
 

 
 

 



 
 

28 10 18  

 

 

 

 

 

 

 

140 mg 

 

 

28 3 31  

1 140 mg  

4 6 10

 

26 339 26 6 11

0611 1  

 

 

 

 

Stevens-Johnson

 

 

 

1  

2  

 

 

 

1  

420 mg 1 1

 

2  



 2 

560 mg 1 1

 

 

 

 

1  

2

 

 



 
1  
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  140 mg 

   

   

  28 3 31  

 1 140 mg  

 1.  
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 1.  

420 mg 1 1
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1.  ............................................................ 4 
2.  ........................................................................................ 4 
3.  .................................................................... 5 
4.  ............................................................ 5 
5.  .............................................................................. 11 
6. 13 
7.  .................................. 17 
8.  .............................. 36 
9. 1  .................................................................................................... 36 

 

 

 



 2 

   
AGP α1-acid glycoprotein α1-  
ALP alkaline phosphatase   
ALT alanine aminotransferase  
AST aspartate aminotransferase 

 
ATP adenosine triphosphate  
BCR B cell receptor B  
BCRP breast cancer resistance protein  
BSA bovine serum albumin  
BTK Bruton’s tyrosine kinase  
CCDS Company Core Data Sheet  
CHO  Chinese hamster ovary cell lines 

 
CI confidence interval  
CLL chronic lymphocytic leukemia  
CR complete response  
CXCR C-X-C motif chemokine receptor C-X-C  
CYP cytochrome P450 P450 
DMSO dimethyl sulfoxide  
D1 duration of zero order input 0  
efflux ratio  

 
eGFR estimated glomerular filtration rate  
ESMO  Newly diagnosed and relapsed mantle 

cell lymphoma:ESMO Clinical Practice 
Guideline for diagnosis, treatment and 
follow-up 

 

F1 relative bioavailability  
HSA human serum albumin  
ITT intension-to-treat  
IRC Independent review committee  
LC-MS/MS liquid chromatography/tandem mass 

spectrometry  
MCL mantle cell lymphoma  
MedDRA/J Medical Dictionary for Regulatory 

Activities Japanese version 
ICH  

MIPI mantle cell lymphoma International 
Prognostic Index 

 

mRNA messenger ribonucleic acid  
MRP multidrug resistance-associated protein  
NCCN National Comprehensive Cancer Network  
NCCN  National Comprehensive Cancer Network 

Clinical Practice Guidelines in Oncology, 
Non-Hodgkin’s Lymphomas 

 

NCI-PDQ National Cancer Institute Physician Data 
Query 

 

NE not evaluable  
OAT organic anion transporter  
OATP organic anion transporting 

 polypeptide 
 

OCT organic cation transporter  
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OS overall survival  
PBPK physiologically based pharmacokinetics  
PD progressive disease  
PFS progression-free survival  
P-gp P-glycoprotein P-  
PK pharmacokinetics  
PPK population pharmacokinetics  
PR partial response  
QD quaque die 1 1  
QTcP  

QT  
Revised RC Revised Response Criteria for Malignant 

Lymphoma 
 

SD stable disease  
SLL small lymphocytic lymphoma  
V2/F apparent volume of distribution of the 

central compartment  
04753   PCYC-04753  
1104   PCYC-1104-CA  
1112   PCYC-1112-CA  
14C   14C  
2001   PCI-32765MCL2001  

2002   PCI-32765MCL2002  

3001   PCI-32765MCL3001  

   
 

 
 2013

2013  
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1.  
1.1  

MCL B BCR Nat 

Immunol 2011; 12: 933-40 B CXCR4 CXCR5

B Immunity 2007; 26: 93-104

Celera Genomics B BCR

BTK BTK

481 BTK B

 

2016 3

 

 

1.2  

MCL Pharmacyclics

MCL 1104 2011 2

Janssen Research & Development, LLC

MCL 2001 MCL

3001 2012 7 2012 12  

1104 2013 6 MCL

2013 11 IMBRUVICA is indicated for the treatment of patients with mantle cell lymphoma (MCL) 

who have received at least one prior therapy. accelerated approval

EU 1104 2013 10 MCL

2014 10 IMBRUVICA is indicated for the treatment of adult patients with relapsed or refractory mantle cell 

lymphoma (MCL).  

