC COX-2 PGE2  
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6  
in vitro 

MM 5286-186 5710-048  
MM 15% t 4;14

FGFR MM
Leukemia 2009; 23: 2210-21 Nat Genet 1997; 16: 260-4 Blood 1998; 92: 3025-34

FGFR3 MM 3H-
IC50

H929
48  

 

MM  
 FGFR3 IC50 μmol/L  

H929  0.02 
RPMI-8226  1.4 

OPM-2 K650E 3.4 
LP-1 F384L 0.05 

n 1 FGFR3  
 

MM SF-ALM-0012 PD385 5286-14 5232-59-76  
AML HNT-34 HL-60 KASUMI-3 KG-1a MOLM-

13 OCI-AML3 THP-1 MDS MDS-L
HL-60 KG-1a OCI-AML3 MDS-L

 
SKBR3 ZR-75-1 MDA-MB-231 MDA-MB-468 MCF-7 BT-474

NSCLC NCI-H460 A549
MDA-MB-468 MCF-7

 
Namalwa AML KG-1 UT-7

ALL MUTZ-5
Namalwa KG-1  
 

in vivo AP3975/4416/4462/4479/4524 IMBCR-03162010  
H929 SCID

10
125mm3 0.1 0.3 1 3mg/kg 1 1 20

31
0.5% 0.25% Tween-80

p 0.001 Dunnett  
 



9 

 
 

n 7 10 
 

MM LAGκ-1A LAGκ-1B LAGλ-1
SCID 1 0.3 1 3
10mg/kg 1 1 8

0.5%
p 0.05 Student’s t  

 
7 MM 1785-4047 7596-

01 AP3975/4416/4462/4479/4524  
H929 5
H929-1051 H929-1052 H929-1053 H929-1054

 
H929 MM KMS-12-BM

3 4 1 IC50 IC50 100μmol/L

 
H929-1051 SCID 1 3mg/kg

DEX 5mg/kg
DEX 3mg/kg DEX

p 0.01 Bonferroni  
 
8 CGN-04 CLG-10 1110-028 7600-025 1200-066 UEN11162010JD

UEN07052012JD 2231-24 1270RC35.001 PD444 5572-001 5448-74  

 
CD34

 
OPM-2 H929 U266 CC-17372 M16 CC-17369

M17 CC-17368 M19 CC-12074 M10 CC-15262 M11 CC-8017 M18 CC-
4067 IC50 10μmol/L
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2  
1 CC-4047-TOX-011  

20 250 1,000 2,000mg/kg

 
 
2  

hERG CC-4047-TOX-009  
ether-a-go-go hERG HEK293

hERG 7.9μmol/L
0.8 0.4% 3 87.5μmol/L 0.9 0.3% 4  

 
1398/110-D6146 CC-4047-TOX-012  

4 2.5 10 25mg/kg 30

RR ST QRS PR QT QTc R P
T

 
4 0.2 2 10mg/kg

PR QRS QT QTc

 
 
3 CC-4047-TOX-014 1398/110-D6146  

8 250 1,000 2,000mg/kg
1

 
4 2.5 10 25mg/kg 30

1

 
 

3 7609-111 1785-4047 DM2775-49 7596-01 SALA-
151008  

DEX /DEX H929
KMS-12-BM LP-1 OPM-2 ATP

H929 LP-1 OPM-2 DEX
/DEX KMS-12-BM DEX

 
H929-1051 7-

D
DEX /DEX

 
H929 SCID /DEX

12 125mm3 0.03mg/kg
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DEX 5mg/kg 1 1 21
34 DEX /DEX 0.5%

Tween-80 p Dunnett
49% p 0.01 44.9% p 0.01 64% p 0.001 DEX

/DEX  
 

MM.1S SCID 4 6 209mm3

25mg/kg DEX 1mg/kg 1 1 5 2

/DEX  
 

 
MM

 
 

 
MM

1 2
CRBN 1 1

 
 

MM
1 3

1 6
 

MM Oncogene 2005; 
24: 6936-44

CRBN
Nat Struct Mol Biol 2014; 21: 803-9 CRBN

1 1
CRBN

 
 

 
MM

 

MM
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PK

 
 

1  
1  

2.5mg/kg 100mg/kg
CL Vd 1/10

4 Toxicol Ind Health 1997; 13: 407-84 Pharm Res 1993; 10: 
1093-5  

100mg/kg 10mg/kg
CL Vd

1/10 3 Pharm Res 1993; 10: 1093-5  
 

PK  

  
 

 
mg/kg  

n Cmax 

ng/mL  
Tmax 

h  
AUCt 

ng h/mL  
T1/2 

h  
CL 

mL/h/kg  
Vd 

mL/kg  
F 
%  

*1 
 2.5 3*2 3,185.7 0.083*3 8,703.4 6.2 285.5 2,564.2  

 100 3*2 4,896.7 4.0 45,127.6 5.5   13.0 

 
 10 4 6,930.6 0.333*3 42,083.7 6.7 239.5 2,283.3  

 100 4 3,714.2 2.0 63,110.4 25.0   15.0 
*1 PK

*2 *3 F
 

 
2  

50 250 1,000mg/kg  1 1 QD 6
R - R S -

S PK
Cmax AUCt

Cmax AUCt

P450 CYP
Mol Pharmacol 2009; 76: 215-28 Drug Metab Rev 1998; 30: 441-

98
92 AUCt

S /R 50 250 1,000mg/kg 0.47
0.43 0.45 0.55 0.57 0.57  
 

PK 6  
 
 

 
mg/kg  

Cmax ng/mL  AUCt ng h/mL  Rc* 
      

1 
50 1,457 2,043 21,710 30,260   

250 2,045 2,949 30,770 47,440   
1,000 2,887 4,078 38,490 63,050   

180 
50 1,566 3,377 21,440 40,420 0.99 1.34 

250 2,277 4,322 31,120 70,170 1.01 1.48 
1,000 3,813 6,776 42,530 98,010 1.10 1.55 

PK
3 * 180 AUCt

1 AUCt  
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0.05 0.1 1.0mg/kg QD 9

Cmax AUCt

1ng/mL
Cmax AUCt 1.0mg/kg

28
AUCt S /R 0.05 0.1 1.0mg/kg QD

0.73 0.82 1.07 0.78 0.76 0.89
 

 

PK  
 
 

 
mg/kg  

Cmax ng/mL  AUCt ng h/mL  Rc*1 
      

1 
0.05 17.77 5.725 25.32 8.275 98.46 30.84 215.1 126.0   
0.1 31.07 6.902 30.44 5.085 242.4 84.23 173.2 46.60   
1.0  277.9 46.32*2  224.2 49.34*2  2,892 709.3*2  2,653 574.9*2   

272 
0.05 15.23 3.400 16.94 4.095 132.7 80.59 169.9 88.69 1.34 0.69 0.81 0.11 
0.1 29.64 8.523 26.79 8.077 227.3 130.2 211.4 130.7 0.89 0.28 1.16 0.50 
1.0  554.5 89.77*3  751.8 513.1*4  5,640 1,840*3  6,540 6,886*4  2.19 0.51*3  2.12 1.78*4 

± n 6 *1 272 AUCt 1 AUCt *2
n 7 *3 n 4 *4 n 3  

 
3 in vitro  

MDCK 1 5
10μmol/L Papp A→B

3.68 10 6 7.12 10 6 9.74×10 6cm/sec 14C
14C 5μmol/L 14C
14C 5μmol/L Papp A→B 3.92×10 6

26.7×10 6cm/sec  
 

 
2  

1  
14C 14C 100mg/kg

 
3 12

0.42μg eq/g
Cmax

197.58
28.47 14.49 12.49 5.64 5.48μg eq/g 3

0.43 0.27

12
 

 
2  

30 100 300 1,000ng/mL
S R

S R
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S
40.3 16.8 37.8 55.2 42.2% R

35.7 40.2 31.2 17.3 15.8%
R S S

R 14C
2mg S R PK

4 1 3 S
R PK

 
 

14C 10mg/kg 14C 1mg/kg
10

0.89 1.11
48 2.15 24 1.52 72

 
 

 
3  

10 50mg/kg 2
10 50mg/kg 0.34

10 50mg/kg 0.49 0.46  
50mg/kg AUCt

0.39  
 

 
4  

5 10 100 250mg/kg QD 7 20
20 1.5 2
Cmax 50 14%  

 
 

3  
1 in vitro  

10μmol/L 3
85.0% 24.0

81.4%  
14C 0.2 10μmol/L 2 4

M11 M17 5
M12 M13 M17

2  
 

14C 1μmol/L CYP 1A2 2A6 2B6 2C8 2C9 2C19
2D6 2E1 3A4 3A5 1

M11 M16 M17 4
1 3 CYP

CYP1A2 CYP3A4 CYP2C19
CYP2D6  

 M11 CYP 2.5 5.9%



15 

CYP 5.5% M11 CYP
 

 M16 CYP  
 M17 CYP1A2 2C19 2D6 3A4 CYP

CYP M17
CYP1A2 2C19 2D6 3A4 54 11 4 30%

 
 
2 in vivo  

14C 10mg/kg
3 14C 1mg/kg 3

 
 24

81.12 95.20 85.81 93.94%
% M16 15.34%

M17 2.53% M13 1.77% M16 4.96% M13 3.75%
M17 2.96% M12 2.50% M10 1.25%  

 48
% 1.54 82.73%

1.84 79.66%
48

3.35 65.83 0.13% 3.72 71.73 0.10%

% M16 3.03
0.28% M17 1.54 1.46% M11 0.93 1.10% M13 0.39

1.43% M17 2.98 3.29%
M16 6.18

0.76% M17 2.29 2.09% M13 1.93 3.83% M11 1.53 2.33%
M16 3.00 0.38% M13 2.73 3.87%

M17 M11 M16
0.20%  

 0.25 12
49.10 81.94% M16

48
% 8.65 0.39%

48
12.85 1.60 0.46%

% M16
20.14 16.20% M17 9.52 7.45%

M10 8.06 9.91% M13 4.03 6.69% M12 1.62 3.00%
M17 21.49%

1.10%
M16 M13 M12 11.97 8.25

4.12%  
 

14C 10mg/kg 14C 1mg/kg
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48

83.46 90.49% M11 M13
M16 M17 M12

5.47 3.98 3.35 3.25 2.33% 48
% 6.08 2.80%

M11 M13 M12
M16 M17 M10 M2 16.69 13.38 10.58 6.61 5.66 2.96

2.74% M17 M11 M2 M10
4.04 0.50 0.41 0.04%

 
 

4  
1  

14C 10mg/kg
3 14C 1mg/kg 3

%  
168

9.12 87.71% 8.02 85.03%
57.47 30.53%

72
18.29 67.12 8.01% 17.06 73.27 7.44%

59.52 3.58 26.91%  

 
 

14C 10mg/kg 14C 1mg/kg
% 168

72.86 13.09%
71.56 11.63%  

 
 

3 2 in vivo
 

 
2  

14 10mg/kg 1
24 / 0.63 1.5  

 
 

5  
1  

0.1 30μmol/L CYP 1A2 2A6 2B6 2C8 2C9 2C19 2D6
2E1 3A4/5
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CYP
CYP1A2 2C9 2C19 2D6 3A4/5

 
CYP

 
 
2  

0.3 1 3μmol/L 3 CYP 1A2 2B6 2C9
2C19 3A4/5 CYP

1.3  
MM 5mg Cmax 50ng/mL 0.2μmol/L

4 2 1
CYP

 
 
3  

P-
P-gp  

 P-gp MDCK P-gp MDCK
5μmol/L P-gp efflux 

ratio P-gp 13.0 P-gp 250μmol/L
25μmol/L 1.72 1.37  

 OATP 1B1 1B3
HEK293 OATP1B1 1B3 0.25

2.5μmol/L
HEK293

 
 

