
 

 
MM Ld  

 
 

11 7  
 

 
 

 
 

 
 

100 mg 400 mg 
 

 
31 4 5  

1 5 mL 20 mL 100 mg 400 mg
 

6  
30 409 30 2 22

0222 1  
 

 
 

 

 
 

 
 

8 22  
 

 
1 16 mg/kg

A B
 

A  
1 2 4  
B  



 

2 
MM Ld  

1 3 4  
 

1 1 6 3 7 54 4 55  
 

1 1 8 2 9 24 4 25  
 

1 1 9 3 10 24 4 25  
8 22  

 
 

 
 

 



 

 
MM Ld  

 
1  

 
10 1  

 

 
 

 
  100 mg 400 mg 
   
   
  31 4 5  
 1 5 mL 20 mL 100 mg

400 mg  
  

 
 1 16 mg/kg

 
 

1 1 8 2 9 24 4 25
 

 
1 1 9 3 10 24 4 25
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2 
MM Ld  

1.  
1.1  

Genmab CD38 IgG1
 

MM CD38 MM CDC ADCP ADCC
 

2017 9 Ld
Bd 2019 8

MPB  
 
1.2  

MM Ld Janssen Research & 
Development, LLC MM 3008 2015 3

 
EU 3008 2019 3 MM

Ld 2019 6 DARZALEX is indicated for the treatment 
of adult patients with multiple myeloma in combination with lenalidomide and dexamethasone in newly diagnosed 
patients who are ineligible for autologous stem cell transplant. EU

 
2019 8 MM Ld

 
 

MM b 1006 2016 10
 

3008 1006 MM Ld
 

 
2018 2

30 409  
 
2.  

 
 
3.  

 
 
4.  

  



 

3 
MM Ld  

5.  
 

 
6.  

 
3008

 
 

PFS
infusion reaction

 
 

 
 
7.  

b 1 1
2 1  
 

1  

      
   

 

 

 1006
 b 

ASCT

MM  

7 
1 28 Ld1 16 mg/kg

1 2 QW 3 6 Q2W
7 Q4W  

 
 

PK 

 
3008

  

ASCT

MM  

737 
368 
369 

Ld 1 28 Ld2

16 mg/kg 1 2 QW 3 6
Q2W 7 Q4W  

Ld 1 28 Ld2  

 
 

 
 

7.2
 

 

                                                        
1  1 28 25 mg CrCL 30 60 mL/ 10 mg 2

15 mg 1 21 QD DEX 40 mg 75
BMI 18.5 20 mg 1 8 15 22  

2 1 28 25 mg CrCL 30 50 mL/ 10 mg 1 21 QD
DEX 40 mg 75 BMI 18.5 20 mg 1 8 15 22
 



 

4 
MM Ld  

7.1  
7.1.1  
7.1.1.1 b CTD 5.3.5.2.1-1 1006 2016 10

2018 1 30  
ASCT MM 6 Ld

PK 5  
1 28 Ld1 16 mg/kg 1 2

QW 3 6 Q2W 7 Q4W
 

7 DLT
 

IMWG Leukemia 2006; 20: 1467-73
sCR CR VGPR PR 100% 7/7 sCR CR VGPR PR

1 1 4 1  
DLT 1 2/7 Grade 3 Grade 3 1
DLT  

30  
 
7.1.2  
7.1.2.1 CTD 5.3.5.1.1-1 3008 2015 3 2018

9 24  
ASCT MM 730 Ld

Ld 176  
1 28 Ld Ld2 16 mg/kg

1 2 QW 3 6 Q2W 7 Q4W
Ld Ld2 Ld Ld

 
737 Ld 368 Ld 369 ITT

ITT 729 Ld 364 Ld
365  

IMWG PFS
234 390 60%

Lan-DeMets O’Brien-
Fleming α  

2018 9 24 IMWG
PFS Kaplan-Meier 2 1 Ld

Ld PFS IDMC
 

 



 

5 
MM Ld  

2 PFS ITT 2018 9 24  
 Ld  Ld  

 368 369 
%  97 26.4  143 38.8  

95%CI  NE NE, NE  31.87 28.94, NE  
*1 95%CI  0.56 0.43, 0.73  

p *2 0.0001 
*1 ISS 1 2 3 75 75

Cox *2 log-rank Cox
0.0085 

 