2016 7 MCL 74

 

 

MCL 2002

2014 8  

3001 2002 MCL

 

2014 6 26 339  

 

2.  
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3.  
MCL CLL SLL

27 8 18 140 mg

MCL  

 

3.1  
3.1.1 M21 BTK CTD 4.2.1.1.1  

M21 BTK
33P -ATP M21

IC50 620.8 nmol/L  

BTK IC50 0.39 nmol/L 27 8 18

140 mg BTK M21

 

 

3.R  
BTK M21

 

 

4.  
PK

 

 

4.1  
100 500 1,000 mg/kg 28

M21 M23 M25

M34

M37 1  

Cmax AUC0-24h M37 Cmax AUC0-24h

CYP3A P-gp

 

Cmax AUC0-24h

CYP3A

AUC0-24h M21 M23 M25 M34 M37 0.89

2.60 0.01 0.28 0.78 0.05 0.14 1.51 4.15  
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1 PK 28  
 
 

 
mg/kg   

Cmax 
ng/mL  

tmax* 

h  
AUC0-24h 
ng h/mL  

1 

100 
 1,160 414 0.5 0.5, 1.0  3,230 622 
 1,460 168 0.5 0.5, 1.0  5,060 821 

500 
 5,900 2,390 4.0 2.0, 4.0  31,900 7,780 
 8,620 1,910 4.0 4.0, 4.0  36,100 6,410 

1,000  5,240 2,370 4.0 2.0, 8.0  44,000 24,800 
 9,980 1,420 4.0 2.0, 4.0  60,200 17,700 

28 

100  870 140 0.5 0.5, 1.0  2,870 315 
 1,530 421 1.0 0.5, 1.0  5,720 568 

500  1,630 743 2.0 1.0, 2.0  8,460 3,950 
 3,620 892 4.0 2.0, 4.0  17,900 2,860 

1,000  2,030 1,210 4.0 1.0, 4.0  9,290 3,790 
 4,890 689 4.0 2.0, 4.0  28,400 7,380 

n 3 *  

 

25 50 100 mg/kg 25 50 80 mg/kg 26

M21 M23 M25 M34 M37

2  

Cmax AUC0-24h M21 M34 M37 Cmax AUC0-

24h M25 Cmax AUC0-24h

AUC0-24h M21 M25 M34 M37 0.11 0.25

0.01 0.05 0.01 0.04 0.70 1.00 M23  
 

2 PK 26  
 
 

 
mg/kg   

Cmax 
ng/mL  

AUC0-24h 
ng h/mL  

1 

25  444 141 1,140 191 
 896 77.9 2,610 315 

50 
 654 163 2,710 649 
 1,720 252 6,820 410 

100* 
 937 138 4,660 615 
 1,980 447 8,150 2,280 

177 

25  390 103 1,640 290 
 1,220 465 2,990 419 

50  555 213 2,970 1,240 
 1,500 235 6,820 2,370 

100*  641 50.7 4,430 1,090 
 2,290 488 11,200 2,310 

n 4 * 80 mg/kg  

 

30 50 80 mg/kg 39 M21

M23 M25 M34 M37 3  

Cmax AUC0-24h Cmax

AUC0-24h AUC0-24h

M21 M23 M25 M34 M37 0.44 2.16 0.01 0.02 0.17 0.29 1.65 0.33

0.72  
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3 PK 39  
 
 

 
mg/kg   n Cmax 

ng/mL  
AUC0-24h 
ng h/mL  

1 

30 
 4 111 61 351 188 
 4 158 124 281 86 

50 
 4 218 26 642 392 
 4 173 139 613 473 

80  6 453 146 2,070 2,240 
 6 259 229 1,160 1,320 

271 

30  4 101 99 343 395 
 4 99.3 47.6 221 69 

50  4 147 46 370 59 
 4 176 228 571 674 

80  6 774 343 2,990 1,630 
 6 650 935 3,590 5,960 

 

 

4.2  

M21 100 500 ng/mL 37 4

M21 M21

99.7 98.0 98.3 97.1 97.7 97.2 97.3%

 

HSA AGP M21 100 ng/mL 37 4 M21

HSA AGP 4.3%HSA 4.3%HSA/0.07%AGP 0.05

0.10 0.20%AGP M21 98.0 98.0 29.0 37.0

60.3% M21 4.3%HSA 4.3%HSA/0.07%AGP

 

M21

 

 

4.3  
4.3.1  

M21 CYP 1A2 2A6 M21 2B6 2C8 2C9 2C19 2D6 2E1

M21 3A

CYP3A

 