MM 5mg
Cmax 50ng/mL 0.2μmol/L 4

2 1 P-
gp BCRP OAT
1 3 OCT 2 OATP1B1 1B3

 
 P-gp MDCK P-gp 3H 3H

100nmol/L 0.03 10μmol/L

P-gp Caco-2 P-gp
3H 10μmol/L 0.1 30μmol/L

 
 BCRP LLC-PK1 OCT2

S2 OATP1B1 1B3 HEK293
2 20μmol/L

BCRP 3H 10nmol/L
OCT2 14C 10μmol/L OATP1B1 1B3

3H 50nmol/L
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BCRP OCT2 OATP1B1
1B3  

 OAT1 3 S2 OAT1 3
2 20μmol/L OAT1 3

3H p- 3H p- 1μmol/L
3H 3H 50nmol/L

2μmol/L OAT1 3
20μmol/L 3H p-

3H 25.9 30.2%
 

 
6 PK  

1 in vitro 
R S 200ng/mL 0.5 24

R S t1/2 24
R S t1/2

3 4  
 
2 in vivo 

R 0.5mg/kg S 0.5mg/kg 2
R 1mg/kg S 1mg/kg R S

S S R S
R AUCinf R AUCinf % 26 32% R

R S S R AUCinf

S AUCinf % 18%  
 

R S PK  
 
 

 
 

n  
 

Cmax*1 

ng/mL  
Tmax*2 

h  
AUCinf 

ng h/mL  
T1/2 

h  
CL 

mL/h/kg  
Vss 

mL/kg  
F 

%  

 

S  3 S  698 13.6  1,230 390 4.1 14 457 147 1,140 116  
R  25.4 4.65   576 200 3.8 1.3    

R  3 S  15.3 4.17   553 162 3.3 0.7    
R  703 124  2,470 382 3.8 0.4 203 33.1  769 57.6  

 
S  3 S  910 191 1.0 0.5, 2.0  3,000 406 3.5 1.3   130 

R  132 33.2 3.0 2.0, 3.0  1,030 501 4.1 0.6    

R  3 
S  97.9 20.2 3.0 2.0, 3.0   898 293 4.4 0.8   111 
R  780 47.1 2.0 2.0, 3.0   4,120 1,020 3.9 0.7    

*1 5 *2  
 

 

PK  
 

 
 

in vivo 1%
CMC  

 
1  
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1  
CD-1 5 2,000mg/kg

2,000mg/kg  
CD-1 5 80mg/kg 20v/v%

PEG 400 20%

80mg/kg
 

 
2  

CDBR 5 2,000mg/kg

2,000mg/kg  
CDBR 1 2 0 10 25 50 80mg/kg

20v/v%PEG400 20%
80mg/kg 3/4 50mg/kg  

CDBR 5 50mg/kg
4

50mg/kg  
 

2  
1 13  

CD-1 15 0 2.5 25 250mg/kg/ 13
 

25mg/kg/ 1/30
 

25mg/kg/
 

250mg/kg/  
 
2 28  

CDBR 10 0 300 800 2,000mg/kg/
28  

 
2,000mg/kg/  

 
3 90  

CDBR 10 0 100 500 1,500mg/kg/
90  

3  
1,500mg/kg/ 8 9%

 
1,500mg/kg/  

 
4 6 1  

SD 20 0 50 250 1,000mg/kg/ 6
5 28
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50mg/kg/ 2/40 250mg/kg/ 2/40 1,000mg/kg/ 4/40

 
250mg/kg/

28
 

1,000mg/kg/  
 
5 MTD GLP  

2 100mg/kg/ 4 300mg/kg/ 3 600mg/kg/
4 1,200mg/kg/ 3

 
1,200mg/kg  

 
0 50mg/kg/ 7

300 1,200mg/kg/ 14

300mg/kg/ Hb
HCT 300mg/kg/

1,200gm/kg/
 

MTD 300mg/kg/  
 
6 28  

3 0 30 100 300mg/kg/
28 15 18

6/18 30mg/kg/ 1/6 100mg/kg/ 2/6 300mg/kg/
3/6 18

 

Hb HCT

 
18 30mg/kg/

 
 

28
 

3 0 0.2 2mg/kg/ 28
 

2mg/kg/ 1/6 26
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2mg/kg 14
21  

0.2mg/kg/  
 
7 13  

5 0 10mg/kg/ 3 0.05 0.2
2mg/kg/ 0 0.05 0.2 2 10mg/kg/

13 10mg/kg/
10mg/kg/ 5 13

10mg/kg/ 6 3 13 2
 

2mg/kg/ B CD20
NK CD3 /CD16

10mg/kg/ 5 6

B CD20 NK CD3 /CD16
T CD3 T CD3 /CD4

T CD3 /CD8 Hb HCT
ALP

13  
0.2mg/kg/  

 
8 9 8  

6 0 0.05 0.1 1mg/kg/ 39
2 8

 
1mg/kg/ 40 44 1

1
1

1mg/kg/ 1 6
139 253

/

1 AML

 
  
 AML Leukemia 

2012; 26: 422-3  
 

0.05 0.1mg/kg/
0.05mg/kg/ 2/8 0.1mg/kg/ 1/8
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1mg/kg/ ALP
γ-

GALT

8
 

0.1mg/kg/ 0.1mg/kg/
AUC0-24h 211 227ng h/mL * 0.3  

* CC-4047-MM-004 MM 4mg
10 AUC24h 713.8ng h/mL  

 
3  

TK 1 S9 mix
150μg/mL 1

300 600μg/mL 2 18.75 600μg/mL

 
 

4  

 
 

5  

 
 
1  

SD 25 0 25 250 1,000mg/kg/
14 7 28 100

25
 

25mg/kg/

 
25mg/kg/

 
 
2  

SD 22 0 25 250 1,000mg/kg/
6 17  

25mg/kg/
20 0 20
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25mg/kg/

250mg/kg/
13 1,000mg/kg/

 

1,000mg/kg/ 25mg/kg/  
 
3  

NZW 20 0 10 100 250mg/kg/ 7
19 NZW 5 180mg/kg/

 
100mg/kg/

250mg/kg/ Hb HCT
 

10mg/kg/
250mg/kg/ 100mg/kg/

1 250mg/kg/

 

10mg/kg/ 10mg/kg/ 10mg/kg/ 19
AUC24h 418ng h/mL * 0.6  

* CC-4047-MM-004 MM 4mg
10 AUC24h 713.8ng h/mL  

 
6  

1 28 30  
6 0 2mg/kg/ 28

2 30
NK 12 Keyhole limpet hemocyanin

KLH KLH IgM IgG  
2mg/kg/ 1/12 22

CD3 /CD16 NK
CD3 /CD14

 

KLH KLH IgM IgG CD20
B CD3 T CD3 /CD4 T CD3

/CD8 T CD3 /CD16 NK CD3 /CD14
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NK

CD20 B

2mg/kg/ NK
T

2
392nm 5,462

1,000

12
0.5 8.0 2 1

20
1,577

1

CRBN
Nat Struct Nol Biol 2014; 21: 803-9 CRBN

380His * 382Trp *

Nature 2014; 512: 49-53
380His

IKZF1/3
CRBN Nat 

Struct Nol Biol 2014; 21: 803-9
CRBN CRBN

*

CRBN
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1
LC/MS/MS

0.2ng/mL CC-4047-1398/132 0.25ng/mL CC-4047-CP-005 CC-
4047-CP-006 CC-4047-CP-007 CC-4047-MM-003 CC-4047-MM-004

0.4ng/mL CC-4047-MM-001 0.5ng/mL CC-4047-MM-002
20 0.5ng/mL

2 5.3.1.1.1 CC-4047-CP-005 20
28 3 4 2mg

10 2mg 3 2mg 4 2mg
BE 4 2mg

800 1,000kcal 50%
2mg PK

AUC0-t AUCinf 4/ 3 90%
CI 0.96 0.92, 1.01 Cmax

4/ 3 90%CI 0.73 0.70, 0.76 Cmax 90%CI BE 0.80
1.25 4 2mg

4 2mg
PK t1/2

CL/F Vz/F Tmax

AUC0-t AUCinf Cmax

90%CI 0.92 0.88, 0.95 0.92 0.89, 0.95 0.76 0.72, 
0.80 Cmax

Cmax Tmax

4 2mg PK

n Cmax

ng/mL
AUC0-t

ng•h/mL
AUCinf

ng•h/mL
Tmax*

h
t1/2

h
CL/F
L/h

Vz/F
L

28 22.8 17.6 262 22.3 267 22.4 3.00 2.50, 6.00 7.01 14.2 7.5 22.4 75.8 17.4
26 17.4 14.9 245 21.6 250 21.3 6.00 4.00, 8.00 7.4 13.7 7.99 21.3 85.3 16.2

% *

3 5.3.1.2.1 CC-4047-CP-007 20
72 3

4mg 1 2mg 2 BE
3mg 1 2mg 1 1mg 1

BE
AUC0-t AUCinf Cmax 4mg 1

/2mg 2 90%CI 1.05 1.01, 1.08 1.05 1.01, 1.08
1.04 0.99, 1.09 AUC0-t AUCinf Cmax 90%CI BE

0.80 1.25
AUC0-t AUCinf Cmax 3mg 1

/2mg 1 1mg 1 90%CI 1.03
1.00, 1.06 1.03 1.00, 1.06 1.03 0.99, 1.07 AUC0-t AUCinf
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Cmax 90%CI BE 0.80 1.25  
3 4mg 1 2mg

2 3mg 1 2mg 1 1mg
1  

 
4 PK pH  

pH 1.2 4.5 6.8 15.04 14.64
13.15μg/mL pH 0.1mol/L pH4.5 6.8

pH
 

pH
pH PK  

 
 

 
PK

3 4 2mg
2

PK  
PK

CC-4047-CP-011
 

28 3 4mg
800 1,000kcal 50% 4mg PK

3
4mg PK

t1/2 CL/F Vz/F
Tmax

AUC0-t AUCinf Cmax 90%CI
0.92 0.90, 0.94 0.92 0.90, 0.94 0.73 0.69, 0.78  

 

3 4mg PK  
 
 

n Cmax 
ng/mL  

AUC0-t 
ng•h/mL  

AUCinf 
ng•h/mL  

Tmax* 
h  

t1/2 
h  

CL/F 
L/h  

Vz/F 
L  

 27 73.4 19.5  734 22.1  744 22.1  2.02 0.5, 6.0  7.29 15.2  5.38 22.1  56.5 16.7  
 25 53.8 17.2  667 20.9  675 20.9  5.98 3.0, 6.0  7.01 14.0  5.92 20.9  59.9 15.9  

% *  
 

CC-4047-CP-005
2 AUC

Cmax

Cmax

6
Cmax

CC-4047-MM-003
CC-4047-MM-011 MM
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MM PK
DEX