  
1 PFS Kaplan-Meier ITT 2018 9 24  

 
30 Ld 25/364 6.9% Ld

24/365 6.6% Ld 1 Ld 2 3 Ld

B 4 1 Ld
3 2

1

                                                        
3  Ld 2 1 3008

 
4 Bd 3008

 

Ld  

Ld  

Ld  
Ld  



 

6 
MM Ld  

Ld
B 1 Ld

2 1
 

 
7.R  
7.R.1  

ASCT
MM 3008

 
ASCT MM

b 1006  
 
7.R.2  

ASCT MM Ld
 

 
7.R.2.1  

3008  
3008 2014 NCCN v.2.2014 ASCT

MM Blood 2010; 115: 1343-50 Ld
3008 Ld  

 
 

 
7.R.2.2  

3008 PFS
 

MM MM
PFS

Leukemia 2006; 20: 1467-73 3008 PFS  
 

 
MM

OS
IMWG PFS OS  

 
7.R.2.3  

3008 IMWG PFS Ld
Ld 7.1.2.1  



 

7 
MM Ld  

IMWG PFS 3
 

 

3 PFS ITT 2018 9 24  
 Ld  Ld  

 368 369 
%  97 26.4  146 39.6  

95%CI  NE NE, NE  31.41 26.94, 39.23  
*1 95%CI  0.54 0.42, 0.70  

p *2 0.0001 
*1 ISS 1 2 3 75 75

Cox *2 log-rank Cox  
 

3008
CR VGPR MRD

PR OS
5

6  
OS 2018 9 24 Kaplan-Meier

4 2  

 

4 OS ITT 2018 9 24  
 Ld  Ld  

 368 369 
%  62 16.8  76 20.6  

95%CI  NE NE, NE  NE 39.23, NE  
*1 95%CI  0.78 0.56, 1.10  

p *2 0.1528 
*1 Cox *2 log-rank 0.0001 

 

                                                        
5  Lan-DeMets O'Brien-Fleming α PFS

0.0244
6 PFS OS 0.0001



 

8 
MM Ld  

 
2 OS Kaplan-Meier ITT 2018 9 24  

 
 

3008 Ld  
 IMWG PFS Ld Ld

PFS  
 OS Ld Ld

 
 
7.R.2.4  

Ld  
3008 Ld Ld 95%CI % 92.9 89.8, 95.3 342/368

81.3 76.9, 85.1 300/369 ASCT MM
1006 7.1.1.1 3008 Ld

Ld
 

 
 

1006 ASCT
MM Ld 1006

ASCT
MM Ld  

Ld  

Ld  

Ld  
Ld  

 



 

9 
MM Ld  

 MM PK  
 

29 8 30 100 mg 400 mg
7 16 100 mg 400 mg

 
 
7.R.3 7.2

 
ASCT MM Ld

infusion reaction TLS HBV 29 8 30
100 mg 400 mg 7 16

100 mg 400 mg Ld
 

Ld

Ld  
 
7.R.3.1 Ld  

3008 2018 9 24 1006
2018 1 30 Ld

 
3008 1006 5  

 

5 3008 1006  

 

%  
3008  1006  

Ld  Ld  
364  365  7  

 364 100  362 99.2  7 100  
Grade 3  329 90.4  303 83.0   6 85.7  

 25 6.9  23 6.3  0 
 229 62.9  229 62.7   2 28.6  

*1  26 7.1   58 15.9   1 14.3  
*2  281 77.2  212 58.1   4 57.1  
*3  272 74.7  223 61.1   5 71.4  

*1 *2 1 *3
1  

 
3008 Ld Ld 10%

Ld 207 56.9% Ld 154 42.2% 101 27.7%
56 15.3% 147 40.4% 104 28.5% 100 27.5% 59 16.2%

46 12.6% 6 1.6% 207 56.9% 168 46.0% 101
27.7% 63 17.3% Ld Ld 5% Grade 

3 182 50.0% 129 35.3% 40 11.0%



 