 0.1 30 μmol/L CYP3A IC50 1.22 2.72 μmol/L1 Ki

5.79 μmol/L 0.07 50 μmol/L CYP2B6 2C19 2D6 2C8 2C9

CYP2C9

KI 6.5 μmol/L kinact 0.015 min 1 CYP1A2

 

 M21 0.1 100 μmol/L CYP2C8 2C9 IC50 9.5

                                                        
1  CYP3A 0.5 1 2 4 8 μmol/L  
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54 75 μmol/L Ki 4.75 27 37.5 μmol/L CYP

M21  

 

560 mg QD M21 Cmax2 0.164 μg/mL 0.372 μmol/L

0.341 μg/mL 0.635 μmol/L CYP

M21

 

 

4.3.2  
CYP 1A2 2B6

 

0.05 2 μmol/L 3 CYP1A2 2B6 mRNA

1 2 μmol/L CYP2B6 mRNA 0.1%DMSO

2.65 6.56 CYP1A2 mRNA

 

 

4.3.3  
OCT2 M21 BCRP OATP1B1 1B3

14C 140 mg

7.8% 27 8 18

140 mg OCT2 PK

 

 OCT1 2 CHO 14C M37 0.2 1 μmol/L

OCT1 2 OCT1 14C

OCT1 2 100 μmol/L 300 μmol/L

OCT1 OCT2
14C OCT1 2 OCT2

OCT2 14C 1.03 2.10

M37 OCT1 2

 

 BCRP 14C M21 M37 0.2 1 μmol/L

BCRP 14C M37

ATP BCRP KO143 1 μmol/L

M21 ATP M21

BCRP  

 OATP1B1 1B3 HEK293 M21 0.2 1 

μmol/L OATP1B1 1B3 M21

                                                        
2  M21 Cmax MCL 6.2.3  
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M21 OATP1B1 1B3 25 μmol/L

 

 P-gp LLC-PK1 M21 0.2 1 μmol/L P-gp

M21 efflux ratio P-gp GF120918 5 μmol/L

1.17 1.34 1.17 1.59  

 OAT1 CHO 14C M37 0.2 1 μmol/L OAT1

OAT1 300 μmol/L M37
14C

OAT1 OAT1  

 OAT3 MDCK- 14C M37 0.2 1 

μmol/L OAT3 OAT3 300 μmol/L

300 μmol/L 14C M37

OAT3 OAT3

 

 MRP1 14C M37 0.2 1 μmol/L MRP1
14C MRP1

MRP1 M37 ATP

 
 

M25 MRP1 M21 BCRP MRP1 OATP1B1

1B3 OAT1 3 560 mg QD

M21 M25 Cmax3 0.164 μg/mL 0.372 μmol/L 0.341 μg/mL 0.635 

μmol/L 0.267 μg/mL 0.565 μmol/L M25

MRP1 M21 OATP1B1 1B3 OAT1 3

 

 BCRP BCRP 3H -3- 1 

μmol/L M21 0.1 100 μmol/L M21

-3- IC50 2.31 μmol/L4  

 MRP1 MRP1 3H C4 5 

μmol/L M21 M23 M37 0.10 100 μmol/L M25 0.094 93.5 μmol/L

M34 0.093 92.7 μmol/L M21 M25

C4 IC50 5.06 0.1234 66.9 μmol/L

M23 M34 M37 C4

24.8 9.0 44.3% IC50  

 OATP1B1 1B3 HEK293 OATP1B1 1B3

                                                        
3  M21 M25 Cmax MCL 6.2.3

 
4  M21  
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5 M216 M21 OATP1B1

1B3 IC50 5.26 6.64 μmol/L4

 

 OAT1 CHO OAT3 MDCK-

1%BSA OAT1 3 5 M21 0.1

100 μmol/L M21 OAT1 3

IC50 73.2 4.63 μmol/L4  

 P-gp LLC-PK1 1%BSA P-gp 3H

0.03 μmol/L M21 0.10 100 μmol/L

M21 P-gp  

 OCT2 CHO 1%BSA OCT2 14C

10 μmol/L M21 0.1 100 μmol/L M21

OCT2  

 

4.R  

 
 

4.R.1  

in vitro CYP2B6 4.3.2 M21 BCRP MRP1

4.3.3 CYP2B6 BCRP

MRP1  

 CYP2B6 12/1,318 0.9% CYP2B6

CYP2B6

 

 BCRP

168/169 99.4% 1,139/1,149 99.1%

Grade 3 4 102/169 60.4% 650/1,149 56.6%

BCRP

 

 MRP1 2 MRP1

MRP1  

 