1
1 5.3.3.1.1 CC-4047-1398/132 19

30 20 10 PK
1 5 10 25 50mg

AUC0-t AUCinf

Cmax Cmax

t1/2 CL/F
48 Fe 3%

CLR 10 50mg
5mg CLR 5mg

25
50mg 48 10mg 24 5mg

16

PK

mg
n Cmax

ng/mL
AUC0-t

ng•h/mL
AUCinf

ng•h/mL
Tmax*

h
t1/2

h
CL/F

mL/min
Vz/F

L
Fe
%

CLR

mL/min

1 4 11.2
18.1

118
17.7

122
17.3

3.00
0.50, 4.00

8.65
14.6

137
17.3

102
21.8

5 4 51.8
12.2

516
21.3

529
21.5

2.50
1.50, 3.00

10.1
14.2

158
21.5

138
29.9

1.37
30.8

6.66
12.2

10 4 80.8
11.3

911
13.5

930
14.0

3.25
2.00, 6.00

8.17
33.7

179
14.0

127
32.0

2.41
22.1

13.3
13.3

25 4 176
19.7

2,647
20.6

2,778
21.1

3.25
2.00, 6.00

10.8
23.7

150
21.1

140
31.9

2.66
30.2

12.3
33.0

50 4 288
30.9

4,730
30.4

5,001
31.5

6.00
3.00, 8.00

9.69
42.9

167
31.5

140
50.5

2.84
23.4

14.4
17.8

% *

2 5.3.3.1.2 CC-4047-CP-006 2011 9 11
33 24 9 PK

0.5 1 2mg 1 1
QD 2mg

1
4 4

5
0.5 1mg 36 2mg 48

0.25ng/mL 1 5
Cmax AUCinf 1 5
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Cmax AUC0-24 3
CL/F Vz/F

4 4 16.4ng/mL
5 4 24.5ng/mL

67%

PK

mg
n Cmax

ng/mL
AUC0-24

ng•h/mL
AUC0-t

ng•h/mL
AUCinf

ng•h/mL
Tmax*

h
t1/2

h
CL/F

mL/min
Vz/F

L

0.5
1

8

6.73
17.8

58.6
24.5

1.75
1.00, 3.00

5 7.69
20.8

66.5
24.0

68.8
28.2

73.7
27.7

2.00
1.00, 4.00

6.96
22.2

113
27.6

68.1
12.7

1
1

8

13.1
18.0

95.0
35.4

1.76
1.00, 3.00

5 13.6
18.2

103
39.4

106
46.7

110
45.3

1.50
1.50, 3.10

5.67
34.2

152
45.3

74.3
14.2

2
1

8

28.5
18.6

232
24.5

2.25
1.50, 4.00

5 30.6
26.2

242
25.0

254
28.0

259
26.7

2.25
1.50, 4.00

6.33
16.5

129
26.8

70.5
16.0

% *

3 5.3.3.1.3 CC-4047-CP-004 20
8

14C 2
2mg

S R
S R

48 74.88 111.5%

S Cmax AUC0-t 52 49%
R Cmax AUC0-t 49 50%

S R 1 1
AUC0-t 69.6%

M2 3-
M11 M12 M13 M17

M16 M17
AUC0-t 10%

72
96 72.1 15.3%

2.17%
72 M11 M12 M13

23.3 17.1 12.4% 96
7.72% M10 M11 M17 M18

2.78%
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S R PK

n Cmax

ng/mL
AUC0-t

ng•h/mL
AUCinf

ng•h/mL
Tmax*5

h
t1/2

h
CL/F

mL/min
Vz/F

L

8 12.95
3.93

136.65
67.23

189.05
51.81*6

3.00
2.00, 6.00

8.90
3.40*6

9.85
2.72*6

116.49
14.13*6

S 8 6.78
1.99

66.88
34.08

84.27
28.77*6

3.00
1.00, 6.00

8.21
3.34*6

22.84
9.02*6

247.53
73.41*6

R 8 6.36
2.08

67.68
33.84

116.61
11.55*7

3.00
2.50, 6.00

12.01
1.75*7

15.82
3.27*7

268.74
16.68*7

8 15.14
2.68*1

224.75
98.95*3

260.20
101.99*3

2.50
1.00, 4.00

10.21
1.93

7.96
2.43

112.69
26.20

8 12.10
2.19*2

188.58
88.23*4

225.09
94.14*4

3.25
1.00, 4.00

11.21
2.52

*1 ngEq/mL *2 ngEq/g *3 ngEq h/mL *4 ngEq h/g *5
*6 n 4 *7 n 3

2
1 5.3.3.2.1 5.3.3.2.2 CC-4047-MM-001 20 20

MM 45 PK 28 PK
1 2 1

1 2 5 10mg QD 2 1 2 5 10mg 2
1 QOD
1 2 5mg

1 AUC0-τ AUC0-t AUCinf

Cmax 1 2mg QD
1 28 Cmax AUC0-τ

5mg QD 1
28 Cmax AUC0-τ

28 PK
t1/2
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PK  

  
 

n  
 

Cmax 

ng/mL  
AUC0-τ 

ng•h/mL  
AUCinf 

ng•h/mL  
Tmax*1 

h  
t1/2 

h  
CL/F 

mL/min  
Vz/F 

L  

 
1 

1mg 
QD 

6 1 14.6 
25.8  

132 
21.0  

149 
25.3  

2.75 
0.750, 8.00  

6.76 
46.5  

112 
25.3  

65.3 
38.9  

5 28 22.2 
34.2  

256*3 
42.4   

3.00 
2.00, 6.00  

6.45*2 
5.23  

65.1*3 
42.4  

42.4*2 
28.6  

2mg 
QD 

8 1 24.5 
34.6  

205 
39.3  

232 
43.3  

2.50 
0.750, 4.00  

7.21 
18.1  

144 
43.3  

89.7 
36.4  

7 28 31.9 
40.6  

306*4 
55.4   

2.92 
0.500, 4.00  

7.87*4 
25.2  

109*4 
55.4  

74.2*4 
28.9  

5mg 
QD 

6 1 45.2 
20.9  

493 
39.3  

598 
51.4  

2.50 
2.00, 6.00  

7.95 
45.5  

139 
51.4  

95.9 
22.5  

3 28 48.1 
95.1  

502 
93.2   

4.00 
3.00, 8.00  

6.99 
64.0  

166 
93.2  

101 
24.0  

10mg 
QD 

3 1 95.0 
11.1  

849 
22.5  

1009 
24.3  

1.50 
0.750, 2.50  

6.79 
7.12  

165 
24.3  

97.1 
23.3  

0 28        

 
2 

5mg 
QOD 

4 1 45.8*2 
52.8  

470*2 
93.0  

590*2 
126  

3.00*2 
1.50, 8.17  

8.92*2 
34.8  

141*2 
126  

109*2 
70.9  

4 28 62.9*2 
62.1  

662*2 
123   

2.50*2 
1.58, 4.00  

8.43*2 
58.4  

126*2 
123  

91.8*2 
44.7  

% *1 *2 n 3 *3 n 4 *4 n 6  
 
2 5.3.5.2.3 CC-4047-MM-002 2008 6

2011 4 1  
MM 259 PK 14
DEX /DEX

DEX 28 1
4mg 1 21

QD DEX DEX 1 40mg 75
1 20mg 1 8 15 22

1 1 8  
DEX 1 8

Cmax AUC0-t 1 8 Cmax AUC0-t

DEX DEX
PK  

 

DEX PK 1 1 8  

 n  
 

Cmax 

ng/mL  
Tmax*1 

h  
AUC0-t 

ng•h/mL  

 
7 1 64.6 39.2  2.00 1.00, 4.00  314 43.9  
5 8 78.8 27.7  2.00 1.00, 3.00  411 28.2  

DEX *2 
7 1 62.4 28.1  2.00 1.00, 3.00  300 39.9  
7 8 73.2 35.3  3.00 2.00, 6.00  382 55.5  

% *1 *2 1 DEX 20mg  
 
3 5.3.5.1.1 CC-4047-MM-003 2011 3

2013 3 1  
MM 455 /DEX DEX DEX

/DEX 28 1 4mg 1 21 QD
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DEX 1 40mg 75 1 20mg
1 8 15 22 1 1 8 15 22

2  
8 15 22 14.56 12.48

10.03ng/mL 2 Tmax

1 44.28ng/mL 8 47.37ng/mL 15 51.03ng/mL
 

 
4 5.3.5.2.2 CC-4047-MM-004 2012 4

2013 11 19  
MM 12 PK 12 PK

DEX
2 1

7 0.5mg
1 28 2 4mg 1 2

3 21 QD  
1 8 Cmax AUC24 AUCinf

1 10 Cmax AUC24

t1/2 CL/F Vz/F  
 

PK  
 

mg  
 
 

n Cmax 

ng/mL  
AUC24 

ng•h/mL  
AUCinf 

ng•h/mL  
Tmax*1 

h  
t1/2 

h  
CL/F 
L/h  

Vz/F 
L  

0.5 1 6 9.1 
18.8  

84.9 
14.9  

92.6 
14.6  

2.0 
0.9, 4.0  

6.4 
12.4  

5.4 
14.6  

50 
18.5  

2 
1 

6 

35.6
15.9  

364.4 
20.3  

411.0 
26.4  

3.0 
2.0. 6.0  

6.9 
20.7  

4.9 
26.4  

48.2 
15.9  

10*2 37.6 
20.9  

411.5 
17.7  

463.6 
19.4  

3.0 
1.0, 4.0  

7.3 
8.8  

4.9 
17.7  

45.6 
15.4  

4 
1 

6 

70.2 
49.7  

685.7 
43.1  

750.1 
44.8  

3.0 
1.0, 5.8  

6.0
21.1  

5.3
44.8  

46 
37.4  

10*2 71.2 
40.6  

713.8 
40.1  

764.3 
40.8  

4.0 
2.0, 4.0  

5.5 
24.4  

5.6 
40.1  

41.6 
42.0  

% *1 *2 8 1 2  
 

3 5.3.3.1.4
CC-4047-CP-008 2012 9 11  

32 PK 32 PK
CYP3A4 P-gp CYP1A2
CYP3A4

1 2 1
4mg

200mg 200mg
50mg 1 7 1 2 5 4mg

2 4mg
100mg 1

2 3 1 1 1 2 200mg 4 11 1
2 10 4mg

 
1 Cmax
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AUCinf 90%CI 1.07 1.01, 1.14 1.19 1.10, 1.28

Cmax AUCinf 90%CI 1.21 1.14, 1.30 2.46 2.26, 
2.67

t1/2 6.07 6.77 12.37

AUCinf 2.5 t1/2 2  
2 Cmax

AUCinf 90%CI 0.75 0.68, 0.83 0.80 0.73, 0.87
t1/2

6.05 5.85 Cmax

AUCinf

 
 

4 QT/QTc 5.3.4.1.1 CC-4047-CP-010
2013 10 12  

72
Fridericia QT QTcF

4 20mg 400mg
 

4 20mg QTcF
90%CI

10msec 2
4 QTcF

90%CI 5msec 4 20mg QTcF
3 450msec QTcF

30msec
QTcF  

QTcF
 

 
5 PPK  

CC-4047-CP-006 CC-4047-CP-007
MM CC-4047-MM-001 CC-4047-MM-

005 CC-4047-MM-002 CC-4047-
MM-003 PK 236 3,909 1

2- NONMEM Ver.7.2
PK PPK CL/F V2/F

AST
ALP CLcr

 
 CL/F V2/F

CL/F
44.1 42.77% V2/F

22.3 18.9% CL/F
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V2/F
 

 MM 79 61
CL/F 8.52 7.78L/h V2/F 58.3 69.9L V3/F
8.45 71.5L 1.0

3.75L/h MM CL/F V2/F
V3/F

MM MM V3/F
MM

 
 

6  
MM CC-4047-MM-002
CC-4047-MM-003 4mg

Cmax AUC24

Cmax AUC24 PPK 5 PPK
 

 
1  

Cmax AUC24

IMWG
VGPR 3 SD 37 PD 9 PR 13

NE 2 *7 Cmax 51.4 41.6
47.5 48.5 47.2 49ng/mL AUC24 574.1 602 510.5 517.3
615 450.7 ng•h/mL Cmax AUC24 IMWG

 
* M

 
 

Cmax AUC24 M
1 2 3 1 2 β2-

 
 