10 
MM Ld  

18 4.9% 50 13.7% 29 7.9% Ld Ld
2% 48 13.2% 27 7.4% Ld

Ld 5% 107
29.4% 49 13.4% Ld Ld 5%

83 22.8% 51 14.0% Ld
Ld 2%

 
3008 Ld 1006 20%

5 71.4% 66 18.1%
5 71.4% 68 18.7% 3 42.9% 57 15.7%

2 28.6% 6 1.6% 2 28.6% 16 4.4%
2 28.6% 31 8.5%

10% Grade 3 5 71.4% 55 15.1%
4 57.1% 40 11.0%

10%
 

 
Ld MM MPB

MM Ld Bd
 

3008 Ld MM 3007 MPB
7 MM 3003 Ld 8

3004 Bd 9 6  
 

                                                        
7  1 42 MPB 1.3 mg/m2 1 1 4 8 11 22 25 29 32

2 9 1 8 22 29 9 mg/m2

prednisone 60 mg/m2 1 4 16 mg/kg 1
QW 2 9 Q3W 10 1 28

16 mg/kg Q4W  
8 1 28 Ld 25 mg 1 21 QD DEX 40 mg 1 8 15

22 16 mg/kg 1 2 QW 3 6
Q2W 7 Q4W  

9 1 8 1 21 Bd 1.3 mg/m2 1 4 8 11
DEX 20 mg 1 2 4 5 8 9 11 12 16 mg/kg

1 3 QW 4 8 Q3W 9 1 28
16 mg/kg Q4W  



 

11 
MM Ld  

6 3008 Ld 3007 MPB  
3003 Ld 3004 Bd  

 

%  
MM  MM  

3008  3007  3003  3004  
Ld  

364  
MPB  

333  
Ld  

283  
Bd  

243  
 364 100  321 96.4  278 98.2  240 98.8  

Grade 3  329 90.4  260 78.1  229 80.9  185 76.1  
 25 6.9  19 5.7  11 3.9  13 5.3  

 229 62.9  138 41.4  138 48.8  102 42.0  
*1  26 7.1  17 5.1  19 6.7  18 7.4  

*2  281 77.2  190 57.1  208 73.5  155 63.8  
*3  272 74.7  123 36.9  158 55.8  111 45.7  

*1 *2 1 *3 1
 

 
3007 MPB 3003 Ld 3004 Bd 3008

Ld 10% 3008 207
56.9% 3007 76 22.8% 3003 121 42.8% 3004 77 31.7%

106 29.1% 48 14.4% 38 13.4% 28 11.5% 149
40.9% 60 18.0% 83 29.3% 48 19.8% 140 38.5% 61
18.3% 43 15.2% 40 16.5% 123 33.8% 47 14.1% 50

17.7% 33 13.6% 117 32.1% 40 12.0% 45 15.9% 21 8.6%
109 29.9% 20 6.0% 55 19.4% 41 16.9% 101 27.7%

11 3.3% 16 5.7% 13 5.3% 80 22.0% 36 10.8% 32
11.3% 22 9.1% 75 20.6% 17 5.1% 30 10.6% 22

9.1% 58 15.9% 15 4.5% 14 4.9% 11 4.5%
3007 MPB 3003 Ld 3004 Bd 3008

Ld 2% 48 13.2%
34 10.2% 26 9.2% 22 9.1% 3007 MPB 3003

Ld 3004 Bd 3008 Ld
10% Grade 3

2%
 

 
 

3008 Ld Ld Ld

3008 1006

MM Ld
  



 

12 
MM Ld  

7.R.4  

 
 

 
 

8 22 MM MPB

 
 

 
 

7.R.2 7.R.3

 
 
7.R.4.1 Ld  

10 11

MM Ld  
 

Ld  
ASCT MM
12 Ld MPB 13 Ld BLd

MPB 3008 ASCT
MM Ld 7.R.2 7.R.3

Ld  
MM Ld MPB

Ld MPB
 

3008 ASCT MM Ld
Ld

ASCT

                                                        
10  NCCN v3.2019 2018  
11  Wintrobe’s Clinical Hematology, 14th Edition Lippincott Williams & Wilkins, 2018 , USA Williams Hematology, Ninth 

Edition The McGraw-Hill Education, 2016, USA  
12 2018 5
13 NCCN v2.2019



 

13 
MM Ld  

3008 ASCT
MM

 
 

 
 

 
 
7.R.5  

8 22 MM MPB
14

 
 

 
1 16 mg/kg

 
A 1 3 4  
B 1 2 4  
 

 
  
 

 
 infusion reaction

 
  
 infusion reaction  

 
7.R.2 7.R.3

 
 