                                                        
5  OATP1B1 1B3 3H -17β- 1 

μmol/L OAT1 14C p- 5 μmol/L OAT3 3H -3-
1 μmol/L  

6  OATP1B1 1B3 M21 0.1 100 0.3 100 μmol/L
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PBPK 140 mg CYP3A

AUC

27 8 18

140 mg MCL

280 mg 7.R.5.2 CYP3A

 

PBPK 27 8 18

140 mg

PK

280 mg

AUC0-48h 2,058 285 6,860 1,810 393 9,630 1,204 163

7,910 521 116 1,587 ng h/mL

140 mg AUC0-48h 1,368 ng h/mL

27 8 18 140 mg

CYP3A CYP3A

CYP3A

 

 

 

CYP2B6 BCRP MRP1

CYP2B6 BCRP MRP1

CYP2B6

BCRP MRP1

 

CYP3A

280 mg

AUC 140 mg

280 

mg 7.R.5.2

140 mg AUC

27 8 18

140 mg  

 

5.  
0.1% 0.5%
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5.1  
5.1.1 6  

SD 20 25 0 25 50 100 mg/kg/

0 25 50 80 mg/kg/ 6 5 100 

mg/kg/ 5 80 mg/kg/ 5 1

 

80 mg/kg/ 1/20

 

25 mg/kg/ 25 mg/kg/

50 mg/kg/ 80 mg/kg/

 

100 mg/kg/ 1

 

100 mg/kg/ 50 mg/kg/

AUC24h 4,430 ng h/mL 6,820 ng h/mL 7 6.9 10.7

 

 

5.1.2 9  
4 6 0 30 50 80 mg/kg/ 9

80 mg/kg/ 2 1

 

 

30 mg/kg/

ALP

50 mg/kg/

 

1  

80 mg/kg/ AUC24h

2,990 ng h/mL 3,590 ng h/mL 7 4.7 5.6  

 

5.2  
5.2.1  
                                                        
7  B 560 mg QD 8 AUC24h

639 ng h/mL PCI-32765-JPN-101  
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SD 22 0 25 50 100 mg/kg/

28

14 0 7

25 mg/kg/

100 mg/kg/

5.3
5.3.1

8 9 10 11 12 13

27 8 18

140 mg

%
14

5.R

6.
6.1

M21 M23

M25 M26

                                                       
8

9

10

11

12

13 420 mg/

14 560 mg/

不純物A*

不純物A*

不純物B*

不純物B*

不純物C*

不純物C*

不純物D*

不純物D*

不純物E*

不純物E*

不純物B* 不純物C* 不純物D* 不純物E*

不純物A* 不純物B* 不純物C* 不純物D* 不純物E*

不純物A* 不純物B* 不純物C* 不純物D* 不純物E*

不純物A* 不純物B* 不純物C* 不純物D* 不純物E*

不純物A*

*新薬承認情報提供時に置き換え

不純物D*
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M34 M37

LC-MS/MS 0.5 1 0.1 1 1 1 0.5 ng/mL

6.2
MCL PK

6.2.1 CTD 5.3.5.2.1 2002 2014 8

MCL 16 PK 16 PK

1 28 560 mg

QD

1 C2h 29 Ctrough

233 184 7.48 4.57 ng/mL

6.2.2 CTD 5.3.4.1.1 PCI-32765CLL1007 2014 10 2015 5
28 PK Part 1 8 Part 2 13 840 mg 14 1,680 mg

QTcP PK Part 

1 4 Part 2 Part 1

840 mg 2 7 1,680 mg

2 Part 2 840 1,680 mg

400 mg 7 4

2 15

QTcP

28 2 18 2

140 mg

Part 2 PK 4 Part 1 PK

Part 2

Cmax AUC AUC0-24h

CYP3A

1,680 mg AUC0-24h

M21 M23 M25 M26 M34 M37 0.915 0.016 1.59 0.005 1.58

2.31

4 PK

mg
n Cmax

ng/mL
tmax*

h
AUC0-24h

ng h/mL
t1/2

h
Vd/F

L
CL/F
L/h

840 13 304 181 3.02 1.52, 6.03 1,200 650 6.0 1.8 7,554 4,709 970 734
1,680 14 719 491 4.06 2.07, 6.03 3,656 2,050 6.9 1.8 6,693 6,176 599 380

*

                                                       
15 840 mg M37 1,680 mg M21 M23 M25 M34 M37
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6.2.3 CTD 5.3.5.2.2 1104 2011 2 2014 3  