2  

Cmax AUC24 1 28
1

71 1 19 Cmax

44.8 50.7ng/mL AUC24 537.5
646.1ng•h/mL Cmax AUC24

1 65
25 Cmax 43.0 54.9ng/mL

AUC24 520 673.9ng•h/mL
Cmax AUC24 1

 
Cmax AUC24
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1 PK  

PK  
MM DEX * PK

CC-4047-MM-008 CLcr
60mL/min PK

CC-4047-MM-004 2 4
PK PK

4mg QD AUC24

PK CC-4047-MM-008 CC-
4047-MM-004 CC-4047-MM-002

PK DEX
2 2 PK

 
* 1 28 4mg 1 21 QD

DEX 1 40mg 75 1 20mg 1 8 15 22
1 DEX 2 8 15 22

 
 

PK  

   
 

n Cmax 

ng/mL  
AUC24 

ng•h/mL  
Tmax*1 

h  
T1/2 

h  
CL/F 

mL/min  
Vz/F 

L  

 CC-4047-MM-004 1 6 70.2 
49.7  

685.7 
43.1  

3.0 
1.0, 5.8  

6.0 
21.1  

88.3 
44.8  

46 
37.4  

 CC-4047-MM-008 1 8 59.4 
41.3  

638.1 
43.0  

2 
1, 3.9  

7.3 
27.5  

90.0 
49.6  

56.9 
33.0  

 CC-4047-MM-004 10*2 6 71.2 
40.6  

713.8 
40.1  

4.0 
2.0, 4.0  

5.5 
24.4  

93.3 
40.1  

41.6 
42.0  

 CC-4047-MM-008 21 7 79.3 
25.1  

997.9 
27.4  

3 
1, 4  

8.7 
11.5  

66.67 
27.4  

50.6 
24.6  

% *1 *2 8 1 2  
 

PPK PK
5 PPK

PK  
 

 
 

2 PK  
PK  

PK  
 2.17%

1 3
 

 PPK CLcr 100.4 20.8, 188.2 mL/min PK
 

 
CLcr 60mL/min MM CLcr 30mL/min

MM DEX
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PK CC-
4047-MM-008  
 

 
CC-4047-CP-004

1 3
CLcr 45mL/min

PK

CC-4047-MM-008
 

 
3 PK  

PK  
PPK AST PK

5 PPK
PK

 
CC-4047-CP-009

 
 

 
CC-4047-CP-004

1 3
3

PK
PK

CC-4047-CP-009
 

 
4  

CYP3A4 CYP1A2 CYP3A4 PK
 

 
Cmax AUCinf 21 146%

3
CYP3A4 CYP1A2

 
 Cmax AUCinf

7 19% 25
20% 3

PK Cmax AUCinf

CYP3A4
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Cmax AUCinf

CYP1A2
PK CYP1A2

CC-4047-CP-012
2014 4  

 
CC-4047-CP-012

 
 

 
 

1 1
8 1 1

1 1
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CC-4047- 
MM-004  MM 

12 2 4mg QD DEX
28 1 21  

 
 

PK 
CC-4047-
MM-011  MM 36 4mg QD DEX 28

1 21  
 
 

 

CC-4047-
CP-005   28 2mg  

 
PK 

 

CC-4047-
CP-007   72 

4mg 1 2mg 2  
3mg 1 2mg 1  

1mg 1  

PK 
 

CC-4047-
1398/132   30 1 5 10 25 50mg

 

PK 
PD 

 
CC-4047-
CP-006   33 0 5 1 2mg QD 5  

PK 
 

CC-4047-
CP-004   8 14C - 2mg  

PK 
 

CC-4047-
CP-008   32 4mg QD

 
PK 

 
CC-4047-
CP-010   72 4 20mg  

 
PK 

 

CC-4047-
MM-001  MM 45 1 2 5 10mg 4

 

 
 

PK 

CC-4047- 
MM-002  MM 

38 2 3 4 5mg QD 28
1 21  

 
 

PK 
119 
107 
112 

 
4mg QD 28 1 21

 
4mg QD DEX 1 40mg* 1 8 15 22

28 1 21
 

CC-4047- 
MM-003  MM 

450 
300 
150 

4mg QD DEX 1 40mg* 1 8 15 22
28 1 21

 
DEX 1 40mg* 28 1 4 9
12 17 20  

 
 

PK 

 

 
IFM 2009-

02  MM 
84 

43 
41 

4mg QD DEX 1 40mg 1 8 15 22
28 1 21

 
4mg QD DEX 1 40mg 1 8 15 22

28 1 28
 

 
 

 

CC-4047-
MF-002   

250 
167 
83 

0.5mg QD  
QD  

 
 

PK 

MM QD 1 1 DEX * 75 1 20mg 
 

 

PK
 

 
 

1  
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1 7 7
1 5.3.1.1.1 CC-4047-CP-005 20
2 5.3.1.2.1 CC-4047-CP-007 20
3 5.3.3.1.1 CC-4047-1398/132 19
4 5.3.3.1.2 CC-4047-CP-006 2011 9 11
5 5.3.3.1.3 CC-4047-CP-004 20
6 5.3.3.1.4 CC-4047-CP-008 2012 9 11
7 5.3.4.1.1 CC-4047-CP-010 2013 10 12

2
1 5.3.5.2.2 CC-4047-MM-004 2012 4

2013 11 19
* MM 12

7
* MM PD

DEX
7 0.5mg

1 28 2 4mg 1
2 3 21 QD

1 28 2mg 4mg QD 1 21
DEX 1 40mg 75 1 20mg

1 8 15 22
12

1 DLT
DLT 2mg 7 Grade 4 1

4mg DLT MM
4mg

30

2 5.3.5.2.1 CC-4047-MM-011 2013 12
20

MM 37
14

1 28 4mg QD 1 21
DEX 1 40mg 75 1 20mg 1 8

15 22
36

1 1
36

IMWG Leukemia 2006; 20: 1467-73
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36 20
%

*1

sCR 0
CR 1 2.8

VGPR 0
PR 8 22.2
SD 22 61.1
PD 5 13.9
NE *2 0

sCR CR VGPR PR 95%CI % 9*3 25.0 10.9, 39.1*4

*1 IMWG
 sCR CR FLC

 CR
5%

 VGPR M
M 90% M 100mg/24

 PR M 50% 24 M 90% 200mg/24
M FLC

50% M FLC
30% M

50%
50%

 SD sCR CR VGPR PR PD
 PD 25%

M 0.5g/dL M 200mg/24
M FLC

10mg/dL 10%

11.5mg/dL 2.65mmol/L
 sCR CR VGPR PR 2

*2 M
6 1

*3 4
*4 2 4

28 3/36
1

3
1 5.3.3.2.2 CC-4047-MM-001/CDC-407-00-001 20 20

MM DLT
1

1 mg 2 mg 5 mg 10mg QD 1 2 1
2 4

45 1 24 2 21
1 DLT 1mg 1/6 Grade 3

2mg 2/9 Grade 4 5mg 1/6 Grade 
4 10mg 2/3 Grade 4

QD MTD 2mg
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2 DLT 1mg 0/4 2mg 1/4 Grade 3
5mg 1/10 Grade 3 10mg 3/3 Grade 3

1 Grade 4 2
2 1 MTD 5mg  

30  
 
2 5.3.3.2.3 5.3.5.2.3 CC-4047-MM-002 2008 6

2011 4 1  
MM 60 192

18  
1 28 2 3 4 5 6 8 10

12mg QD 1 21 1
PD M 50%

1 8 15 22 DEX 40mg  
38 ITT

DLT 2mg 1/6 Grade 3 3mg 1/8 Grade 4
4mg 2/14 Grade 4 5mg 4/10

Grade 4 MTD 4mg 1 28
1 21  

1 28 4mg QD
1 21 /DEX 4mg QD 1

21 DEX 1 40mg 75 1 20mg
1 8 15 22  

221 /DEX 113 108
ITT 219 /DEX 112

107  
European Group for Blood and Marrow Transplant

EBMT Br J Haematol 1998; 102: 1115-23
PFS  

PFS 2011 4 1
/DEX PFS  

 

PFS ITT 2011 4 1  
 /DEX   

 113 108 
 27 23.9%  27 25.0%  

 86 76.1%  81 75.0%  
95%CI  16.6 14.1, 21.1  10.7 8.3, 16.1  

*1 95%CI  0.73 0.54, 0.99  
p *2 0.037 

*1 Cox *2 log-rank  
 

30 3/38
7.9% 3mg 1/8 12.5% 4mg 2/14 14.3%

3mg 1 4mg
1 30

32/219 14.6% /DEX 16/112 14.3%
16/107 15.0% /DEX 8

8 /DEX 2
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1 3
2 1

/DEX 1
2 1

 
 
3 5.3.5.1.1 CC-4047-MM-003 2011 3

2013 3 1  
MM 426

DEX
93  

1 28 /DEX 4mg QD
1 21 DEX 1 40mg 75 1 20mg

1 8 15 22 DEX DEX 40mg
75 20mg QD 1 4 9 12 17 20

 
455 /DEX 302 DEX 153 ITT

DEX 450 /DEX 300
DEX 150  

IMWG PFS
PFS 2012 9 7

DEX /DEX  
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PFS ITT 2012 9 7  
 /DEX  DEX  

 302 153 
 138 45.7%   50 32.7%  
 164 54.3%  103 67.3%  

95%CI  15.7 13.0, 20.1  8.0 7.0, 9.0  
*1 95%CI  0.45 0.35, 0.59  

p *2 0.001 
*1 Cox

*2 log-rank Cox
0.05 

 

 
PFS Kaplan-Meier ITT 2012 9 7  

 
30 65/450 14.4%

/DEX 44/300 14.7% DEX 21/150
14.0% /DEX 17

3 2

1 DEX 6
5 3 2

1 /DEX 3

1  
 

 
1  

5.3.5.2.4 IFM 2009-02 2009 1
2011 3 1  

MM 84 /DEX
22  
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1 28 1 21 21
4mg QD 1 21 DEX 1 40mg 1 8 15 22

1 28 28 4mg 
QD 1 28 DEX 1 40mg 1 8 15 22

 
84 21 43 28 41 ITT

 
IMWG 95%CI 21

34.9% 21.0, 50.9 15/43 28 34.1% 20.1, 50.6 14/41  
30 21

21 11/43 25.6% 28 10/41 24.4% 21
2

1 28 2
1

28 1
 

 
2  

5.3.5.4.1 CC-4047-MF-002 2010 9 2013 1  
140 70 210

PK
72  

0.5mg QD QD  
252 168 84 ITT

250 167
83 28

17/167 10.2% 10/83 12.0%
3 3 2

1
2 1

1
1  

 
 

1  

MM CC-4047-MM-003
MM-003  

MM
CC-4047-MM-011 MM-011

 
 

2  
MM

 
 
1  
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MM-003 DEX
 

MM-003
MM DEX

 
 National Comprehensive Cancer Network NCCN Clinical Practice Guidelines 

in Oncology. Multiple Myeloma version 3, 2010 MM
DEX DEX

DEX
DEX

 
 Wintrobe’s Clinical Hematology 12th Edition Lippincott Williams & Wilkins, 2009, USA

MM DEX 25%
 

 Cecil Medicine 23th Edition Saunders Elsevier, 2008, USA DEX
MM

40mg QD 1 4 9 12 17 20
 

 
MM-003 NCCN MM

DEX
DEX MM

MM-003
MM

MM-003
DEX  

 
 

 
2  

MM-003 PFS
 

MM-003 MM

MM PFS OS
Leukemia 2006; 

20: 1467-73 MM MM-003
PFS  
 

MM OS
PFS OS  

 
3  

MM-003 IMWG PFS
DEX
3 3 OS

*1 Kaplan-Meier
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OS *2 /DEX DEX
OS 147/302 48.7% 86/153 56.2% OS