  
                                                        
14  8 22  

1 16 mg/kg  
 

1 1 6 3 7 54 4 55  
 

1 1 8 2 9 24 4 25  
 

1 1 9 3 10 24 4 25  



 

14 
MM Ld  

 
1 16 mg/kg

A B
 

A 1 2 4  
B 1 3 4  
 
7.R.5.1  

 
3008 CD38 MM

Clin Pathol 2004; 121: 482-8 MM
1 16 mg/kg 29 8 30

100 mg 400 mg  
Ld 1 1 8

2 9 24 4 25 3008
ASCT MM Ld

7.R.2 7.R.3 Ld
 

3008 Ld MM
Ld Ld Bd
MPB

1 2 4 1 3
4 29 8 30

100 mg 400 mg 7 16
100 mg 400 mg

 
 

 
1 16 mg/kg

 
A 1 3 4  
B 1 2 4  
 

 
 

 
 

 



 

15 
MM Ld  

 
 

 
1 16 mg/kg

A B
 

A 1 2 4  
B 1 3 4  
 
7.R.6  

MM Ld

 
 3008 Ld

MM
Ld  

 MM
300 Ld

15 355
16  

 
 

 
7.2  

7.1
 

 
7.2.1 3008  

Ld Ld 362/365 99.2%
Ld 361/364 99.2% Ld 345/365 94.5%

20% 7  
 

                                                        
15  5 15 888 30 3 31

1,055  
16  5 15 364  



 

16 
MM Ld  

7 20%  

SOC 
PT 

MedDRA/J ver.20.0  

%  
Ld  

364  
Ld  
365  

Grade Grade 3  Grade Grade 3  
 364 100%  329 90.4%  362 99.2%  303 83.0%  

     
 106 29.1%   9 2.5%   74 20.3%   4 1.1%  

  83 22.8%   5 1.4%   52 14.2%   4 1.1%  
  82 22.5%   50 13.7%   46 12.6%  29 7.9%  

     
 207 56.9%  24 6.6%  168 46.0%  15 4.1%  
 149 40.9%   6 1.6%  130 35.6%   1 0.3%  
 115 31.6%   5 1.4%   84 23.0%   2 0.5%  

     
 147 40.4%  29 8.0%  104 28.5%  14 3.8%  

 140 38.5%   7 1.9%  107 29.3%   2 0.5%  
 117 32.1%  16 4.4%   90 24.7%  13 3.6%  

  84 23.1%   8 2.2%   65 17.8%   9 2.5%  
     

 123 33.8%  11 3.0%   96 26.3%  11 3.0%  
 107 29.4%   2 0.5%   79 21.6%   4 1.1%  

     
 207 56.9%  182 50.0%  154 42.2%  129 35.3%  

 126 34.6%   43 11.8%  138 37.8%   72 19.7%  
     

  87 23.9%   5 1.4%   54 14.8%  0 
     

 101 27.7%  12 3.3%   56 15.3%   4 1.1%  
 100 27.5%   1 0.3%   59 16.2%  0 

     
  80 22.0%   3 0.8%   55 15.1%   2 0.5%  

  75 20.6%  32 8.8%   61 16.7%  32 8.8%  
     
 109 29.9%   9 2.5%  107 29.3%  11 3.0%  
     

 101 27.7%   9 2.5%   63 17.3%   9 2.5%  

 
Ld 229/364 62.9% Ld 229/365 62.7%

2% Ld 48 13.2% 16 4.4%
12 3.3% 11 3.0%

10 2.7% 9 2.5%
8 2.2% Ld 27 7.4% 14 3.8%

12 3.3% 11 3.0% 10 2.7%
9 2.5% 8 2.2%

Ld 40 10 9 8
6 5 4
3 1 Ld 19 14 9

7 6 4
2 1  

Ld 26/364 7.1% Ld 58/365 15.9%
2 Ld



 

17 
MM Ld  

4 1.1% Ld 4 1.1%
3 0.8%

2 0.5% Ld 4 Ld
3 2

1  
 
7.2.2 b 1006  

7/7 100% 6/7 85.7%
2 5 71.4%

4 57.1% 3 42.9%
2 28.6%  

2/7 28.6%
1 14.3% 1  

1/7 14.3%
1  

 
8.  
8.1  

 
 
8.2 GCP  

CTD 5.3.5.2.1-1 GCP
 

 
9. 1  

MM Ld
Ld MM

 

 
 

 
  



 

18 
MM Ld  

2  
 

11 6  
 

 
 100 mg 400 mg 
  
  
 31 4 5  

 
 

 
 
1.  