MCL 111 PK 48 PK

1 28 560 mg 

QD 2 30 M37

 

M37 PK 5 8 22 Ctrough

8

 
 

5 M37 PK  

n 
 

Cmax 
ng/mL  

tmax*1 

h  
AUC0-24h 
ng h/mL  

t1/2 
h  

Vd/F 
L  

CL/F 
L/h   

1 48 
147 143 

2.00 
0.75, 22.75  802 668*2 5.89 1.96*3 8,251 6,572 982 787 

M37 112 54.0
2.00 

0.92, 6.08 1,052 583*4 6.89 1.53*5

8 45 
 164 164 

2.00 
0.00, 4.12  953 705*6 8.48 6.15*7   1.40 0.75*8 

M37 122 59.0
2.00 

0.97, 4.12 1,263 707*9 9.18 3.68*5 1.41 0.89*8

*1 *2 n 45 *3 n 20 *4 n 46 *5 n 28 *6 n 43 *7 n 21 *8
n 42 *9 n 44  

 

6.2.4 PPK  
MCL 1104 2001 3001

B 04753 CLL SLL

b PCYC-1102-CA PCYC-1117-CA

1112 PCYC-1115-CA PCI-32765CLL3001 PK

1,202 8,697 PPK

NONMEM Version 7.2.0 PK 0 2-

 

PPK 27 8 18

140 mg PK F1 D1

V2/F F1
16 CYP3A

AST  

F1 CYP3A

 

 F1 CYP3A 59%

CYP3A 27

8 18 140 mg  

 67 5 95

49 81 20% 14%

                                                        
16  National Cancer Institute Organ Dysfunction Working Group classification  
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F1 67.5% PK

6.2.5
1104 2001 3001 04753 PCYC-1102-CA 1112 PCYC-1117-CA

PCYC-1115-CA PCI-32765CLL3001 AUCss

AUCss PPK 6.2.3

6.2.5.1
AUCss

AUCss

6.2.5.2
EU

CCDS

AUCss

AUCss

AUCss

6.R
6.R.1 MCL PK

MCL PK

PCI-32765-JPN-101 2002 1104

2001 3001 PK PK

MCL 560 mg QD

6

MCL MCL

MCL PK

6 ng/mL
n 1 C2h n * C2h n * Ctrough

17 126
5.57, 561 15 128

23.8, 744 24 6.45
1.92, 21.2

286 80.9
0.52, 1,470 46 79.5

5.03, 438 74 7.65
0.779, 50.7

* 8
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PK

PK

MCL MCL PK

7.
7 1 1

1 1 4

7 1

7

2002 MCL 16 560 mg QD

PCI-32765
CLL1007

28
8

20

1 1 840 mg
8

1,680 mg
2 840 1,680

mg
400 mg

PK

PCYC-
1104-CA MCL 115 560 mg QD

3001 MCL
280

139
141

560 mg QD
21 1
1

175 mg 2 75
mg 1 8 15

2001

MCL

120 560 mg QD

7.3 PK 6.1 

6.2

7.1
7.1.1
7.1.1.1 CTD 5.3.5.2.1 2002 2014 8

MCL 16

11

560 mg QD

16
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Revised RC J Clin Oncol 2007; 25: 579-86

IRC 17 8

8
Revised RC IRC

%
16

CR 2 12.5
PR 12 75.0
SD 2 12.5
PD 0

CR+PR 90%CI % 14 87.5 65.6, 97.7

30 3/16 18.8%

7.1.2
7.1.2.1 CTD 5.3.5.2.2 1104 2011 2 2014 3

MCL 18 115 65

50

18

560 mg QD

115 65 50

4 111 63

48

Revised RC
19 9

9
Revised RC

%

63 48
CR 12 19.0 11 22.9
PR 31 49.2 21 43.8
SD 8 12.7 8 16.7
PD 12 19.0 7 14.6
NE 0 1 2.1

CR+PR 98%CI % * 43 68.3 54.6, 81.9 32 66.7 50.8, 82.5
* Wald

                                                       
17 MCL J Clin Oncol 2006; 24: 174-80

20%
18 2 2

19 MCL J Clin Oncol 2006; 24: 4867-74 J Clin Oncol 2009; 27: 3822-9

20%
15%
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30

13/63 20.6% 5/48 10.4%

10 3

MCL 1

1

1  

 

7.1.2.2 CTD 5.3.5.1.1 3001 2012 12 2015
4 22  

MCL 280

98

 