95%CI 54.0 45.3, 66.4 34.9 29.9, 39.1 2013
3 1  

*1 PFS PFS 50%
OS 106

OS Lan and 
DeMets O’Brien-Fleming α 0.0031  

*2 212  
 

 
OS ITT 2012 9 7  

 /DEX  DEX  
 302 153 

 226 74.8%  95 62.1%  
  76 25.2%  58 37.9%  

95%CI  NE 48.1, NE  34.0 23.4, 39.9  
*1 95%CI  0.53 0.37, 0.74  

p *2 0.001 
NE *1 Cox *2 log-rank  

 

 
OS Kaplan-Meier ITT 2012 9 7  

 
MM-003

 
 MM-003 PFS DEX

/DEX  
 OS 2012 9 7 DEX

/DEX OS  
 
4  
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MM-011 10% 25%
10% 80% 33
10% 37 MM-011 20

24
MM-003

/DEX 71/302 23.5%
8.1 4.0 48.0 MM-011

4
24

MM-011 IMWG
25.0% 9/36 20

2 2
4

MM-011 9 25.0%
20

MM-011 95%CI 25%
10.8%, 39.1% p 0.0027 Wald

10% MM
MM

MM-011 MM
MM-011 PFS

3

1
MM MM-003 CC-

4047-MM-002 MM-002 CC-4047-MM-004
MM-004 MM-011
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%  
MM-003  MM-002  

MM-004
 

MM-011
 /DEX

 DEX  /DEX
  

300  150  112  107  12  36  
 297 99.0  149 99.3  112 100  106 99.1  12 100  33 91.7  

Grade 3  259 86.3  127 84.7  90 88.4  90 84.1  11 91.7  28 77.8  
 44 14.7  22 14.7  20 17.9  21 19.6  0 3 8.3  

 183 61.0  80 53.3  69 61.6  50 46.7  5 41.7  11 30.6  
 31 10.3  16 10.7  9 8.0  11 10.3  0 3 8.3  

 206 68.7  73 48.7  74 66.1  51 47.7  7 58.3  12 33.3  
 113 37.7  47 31.3  44 39.3  27 25.2  5 41.7  14 38.9  

 
 

MM MM-003 MM-002
MM-004 MM-011

/DEX 412 /DEX MM-004
1 48 5%

58 14.1% 13
27.1% 30 7.3% 13 27.1% 207
50.2% 37 77.1% 115 27.9% 25 52.1%
1 0.2% 3 6.3% 14 3.4% 8 16.7%
70 17.0% 13 27.1% 0 6 12.5%

29 7.0% 6 12.5% 11 2.7%
4 8.3% 17 4.1% 6 12.5% 11

2.7% 4 8.3% 16 3.9% 5 10.4% 14
3.4% 6 12.5% 0 3 6.3% 6 1.5% 4
8.3% 8 1.9% 4 8.3% 41 10.0% 9 18.8%

2 0.5% 5 10.4% 3% Grade 3
121 29.4% 17 35.4% 188 45.6%

30 62.5% 19 4.6% 9 18.8% 38
9.2% 6 12.5% 87 21.1% 13 27.1%

0 2 4.2% 0 2 4.2% 3 0.7%
3 6.3% 13 3.2% 3 6.3% 6

1.5% 4 8.3% 2 0.5% 2 4.2% 3%
12 2.9% 4 8.3% 0 2 4.2%

 
MM-004 2
3 2 Grade 3 1

1
 

MM-011
3 2

Grade 3 Grade 5 1 Grade 4 1 Grade 
3

1
1
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MM MM-003 MM-002
MM-011 MM-004

/DEX

MM-011 MM-004

 
 
2 /DEX  

/DEX  
MM-003 DEX 150 /DEX 300

5% /DEX DEX
154 51.3% 30 20.0% 60 20.0% 15 10.0%

38 12.7% 8 5.3% 101 33.7% 40 26.7%
52 17.3% 17 11.3% 48 16.0% 11 7.3%

65 21.7% 22 14.7% 46 15.3% 11 7.3% 59
19.7% 22 14.7% 38 12.7% 11 7.3% 23 7.7%

1 0.7% 28 9.3% 0 25 8.3% 1
0.7% 24 8.0% 4 2.7% 3%

Grade 3 145 48.3% 23 15.3%
28 9.3% 0 27 9.0% 5 3.3%

38 12.7% 12 8.0% 14 4.7% 1 0.7%
3% 39 13.0% 13 8.7% 23

7.7% 7 4.7% 17 5.7% 0  
 

 
MM-003 /DEX DEX

183/300 61.0% 80/150 53.3% 206/300
68.7% 73/150 48.7% /DEX

/DEX DEX Grade 3
2

 
 

MM-003 MM-002 /DEX MM-
004 MM-011

 
 
3  

 
MedDRA SMQ

HLT  
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5%  

 

%  
MM-003  MM-002  MM-004  MM-011  

/DEX  /DEX    
300  112  12  36  

 156 52.0  44 39.3   7 58.3  16 44.4  
 154 51.3  53 47.3  12 100  25 69.4  
  89 29.7  26 23.2   8 66.7  17 47.2  
  38 12.7  20 17.9   7 58.3   6 16.7  

 28 9.3  2 1.8  0 1 2.8  
 13 4.3  17 15.2   6 50.0   7 19.4  

 15 5.0  8 7.1  0 0 
  8 2.7  8 7.1  0 0 

MedDRA MM-003 v14.0 MM-002 v14.0 MM-004
v14.1 MM-011 v16.1  

 
MM-003 /DEX 236/300 78.7% Grade 

3 215/300 71.7% 185/300
61.7% Grade 3 168/300 56.0%
36/300 12.0% 26/300 8.7%

4/300 1.3% 3/300
1.0%

113/300 37.7% 97/300 32.3%
 

MM-002 /DEX 85/112 75.9% Grade 
3 63/112 56.3% 77/112

68.8% Grade 3 58/112 51.8%
6/112 5.4% 3/112 2.7%

1/112 0.9%
18/112 16.1%

16/112 14.3%  
MM-004 12/12 100% Grade 3 10/12
83.3%

3/12 25.0%  
MM-011 30/36 83.3% Grade 3 27/36
75.0% 29/36 80.6%

Grade 3 26/36 72.2% 5/36 13.9%
1/36

2.8%
8/36 22.2%  

 
 

MedDRA SMQ  
MM-003 /DEX 3/300 1.0%

1
MM-002 /DEX 2/112 1.8%

1 MM-
004 MM-011  

MM-003 /DEX 67/300 22.3% Grade 3
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12/300 4.0% 7/300 2.3%
Grade 3 1/300 0.3%

11/300 3.7%
1/300 0.3%

2/300 0.7%
1 0.3% 1

 
MM-002 /DEX 30/112 26.8% Grade 3

6/112 5.4% 9/112 8.0%
Grade 3 1/112 0.9 %

2/112 1.8%

2/112 1.8%  
MM-004 3/12 25.0% Grade 2

1/12 8.3%
 

MM-011 10/36 27.8% Grade 3 2/36
5.6% 1 2.8%

3/36 8.3%
1 2.8% Grade 2

2/36 5.6%
1 2.8%

 
 

MM-003 MM-011
5

 
MM-003 /DEX

59/277 21.3%
8/23 34.8% * MM-002 /DEX 28/108 25.9%

2/4 50.0% MM-004 3/12 25.0% 0 MM-
011 10/36 27.8% 0

 
* 1

 
 

MM-003 /DEX
27/67 40.3%

40/67 59.7% Grade 3 7/12 58.3% 5/12 41.7%
MM-003
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6 3
 

 
4  

MedDRA SMQ  
MM-003 /DEX MM-002 /DEX MM-004 MM-011

 
MM-003 /DEX 66/300 22.0%

Grade 3 8/300 2.7%
32/300 10.7% Grade 3 5/300

1.7% 2 0.7%
1 0.3%

7/300 2.3%
 

MM-002 /DEX 29/112 25.9%
Grade 3 4/112 3.6%

10/112 8.9% Grade 2
1/112 0.9%

2/112 1.8% 1
 

MM-004 5/12 41.7% Grade 
2 2/12 16.7%

1/12 8.3%
 

MM-011 4/36 11.1% Grade 
2

 
 

 

 
 
5  

MedDRA SMQ
 

MM-003 /DEX 1/300 0.3%
MM-002

/DEX MM-004 MM-011
 

MM-003 /DEX
5/300 1.7% 6/300 2.0% 12/300
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4.0% Grade 3 3/300 1.0% 0 5/300 1.7%
3/300 1.0% 4/300

1.3% 10/300 3.3% Grade 3 1/300 0.3% 0
4/300 1.3% Grade 3

2 1
3/300 1.0% 1/300 0.3% 6/300 2.0%

1 1 3 2

2/300 0.7% 2/300 0.7% 6/300 2.0%
2/300 0.7% 2/300 0.7% 5/300 1.7%

 
MM-002 /DEX 0 0 3/112 2.7%

3
2

1/112 0.9% 1
 

MM-004 MM-011  
 

MM-003 MM-011

/DEX
 

MM
Mayor Clin Proc 

2005; 80: 1568-74 MM-003 MM-011
MM-003 /DEX

278/300 92.7% 10%
170/300 56.7% 47/300

15.7% acetylsalicylate lysine 35/300 11.7% 22/300
7.3%

 
MM-011

33/36 91.7% 4/36 11.1%
1/36 2.8%  

 
 

/DEX

MM-003 MM-011 /DEX

 
 
6  
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MedDRA SOC
 

MM-003 /DEX 11/300 3.7%
3 1.0% 2 0.7%

1 0.3%
3

1 MM-002 /DEX
3/112 2.7% 2 1.8% 1

0.9% 1 MM-004
MM-011 1/36 2.8%

 
MM-003 /DEX 203/300 67.7% Grade 3

91/300 30.3% 72/300
24.0% Grade 3 40/300 13.3%

97/300 32.3% 41/300 13.7%
39/300 13.0% 19/300

6.3% 6/300
2.0% 2/300 0.7%

68/300 22.7% 34/300 11.3%
 

MM-002 /DEX 80/112 71.4% Grade 3
43/112 38.4% 25/112

22.3% Grade 3 12/112 10.7%
38/112 33.9% 9/112 8.0%

21/112 18.8% 6/112
5.4% 1/112
0.9%

34/112 30.4% 8/112 7.1%
 

MM-004 10/12 83.3% Grade 3 4/12
33.3% 6/12 50.0%

Grade 3 3/12 25.0% 3/12 25.0%
2 16.7% 1 8.3%

1
4/12 33.3% 3/12

25.0%  
MM-011 13/36 36.1% Grade 3 3/36
8.3% 7/36 19.4%

Grade 3 2/36 5.6% 3/36 8.3%
3 8.3% 1 2.8%

2 1/36 2.8%
1/36

2.8%  
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7  

MedDRA SMQ  
MM-003 /DEX 3/300 1.0%

1 0.3% 1
MM-002 /DEX MM-004 MM-

011  
MM-003 /DEX 51/300 17.0% Grade 3

17/300 5.7% 9/300
3.0% Grade 3 3/300 1.0%

1 0.3% 14/300 4.7%
4 1.3% 2 0.7%

1 0.3%
1

7/300 2.3% 4/300 1.3%
 

MM-002 /DEX 20/112 17.9% Grade 3
7/112 6.3% 2/112 1.8%

Grade 3 1/112 0.9% QT
4/112 3.6% 3

2.7% QT 1 0.9% QT 1
1/112 0.9%

3/112 2.7%
1/112 0.9%  

MM-004 3/12 25.0% Grade 2
1/12 8.3%

1/12
8.3%  
MM-011 2/36 5.6% Grade 3 1/36 2.8%

 
 

 

 
 