20 12 25 20 8  
 
1.1  

1 7.R.2 ASCT
MM 3008 IMWG

PFS Ld Ld
ASCT MM Ld  

 
 

 
1.2  

1 7.R.3 ASCT
MM Ld

infusion reaction TLS HBV
 

Ld

Ld  
 

 
 
1.3  

1 7.R.4
3008 ASCT MM



 

19 
MM Ld  

 
 

 
 

 
 

 
 
1.4  

1 7.R.5
 

 
 

1 16 mg/kg
A B

 
A 1 2 4  
B 1 3 4  
 

 
  
 

 
 infusion reaction

 
  
 infusion reaction  

 
 

 

 
 
1.5  

1 7.R.6
MM Ld

 
 



 

20 
MM Ld  

 
 

8
9

 
 

8  
 

   
 infusion reaction 
  
  
  
 TLS 

    

 
  

 
9  

 
   

 MM
 

 3003
3007  

 MM
 

 3003
 

 
 

  

 
 
2.  

9 9 26  
 

8 22  
 

 
8 22

 
1 16 mg/kg

A B
 

A  
1 2 4  
B  
1 3 4  
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MM Ld  

1 1 6 3 7 54 4 55  
 

1 1 8 2 9 24 4 25  
 

1 1 9 3 10 24 4 25  
 

 
 

 
 

 
 

 
 

 

8 22  
1. 1

 
2. 

 
 

 
1.  
2. 

 
3. infusion reaction 1 3

infusion reaction
 

4. 1,000 mL 50 mL
Infusion reaction

200 mL
 

 

  



 

22 
MM Ld  

 

  
mL  

0 1  1 2  2 3  3  
 1,000 mL 

50 100 150 200 
2     500 mL 1 

3  500 mL    100 2 150 200 
1 3 infusion reaction 500 mL  
2 2 100 mL infusion reaction 100 mL

 
 

5. Infusion reaction
Grade NCI-CTCAE v4.0  

 Grade 1 3 Infusion reaction infusion reaction
Infusion reaction

Grade 3 infusion reaction 3
 

 Grade 4  
 

 
 



 

i 
MM Ld  

 
 

 
   

ADCC antibody dependent cell mediated 
cytotoxicity 

 

ADCP antibody dependent cellular phagocytosis  
ASCT autologous stem cell transplantation  
Bd  DEX  
BLd  DEX

 
BMI body mass index  
CDC complement dependent cytotoxicity  
CI confidence interval  
CR complete response  
DEX dexamethasone  
HBV hepatitis B virus B  
IDMC independent data monitoring committee  
Ig immunoglobulin  
IMWG International Myeloma Working Group  
IMWG   IMWG  
ISS International Staging System  
ITT intent-to-treat  
Ld  DEX  
MedDRA Medical Dictionary for Regulatory 

Activities 
ICH  

MedDRA/J Medical Dictionary for Regulatory 
Activities Japanese version 

MedDRA  

MM multiple myeloma  
MPB  

prednisone
 

MRD minimal residual disease  
NCCN National Comprehensive Cancer 

Network 
 

NCCN
 

National Comprehensive Cancer 
Network Clinical Practice Guidelines in 
Oncology, Multiple Myeloma 

 

NE not estimable  
OS overall survival  
PFS progression-free survival  
PK pharmacokinetics  
PR partial response  
PT preferred term  
QD quaque die 1 1  
QW quaque 1 week 1 1  
Q2W quaque 2 weeks 2 1  
Q3W quaque 3 weeks 3 1  
Q4W quaque 4 weeks 4 1  
sCR stringent complete response  



 

ii 
MM Ld  

   
SOC system organ class  
TLS tumor lysis syndrome  
VGPR very good partial response  
1006   54767414MMY1006  
3003   54767414MMY3003  
3004   54767414MMY3004  
3007   54767414MMY3007  
3008   54767414MMY3008  

   
    
   
Bd  Bd  
Ld  Ld  
MPB  MPB  

   
 