8  

MedDRA SMQ  
MM-002 /DEX 1/112

0.9% MM-003
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/DEX MM-004 MM-011  
MM-003 /DEX 6/300 2.0% 2/300
0.7% 1/300 0.3% 1/300 0.3% 2/300
0.7% Grade 3 3/300 1.0% 1/300 0.3%

0 1/300 0.3% 2/300 0.7% Grade 3
3 1 1 1

 
MM-002 /DEX 4/112 3.6%

Grade 3 3/112 2.7% Grade 3 2/3
 

MM-004 MM-011 1
 

 
 

 
 
9  

MedDRA SMQ  
MM-003 /DEX 3/300 1.0%

MM-002 /DEX MM-004
MM-011  

MM-003 /DEX 48/300 16.0% Grade 
3 24/300 8.0% 6/300

2.0% Grade 3 4/300 1.3%
3 1.0% 1 0.3%

22/300 7.3% 11
3.7% 8 2.7% 4 1.3% 1

0.3% 3 1
3/300 1.0% 2/300 0.7%

13/300
4.3% 3/300 1.0%  
MM-002 /DEX 21/112 18.8%
Grade 3 9/112 8.0%

8/112 7.1%
2/112 1.8%

4/112 3.6%
 

MM-004 3/12 25.0% Grade 2
2/12 16.7%

 
MM-011 2/36 5.6% Grade 3 1/36
2.8%

1/36 2.8%  
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10
MedDRA PT MM-

004 MM-011

* Grade
MM-003 /DEX 57 431 2
MM-002 65 56 3

66 2
IFM 2009-02 /DEX 42 87 2

* 1

11
MedDRA PT

/DEX MM-002
1 Grade 3

12

3
5

20
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8  
 

 

MedDRA PT

 
MM-003 /DEX MM-002 MM-011

Grade 3
2 MM-003 2 18 MM-003 10 MM-002 8

4 MM-003 3 MM-002 1
1 MM-003

MM-004 1 Grade 2
 

 

 

 

%  
MM-003  

/DEX  MM-002 * MM-011  

300  257  36  

Grade 
Grade 3 

 Grade 
Grade 3 

 Grade 
Grade 3 

 
 4 1.3   1 0.3  7 2.7  0 2 5.6  0 

 5 1.7   3 1.0  0 0 0 0 
 13 4.3   8 2.7  19 7.4  4 1.6  0 0 

 101 33.7  16 5.3  87 33.9  17 6.6  2 5.6  0 
 37 12.3   4 1.3  27 10.5  1 0.4  1 2.8  0 
 11 3.7   1 0.3  1 0.4  0 1 2.8  0 

 1 0.3   1 0.3  0 0 0 0 
MedDRA MM-003 v14.0 MM-002 v14.0 MM-004 v14.1 MM-

011 v16.1 *  
 

 

Grade 3

 
 

 
 

MM MM-003
MM-002 5 /DEX 4 DEX 1

8 /DEX 2 6 MM-004
MM-011  

 

  



59 

 

     *    Grade 

MM-003 /DEX 59   60     3 
  78   105     2 
     136     2 
     165     2 
     186     2 
  67   182     3 
  84   58     5 

MM-002  75   14     1 
     163     1 
  76   92      
  73   104     1 
  53   71     1 
  65   67     3 
  68   42     1 
 /DEX 67   126     1 
  67   312     4 

* 1  
 

 

 
 

4  

MM /DEX  
 

 
 NCCN Multiple Myeloma Clinical Practice Guidelines in Oncology version 2, 2015

MM /DEX
2

60
 

 National Cancer Institute Physician Data Query NCI-PDQ 2014 6 24

26 63%

 
 

 
 Wintrobe’s Clinical Hematology, Thirteenth Edition Lippincott Williams & Wilkins, 2013, 

USA J Clin Oncol 2009; 27:5008-14 2 3
MM 2mg DEX

 
 1 2012 MM-001

MM
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2 3

/DEX
MM

 
 

5  

 
 

 
2 4

MM
MM-003 MM-011

MM

 
 

 
 

6  

1 1 4mg 21
7 1

 
 

 
 Grade 3 4

Grade 2 1mg
1mg
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 25,000/μL  50,000/μL
1mg  

1mg
 

 500/μL
1,000/μL

1 38.3
1 38

 

1,000/μL
1mg  

G-CSF
 

1mg
 

 
1  

 
MM-001 1 2 5 10mg QD 4

1 4 2 MTD
MTD 2 5mg MM-002

1 28 1 21 MTD
MTD 4mg MM-002 1

28 1 21 4mg QD
/DEX

/DEX
MM-003 DEX /DEX

1 28 1 21 4mg QD
DEX

/DEX MM-
004 1 28 1 21

2mg QD 4mg QD 2mg 4mg
DLT 1/6 Grade 4 0

MM 4mg QD 1
28 DEX 1 21 4mg QD

MM-011 MM
MM-003 MM-

011  
 

DEX
 

DEX
Ann Oncol 2001; 12: 991-5 Blood 2000; 96: 2943-50 J Clin Oncol 

2003; 21: 16-9 DEX
MM-003 MM-011 DEX

1 28 DEX 1 40mg 
1 8 15 22

75 DEX 1 20mg  
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2 3

MM 1 28 DEX
1 21 4mg QD

MM-003 MM-011 DEX

 
 

2  
DEX

 
DEX

DEX MTD
CC-4047-MM-005 2012 3

 
 

 
DEX

DEX

 
 
3  

 

MM-002

 
MM-002 MM-003 MM-011

MM-002
500/μL 1mg

MM-003 MM-011 1,000/μL
MM-003

MM-002 MM-002

MM-002
500/μL 1mg

 
 

 
MM-003 MM-011

MM-002
MM-003 MM-011
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7  
MM

MM-003

 

MM 3,000
400 1

400 MM-003
95% 1

 
MM-003 PFS 15.7

5 6
6

7
6 24  

 
 

MM

 

 
 

8  

RevMate
 

RevMate

RevMate
RevMate
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3 12

 

 
 

 

 
 

1 CC-4047-MM-004  
1 2mg 6/6 100% 2 4mg 6/6 100%

20%  
 

20%  

 
 

MedDRA/J ver. 14.1  

%  
1 2mg * 2 4mg  

6  6  
Grade Grade 3  Grade Grade 3  

 6 100  5 83.3  6 100  6 100  
     

  4 66.7  1 16.7  3 50.0  2 33.3  
  4 66.7  2 33.3  3 50.0  0 
  3 50.0  2 33.3  3 50.0  1 16.7  
  6 100  4 66.7  6 100  4 66.7  
  4 66.7  2 33.3  4 66.7  0 

     
  3 50.0  0 0 0 

     
  2 33.3  0 2 33.3  0 
  3 50.0  0 1 16.7  0 
  2 33.3  0 0 0 

     
  3 50.0  0 0 0 
  3 50.0  0 4 66.7  0 

     
  2 33.3  1 16.7  1 16.7  0 

     
  2 33.3  0 1 16.7  0 
  1 16.7  1 16.7  2 33.3  2 33.3  
  1 16.7  0 3 50.0  0 

     
  0 0 2 33.3  0 
 C-  2 33.3  0 0 0 

     
  2 33.3  1 16.7  1 16.7  0 
  0 0 2 33.3  1 16.7  
  1 16.7  0 2 33.3  0 
  2 33.3  1 16.7  0 0 
  2 33.3  1 16.7  0 0 
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MedDRA/J ver. 14.1  

%  
1 2mg * 2 4mg  

6  6  
Grade Grade 3  Grade Grade 3  

     
  2 33.3  0 0 0 
  3 50.0  0 0 0 
  2 33.3  0 0 0 

     
  2 33.3  0 0 0 
  2 33.3  1 16.7  1 16.7  1 16.7  

     
  3 50.0  0 0 0 
  2 33.3  0 0 0 

* 0.5mg  
 

1 2mg 3/6 50.0% 2 4mg 2/6
33.3% 1 2mg

1 16.7% 2 4mg
1 16.7% 1 2mg 1 2 4mg

1  
 

 
2 CC-4047-MM-011  

33/36 91.7%
32/36 88.9% 10%

 
 

10%  

 
 

MedDRA/J ver. 16.1  

%  
 

36  
Grade Grade 3  

 33 91.7  28 77.8  
   

  16 44.4  14 38.9  
   6 16.7   4 11.1  
   7 19.4   6 16.7  
  25 69.4  22 61.1  
  17 47.2  11 30.6  

   
   7 19.4  2 5.6  
   7 19.4  0 
   7 19.4  0 

   
   5 13.9  0 
   6 16.7  0 
   9 25.0  0 

   
   4 11.1  3 8.3  

   
   5 13.9  3 8.3  

   
   4 11.1  0 
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MedDRA/J ver. 16.1  

%  
 

36  
Grade Grade 3  

   
   6 16.7  0 

   
   4 11.1  0 
   4 11.1  1 2.8  

   
   6 16.7  0 

 
11/36 30.6%

4 11.1% 3 8.3% 2 5.6%

1 2.8% 2
1  

3/36 8.3%
1 2.8%

 
 

3 CC-4047-CP-005  
11/28 39.3%

6/28 21.4%  
10%  

1/28 3.6%
1 3.6%

 
 

4 CC-4047-CP-007  
A 4mg 1 3/36 8.3% B 2mg 2

5/35 14.3% C 3mg 1 3/35 8.6% D 2mg
1 1mg 1 2/35 5.7%

A 3/36 8.3% B 4/35 11.4% C
2/35 5.7% D 1/35 2.9%  

10%  
B 1/35 2.9%

1 2.9%  
D 1/35 2.9%

1 2.9%
 

 
5 CC-4047-1398/132  

1mg 0/4 0% 5mg 2/4 50.0% 10mg 1/4 25.0%
25mg 2/4 50.0% 50mg 4/4 100% 3/10 30.0%

5mg 1/4 25.0% 50mg
3/4 75.0%  

2 50mg 2 50.0%
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6 CC-4047-CP-006  
0.5mg 3/8 37.5% 1mg 0/8 0% 2mg 1/8 12.5%

2/9 22.2%
 

2 0.5mg 2 25.0%
 

 
 

7 CC-4047-CP-004  
3/8 37.5%

 
2 2 25.0%

 
 

 
8 CC-4047-CP-008  

Part 1 A 9/16 56.3% Part 1 B
9/16 56.3% Part 1 C /

10/16 62.5% Part 2 D 5/16 31.3% Part 
2 E 4/16 25.0%

A 2/16 12.5% B 2/16 12.5% C
2/16 12.5% D 1/16 6.3% E 0/16 0%  

20% C 6 37.5% 5 31.3%
4 25.0%  

 
C 3/16 18.8%

2 12.5%
1 6.3%

 
 

9 CC-4047-CP-010  
4mg 1/70 1.4% 20mg 7/68 10.3%

9/67 13.4% 1/67 1.5%
20mg 4/68 5.9%

8/67 11.9% 4mg
 

10%  
20mg 1/68 1.5%

1 1.5%
 

 
10 CC-4047-MM-001  

1 1  
1mg 6/6 100% 2mg 8/9 88.9% 5mg 6/6 100%

10mg 3/3 100%
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1mg 4/6 66.7% 2mg 7/9 77.8% 5mg 4/6 66.7% 10mg
3/3 100%  

40% 2mg 4 44.4% 5mg
5 83.3% 10mg 2 66.7%

Grade 3  
1mg 1/6 16.7% 2mg 3/9 33.3% 5mg 2/6

33.3% 10mg 2/3 66.7% 1mg
1 16.7% 2mg 2 22.2%

1 11.1% 5mg 2 33.3% 10mg
2 66.7% 1mg 1 2mg

2 5mg 2 10mg 2
 

1mg 1/6 16.7% 2mg 2/9 22.2%
5mg 3/6 50.0% 10mg 3/3 100%

1mg 1 16.7% 2mg
2 22.2% 5mg 3 50.0% 10mg

3 100%  
 
2 2  

1mg 4/4 100% 2mg 4/4 100% 5mg 8/10 80.0%
10mg 3/3 100%
1mg 2/4 50.0% 2mg 2/4 50.0% 5mg 8/10 80.0% 10mg

3/3 100%  
40%  

 

40%  

 
 

MedDRA/J ver. 14.0  

%  
1mg  2mg  5mg  10mg  

4  4  10  3  
 

Grade 
Grade 3 

 
 

Grade 
Grade 3 

 
 

Grade 
Grade 3 

 
 

Grade 
Grade 3 

 
 4 100  3 75.0  4 100  2 50.0  8 80.0  3 30.0  3 100  3 100  

         
  1 25.0  1 25.0  2 50.0  2 50.0  1 10.0  1 10.0  3 100  3 100  
  2 50.0  2 50.0  0 0 0 0 1 33.3  1 33.3  

         
  0 0 0 0 0 0 2 66.7  0 

        
  0 0 0 0 1 10.0  1 10.0  2 66.7  0 
  1 25.0  0 2 50.0  0 0 0 0 0 

         
  0 0 2 50.0  0 0 0 0 0 

         
  0 0 0 0 5 50.0  0 1 33.3  1 33.3  

 
1mg 1/4 25.0% 10mg 3/3 100%

1mg 1 25.0% 10mg
3 100% 10mg 3

 
1mg 1/4 25.0% 2mg 1/4 25.0%

10mg 3/3 100%
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1mg 1 25.0% 2mg 1
25.0% 10mg 3 100% 10mg

3  
 

11 CC-4047-MM-002  
1  

2mg 6/6 100% 3mg 8/8 100% 4mg 14/14 100%
5mg 10/10 100%
2mg 4/6 66.7% 3mg 6/8 75.0% 4mg 13/14 92.9% 5mg

10/10 100%  
30%  

 

30%  

 
 

MedDRA/J ver. 14.0  

%  
2mg  3mg  4mg  5mg  

6  8  14  10  
 

Grade 
Grade 3

 
 

Grade 
Grade 3

 
 

Grade 
Grade 3

 
 

Grade 
Grade 3

 
 6 100  5 83.3  8 100  6 75.0  14 100  12 85.7  10 100  9 90.0  

         
  5 83.3  4 66.7  4 50.0  2 25.0  5 35.7  2 14.3  3 30.0  0 
  1 16.7  1 16.7  5 62.5  4 50.0  8 57.1  7 50.0  9 90.0  8 80.0  
  2 33.3  2 33.3  3 37.5  2 25.0  2 14.3  1 7.1  3 30.0  2 20.0  

         
  0 0 1 12.5  0 2 14.3  0 3 30.0  0 

         
  2 33.3  0 1 12.5  0 2 14.3  0 4 40.0  0 
  1 16.7  0 1 12.5  0 2 14.3  1 7.1  4 40.0  1 10.0  
  2 33.3  0 1 12.5  0 3 21.4  0 5 50.0  0 

        
  3 50.0  0 2 25.0  0 2 14.3  1 7.1  0 0 
  4 66.7  2 33.3  5 62.5  1 12.5  9 64.3  2 14.3  7 70.0  1 10.0  
  0 0 2 25.0  1 12.5  2 14.3  0 3 30.0  0 
  2 33.3  0 1 12.5  0 1 7.1  0 2 20.0  0 
  2 33.3  0 2 25.0  0 3 21.4  0 3 30.0  0 

         
  0 0 2 25.0  0 5 35.7  0 2 20.0  0 

         
  1 16.7  0 2 25.0  0 3 21.4  0 3 30.0  0 
  2 33.3  0 1 12.5  1 12.5  2 14.3  0 0 0 

        
  3 50.0  1 16.7  0 0 3 21.4  0 2 20.0  1 10.0  
  2 33.3  0 1 12.5  0 6 42.9  0 2 20.0  0 
  0 0 1 12.5  0 0 0 3 30.0  0 
  1 16.7  1 16.7  0 0 1 7.1  0 3 30.0  0 

        
  1 16.7  0 0 0 7 50.0  0 2 20.0  0 
  3 50.0  0 6 75.0  0 2 14.3  0 3 30.0  0 
  2 33.3  0 1 12.5  0 1 7.1  0 0 0 

 
2mg 3/6 50.0% 3mg 4/8 50.0% 4mg 8/14

57.1% 5mg 4/10 40.0% 2mg
1 16.7% 3mg

2 25.0%
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1 12.5% 4mg 2 14.3% H1N1

1 7.1% 5mg RS
1 10.0% 3mg

1 4mg
1 5mg 1

 
2mg 1/6 16.7% 3mg 1/8 12.5%

4mg 5/14 35.7%
2mg 1 16.7% 3mg 1 12.5% 4mg

1 7.1%
 

 
2  

/DEX 112/112 100% 107/107 100%
/DEX

100/112 89.3% 95/107 88.8%
10%  

 

10%  

 
 

MedDRA/J ver. 14.0  

%  
/DEX   

112  DEX  DEX   
107  61  107  

Grade 
Grade 3 

 Grade 
Grade 3 

 Grade 
Grade 3 

 Grade 
Grade 3 

 
 112 100  101 90.2  106 99.1  92 86.0  57 93.4  43 70.5  107 100  98 91.6  

         
 44 39.3  23 20.5  36 33.6  18 16.8  11 18.0  8 13.1  41 38.3  24 22.4  

 20 17.9  11 9.8  11 10.3  5 4.7  2 3.3  1 1.6  12 11.2  6 5.6  
 17 15.2  8 7.1  4 3.7  2 1.9  0 0 4 3.7  2 1.9  

 53 47.3  43 38.4  54 50.5  48 44.9  18 29.5  12 19.7  56 52.3  50 46.7  
 26 23.2  21 18.8  25 23.4  22 20.6  7 11.5  5 8.2  27 25.2  24 22.4  

         
 39 34.8  3 2.7  29 27.1  1 0.9  11 18.0  1 1.6  38 35.5  2 1.9  
 37 33.0  2 1.8  22 20.6  0 18 29.5  1 1.6  36 33.6  1 0.9  
 25 22.3  3 2.7  29 27.1  4 3.7  11 18.0  1 1.6  38 35.5  5 4.7  
 15 13.4  0 10 9.3  1 0.9  5 8.2  2 3.3  15 14.0  3 2.8  

        
 22 19.6  3 2.7  11 10.3  1 0.9  5 8.2  0 15 14.0  1 0.9  

 12 10.7  0 9 8.4  0 2 3.3  0 10 9.3  0 
 62 55.4  11 9.8  47 43.9  8 7.5  11 18.0  3 4.9  54 50.5  11 10.3  

 18 16.1  0 18 16.8  0 8 13.1  0 25 23.4  0 
 34 30.4  2 1.8  16 15.0  2 1.9  6 9.8  1 1.6  20 18.7  3 2.8  

         
 27 24.1  22 19.6  14 13.1  10 9.3  10 16.4  7 11.5  23 21.5  16 15.0  

 23 20.5  1 0.9  17 15.9  0 10 16.4  0 27 25.2  0 
 18 16.1  9 8.0  7 6.5  2 1.9  2 3.3  0 8 7.5  2 1.9  

         
  12 10.7  3 2.7  13 12.1  5 4.7  6 9.8  2 3.3  16 15.0  6 5.6  

 9 8.0  0 9 8.4  0 6 9.8  0 15 14.0  0 
 12 10.7  0 0 0 1 1.6  0 1 0.9  0 
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MedDRA/J ver. 14.0  

%  
/DEX   

112  DEX  DEX   
107  61  107  

Grade 
Grade 3 

 Grade 
Grade 3 

 Grade 
Grade 3 

 Grade 
Grade 3 

 
         

 20 17.9  0 15 14.0  1 0.9  8 13.1  0 23 21.5  1 0.9  
 13 11.6  1 0.9  20 18.7  8 7.5  4 6.6  3 4.9  22 20.6  10 9.3  

 17 15.2  3 2.7  10 9.3  1 0.9  4 6.6  2 3.3  13 12.1  3 2.8  
 13 11.6  1 0.9  5 4.7  0 2 3.3  0 6 5.6  0 

 12 10.7  2 1.8  6 5.6  2 1.9  5 8.2  1 1.6  11 10.3  3 2.8  
 14 12.5  5 4.5  7 6.5  3 2.8  4 6.6  2 3.3  11 10.3  5 4.7  

        
 17 15.2  1 0.9  14 13.1  3 2.8  3 4.9  2 3.3  17 15.9  5 4.7  
 34 30.4  10 8.9  27 25.2  9 8.4  11 18.0  6 9.8  34 31.8  13 12.1  

 5 4.5  1 0.9  8 7.5  1 0.9  6 9.8  1 1.6  13 12.1  2 1.9  
 21 18.8  1 0.9  17 15.9  3 2.8  7 11.5  0 20 18.7  3 2.8  

 13 11.6  4 3.6  8 7.5  4 3.7  5 8.2  2 3.3  13 12.1  6 5.6  
 22 19.6  0 17 15.9  3 2.8  8 13.1  0 23 21.5  3 2.8  

 17 15.2  2 1.8  8 7.5  1 0.9  4 6.6  1 1.6  12 11.2  2 1.9  
 16 14.3  2 1.8  4 3.7  0 1 1.6  0 5 4.7  0 

         
 19 17.0  1 0.9  17 15.9  1 0.9  4 6.6  1 1.6  21 19.6  2 1.9  

 9 8.0  1 0.9  12 11.2  0 2 3.3  0 14 13.1  0 
  8 7.1  0 11 10.3  0 0 0 11 10.3  0 

 14 12.5  0 7 6.5  0 3 4.9  0 10 9.3  0 
         

 8 7.1  0 9 8.4  0 3 4.9  0 12 11.2  0 
 15 13.4  3 2.7  6 5.6  1 0.9  5 8.2  3 4.9  11 10.3  4 3.7  

 16 14.3  0 0 0 7 11.5  0 7 6.5  0 
         

 8 7.1  5 4.5  8 7.5  6 5.6  4 6.6  2 3.3  12 11.2  8 7.5  
        

 23 20.5  0 14 13.1  0 4 6.6  0 15 14.0  0 
 37 33.0  14 12.5  24 22.4  4 3.7  8 13.1  3 4.9  28 26.2  7 6.5  

 17 15.2  1 0.9  9 8.4  0 4 6.6  0 12 11.2  0 
 12 10.7  0 12 11.2  2 1.9  4 6.6  0 16 15.0  2 1.9  

         
 12 10.7  0 9 8.4  0 1 1.6  0 10 9.3  0 

 18 16.1  0 4 3.7  0 2 3.3  0 6 5.6  0 
 14 12.5  0 3 2.8  0 2 3.3  0 5 4.7  0 

 8 7.1  0 14 13.1  0 1 1.6  0 15 14.0  0 
 18 16.1  1 0.9  22 20.6  0 2 3.3  0 23 21.5  0 

 
/DEX 69/112 61.6% 72/107 67.3%

2 /DEX 21 18.8%
8 7.1% 7 6.3% 6 5.4%

5 4.5% 3 2.7% RS

2 1.8% 15 14.0%
10 9.3% 7 6.5% 6 5.6%

5 4.7% 4 3.7% 3 2.8%
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2 1.9%
/DEX 7 2 RS

1 7 2

1  
/DEX 9/112 8.0%

13/107 12.1%
/DEX

QT 1 0.9%
2 1.9%

γ-
1 0.9%

/DEX QT 1
1

 
 

12 CC-4047-MM-003  
/DEX 297/300 99.0% DEX 149/150

99.3% DEX
/DEX 269/300 89.7% DEX 115/150 76.7%

/DEX DEX 10%
 

 

/DEX DEX 10%  

 
 

MedDRA/J ver. 14.0  

%  
/DEX  DEX  

300     
150  9  150  

Grade 
Grade 3 

 Grade 
Grade 3 

 Grade 
Grade 3 

 Grade 
Grade 3 

 
 297 99.0  261 87.0  149 99.3  127 84.7  7 77.8  1 11.1  149 99.3  127 84.7  

        
  156 52.0  98 32.7  77 51.3  58 38.7  1 11.1  0 78 52.0  58 38.7  
  38 12.7  27  9.0  8  5.3  5  3.3  0 0 8  5.3  5  3.3  
  154 51.3  145 48.3  30 20.0  23 15.3  1 11.1  1 11.1  31 20.7  24 16.0  
  89 29.7  66 22.0  44 29.3  39 26.0  0 0 44 29.3  39 26.0  

         
  65 21.7  7  2.3  22 14.7  0 0 0 22 14.7  0 
  66 22.0  3  1.0  28 18.7  2  1.3  0 0 28 18.7  2  1.3  
  45 15.0  3  1.0  16 10.7  2  1.3  1 11.1  0 17 11.3  2  1.3  

       
  50 16.7  11 3.7  27 18.0  10  6.7  1 11.1  0 28 18.7  10  6.7  
  101 33.7  16 5.3  40 26.7  9  6.0  1 11.1  0 41 27.3  9  6.0  
  35 11.7  31 10.3  16 10.7  14  9.3  0 0 16 10.7  14  9.3  
  52 17.3  4  1.3  17 11.3  3  2.0  0 0 17 11.3  3  2.0  
  80 26.7  9  3.0  35 23.3  7  4.7  0 0 35 23.3  7  4.7  

         
  30 10.0  4  1.3  8  5.3  0 0 0 8  5.3  0 
  45 15.0  38 12.7  16 10.7  12  8.0  0 0 16 10.7  12  8.0  
  48 16.0  5  1.7  11  7.3  1  0.7  1 11.1  0 11  7.3  1  0.7  
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MedDRA/J ver. 14.0  

%  
/DEX  DEX  

300     
150  9  150  

Grade 
Grade 3 

 Grade 
Grade 3 

 Grade 
Grade 3 

 Grade 
Grade 3 

 
         

  38 12.7  3  1.0  11  7.3  2  1.3  1 11.1  0 12  8.0  2  1.3  
  21  7.0  13  4.3  16 10.7  7  4.7  0 0 16 10.7  7  4.7  

        
  59 19.7  15  5.0  24 16.0  6  4.0  0 0 24 16.0  6  4.0  
  54 18.0  22  7.3  20 13.3  7  4.7  0 0 21 14.0  7  4.7  
  46 15.3  1  0.3  11  7.3  1  0.7  0 0 11  7.3  1  0.7  
  9  3.0  2  0.7  19 12.7  5  3.3  1 11.1  0 20 13.3  5  3.3  

         
  37 12.3  4  1.3  14  9.3  2  1.3  0 0 14  9.3  2  1.3  

         
  32 10.7  3  1.0  32 21.3  5  3.3  0 0 32 21.3  5  3.3  

        
  60 20.0  2  0.7  15 10.0  1  0.7  0 0 15 10.0  1  0.7  
  59 19.7  15  5.0  22 14.7  7  4.7  0 0 22 14.7  7  4.7  
  28  9.3  3  1.0  15 10.0  3  2.0  1 11.1  0 16 10.7  3  2.0  

 
/DEX 183/300 61.0% DEX 80/150 53.3%

2 /DEX 39 13.0%
26 8.7% 23 7.7% 17 5.7%
13 4.3% 11 3.7% 10 3.3%

9 3.0% 8 2.7% 7
2.3% 6 2.0%

5 1.7%
4 1.3%

3 1.0%

2 0.7% DEX
13 8.7% 12 8.0% 7

4.7% 6 4.0% 5 3.3%
4 2.7% 3 2.0%

2 1.3%
/DEX 19 14 10

8 6 5 3

2

1
 

/DEX 24/300 8.0%
3

1.0% 2 0.7%
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1 0.3% 2

1  
 

13 IMF 2009-02  
21 43/43 100% 28 41/41 100%

21 42/43 97.7% 28 37/41
90.2% 10%

 
 

10%  

 
 

MedDRA/J ver. 13.0  

%  
21  28  
43  41  

Grade Grade 3  Grade Grade 3  
 43 100  40 93.0  41 100  34 82.9  

     
  19 44.2  14 32.6  20 48.8  13 31.7  
  29 67.4  27 62.8  24 58.5  23 56.1  
  17 39.5  12 27.9  11 26.8  10 24.4  

     
   9 20.9  0 11 26.8  0 
   9 20.9  0  8 19.5  2 4.9  
  11 25.6  0 4 9.8  0 

     
  20 46.5   6 14.0  20 48.8  2 4.9  
   5 11.6  0  9 22.0  1 2.4  

  5 11.6  2 4.7   5 12.2  2 4.9  
  11 25.6  1 2.3   8 19.5  0 

     
  12 27.9  2 4.7  12 29.3  2 4.9  
   5 11.6  0 3 7.3  0 
   9 20.9   5 11.6   9 22.0   5 12.2  

     
  4 9.3  2 4.7   5 12.2  2 4.9  

     
   5 11.6  1 2.3  10 24.4  1 2.4  
  13 30.2   6 14.0   7 17.1  3 7.3  
   8 18.6  1 2.3  15 36.6  2 4.9  

   
   6 14.0  0 2 4.9  0 

     
   7 16.3  0 3 7.3  0 
  3 7.0  0  8 19.5  1 2.4  

     
   5 11.6  0  6 14.6  0 

     
   9 20.9   5 11.6  7 17.1  3 7.3  

     
  4 9.3  1 2.3  5 12.2  0 
   5 11.6  4 9.3  7 17.1  1 2.4  
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MedDRA/J ver. 13.0  

%  
21  28  
43  41  

Grade Grade 3  Grade Grade 3  
  4 9.3  0 5 12.2  0 

 
21 32/43 74.4% 28 30/41 73.2%

2 21 10 23.3%
4 9.3% 3 7.0%

2 4.7% 28 7 17.1% 3 7.3%
2 4.9% 21

5 1 28 4 2
 

21 14/43 32.6% 28 13/41
31.7% 2 21

3 7.0% 2 4.7%
28 4 9.8% 3 7.3% 2 4.9%

28 2  
 

14 CC-4047-MF-002  
163/167 97.6% 80/83 96.4%

89/167 53.3%
32/83 38.6% 10%

 
 

10%  

 
 

MedDRA/J ver. 15.1  

%  
  

167  83  
Grade Grade 3  Grade Grade 3  

 163 97.6  94 56.3  80 96.4  45 54.2  
     

  26 15.6  24 14.4  5 6.0  5 6.0  
  22 13.2  21 12.6  12 14.5   9 10.8  

     
  17 10.2  0 10 12.0  0 
  23 13.8  0  9 10.8  0 
  32 19.2  0 18 21.7  3 3.6  
  18 10.8  1 0.6  16 19.3  2 2.4  

     
  22 13.2  6 3.6  8 9.6  1 1.2  
  33 19.8  6 3.6  16 19.3  2 2.4  
  53 31.7  5 3.0  14 16.9  0 
  32 19.2  1 0.6  12 14.5  1 1.2  

     
  18 10.8  2 1.2  7 8.4  0 

     
  17 10.2  0 12 14.5  1 1.2  

     
  23 13.8  1 0.6   9 10.8  0 
  27 16.2  5 3.0   9 10.8  1 1.2  
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72/167 43.1% 28/83 33.7%
2 9 5.4%

7 4.2% 6 3.6% 5 3.0% 4
2.4% 3 1.8%

2 1.2%
3 3.6% 2 2.4%

2
1

 1
 

46/167 27.5% 14/83
16.9% 2

6 3.6% 3 1.8%
2 1.2% 4 4.8%

5 1 1
 

 
 

1  
2  

 
2 GCP  

2  
 

 

TNF -α T
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2

27 2 16

1mg 2mg 3mg
4mg

26 7 25

20 12 25 20 8

1
1 4 2

MM
CC-4047-MM-003 MM-003

DEX
DEX /DEX

PFS MM

 CC-4047-MM-011 MM-011
PFS 20 MM-003

MM-011
PFS

MM-011
PFS

MM-011 PFS

2
1 4 3
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1

MM MM-003 CC-
4047-MM-002 MM-002 CC-4047-MM-004

MM-004 MM-011

%

Grade Grade 3 Grade Grade 3

MM-003 /DEX 27/67 40.3 7/12 58.3 40/67 59.7 5/12 41.7
DEX 13/40 32.5 4/8 50.0 27/40 67.5 4/8 50.0

MM-002 /DEX 7/30 23.3 2/6 33.3 23/30 76.7 4/6 66.7
14/32 43.8 5/5 100 18/32 56.3 0

MM-004 /DEX* 2/3 66.7 0 1/3 33.3 0
MM-011 /DEX 6/10 60.0 1/2 50.0 4/10 40.0 1/2 50.0

* 1

MM-003
MM

/DEX DEX
MM-002 MM-004 MM-011 MM-003

20
Core Data Sheet 20

Celgene 20

20 MedDRA SMQ

74 43 29

19
5 4

Core Data Sheet
MM-002 MM-003 MM-011

11 2 1
MM-004

* MedDRA SMQ

276 4 96
28 45 19 27 14
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22 13 21 16 18 6
12 8 3 2

6 2
1 5 3

1 3 4
20 17 12 13 14 4

7 2 1 1 5 1
3 1 3

2 1

420
10 221 58
42 9 25 12 22

13 19 14 17 7 12
3 10 4

1 MM-002
MM-003 MM-004 MM-011

55 3 43
4 10

* MedDRA SMQ 20
20

4 3 3

3
1 4 4

/DEX
MM

1 4 5

• 
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4  
1 4 6

1 1 4mg 21 7
1

 
 

 
 Grade 3 4

Grade 2 1mg
1mg

 
  

 

 
 /   

 25,000/μL  50,000/μL
1mg  

1mg
 

 500/μL

1,000/μL 1
38.3 1

38
 

1,000/μL
1mg  

G-CSF
 

1mg
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 MM-003 /DEX

8.1 4.0 48.0
4 2 4

MM-003
 

 
 

MM-003

 
 

 
5  

1  

MM
 

 
1 4 7

MM

 

 

2
 

 
 

 

 
 
2  

RevMate  
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1 4 8

 
 

 
 

 
 

 
   

•  
•  
•  
•  
•  
•  
•  
•  
•  
•  
• 

 
•  

•  •  
•  

 
•  

•  
•  

400  
6 24  

• MM-004  
• MM-011  

•  
•  
•  
•  
• 

 
 

 
  
  
  
 6 24  
 400  

  

PS
 

 
6  
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MM-011 IMWG
20

4 2 4

MM MM-011

1

2 GCP
5.3.5.2.1 5.3.5.4.1 GCP

GCP

10

1 1 4mg 21 7
1

1.
2.
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3. 

 
 

 
4.  

 
 

1. 
 

2. 

 
3. 

4
4

 
4. 4

 
5. 

 
6. 

 
 

 
1.  
2.  
3.  
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1. 

 
2. Grade 3 4

Grade 2 1mg
 

1mg  
3.  
 

 
   

 25,000/μL  50,000/μL
1mg  

1mg
 

 500/μL

1,000/μL 1
38.3 1

38
 

1,000/μL
1mg  

G-CSF
 

1mg
 

 