560 mg QD 21 1

1 175 mg 2 75 mg 1 8

15

IRC 560 mg QD

 

280 139 141 ITT

ITT 2

278 139 139  

IRC PFS Kaplan-Meier 10 1

23/141

16.3%  
 

10 PFS ITT IRC 2015 4 22  
   

 139 141 
%  73 52.5  111 78.7  

95%CI  14.6 10.4, NE  6.2 4.2, 7.9  
95%CI *1 0.43 0.32, 0.58  

p *2 0.0001 
*1 1 2 3 MIPI Cox *2

1 2 3 MIPI log-rank 0.025 
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1 PFS Kaplan-Meier ITT IRC 2015 4 22  

 

 

30 24/139 17.3%

15/139 10.8% 15

7 2

1

1 1

1
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7.2  
7.2.1  
7.2.1.1 CTD 5.3.5.2.3 2001 2012 7 2015 5  

MCL

110 38

 

120  

30 25/120 20.8%

14 4

1 2

1  

 

7.R  
7.R.1  

MCL

MCL 3001

 

MCL

2002  

 

7.R.2  
MCL

 

 

7.R.2.1  
3001

 

3001 3001 MCL

J Clin Oncol 2009; 27: 3822-9 3001

 

 

 

 

7.R.2.2  
3001 IRC PFS

 

MCL PFS
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3001 PFS

 

 

 

MCL 3001

OS MCL

PFS OS

IRC PFS  

 

7.R.2.3  
3001 IRC PFS

7.1.2.2  

PFS 11  
 

11 PFS ITT 2015 4 22  
   

 139 141 
%  73 52.5  109 77.3  

95%CI  15.6 10.6, NE  6.2 4.2, 7.8  
95%CI *1 0.43 0.32, 0.58  

p *2 0.0001 
*1 1 2 3 MIPI Cox *2

1 2 3 MIPI log-rank  
 

OS 12 2  
 

12 OS ITT 2015 4 22  
   

 139 141 
%  59 42.4  63 44.7  

95%CI  NE 18.6, NE  21.3 13.0, NE  
95%CI *1 0.76 0.53, 1.09  

p *2 0.1324 
*1 1 2 3 MIPI Cox *2

1 2 3 MIPI log-rank  
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2 OS Kaplan-Meier ITT 2015 4 22  

 

 

3001  

 3001 IRC PFS

PFS

 

 OS  

 

7.R.2.4  
2002 Revised RC IRC 90%CI 87.5 65.6, 

97.7 % 14/16 90%CI 20% 7.1.1.1 3001

ITT Revised RC IRC

71.9% 40.4%  

 

 

MCL
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7.R.3 7.3  
MCL

CLL SLL
20

Stevens-Johnson 27

8 18 140 mg 28 2 18

2 140 mg

 

MCL  

 

7.R.3.1  
3001

 

3001 13  
 

13 3001  

 
%  

  
139  139  

 138 99.3  138 99.3  
Grade 3   94 67.6  121 87.1  

  15 10.8  11 7.9  
  67 48.2   80 57.6  

  18 12.9   41 29.5  
  67 48.2  116 83.5  
  5 3.6   60 43.2  

 

5% Grade

26 18.7% 4 2.9% 26 18.7%

16 11.5% 16 11.5% 7 5.0% 10 7.2% 3 2.2%

10 7.2% 3 2.2% 9 6.5% 1 0.7% 7

5.0% 0 2% Grade 3

5 3.6% 2 1.4% 5 3.6% 2 1.4%

5 3.6% 1 0.7% 4 2.9% 1 0.7% 4

2.9% 0 4 2.9% 0

2% 12 8.6% 9 6.5% 5 3.6%

2 1.4% 4 2.9% 1 0.7% 4 2.9% 0 3

2.2% 0 2%

4 2.9% 1 0.7% 4 2.9% 1 0.7%

 

                                                        
20   



 25 

2%

 

 

CLL SLL

MCL  

MCL 560 mg QD 3001 2002 MCL CLL

SLL 420 mg QD 1112

14  
 

14 MCL CLL SLL  

 
%  

MCL  
155  

1112  
195  

 154 99.4  194 99.5  
Grade 3  102 65.8  111 56.9  

  18 11.6  12 6.2  
  72 46.5   81 41.5  

  20 12.9  16 8.2  
  73 47.1   79 40.5  
  7 4.5   8 4.1  

 

1112 MCL 5% Grade

MCL 28 18.1% 1112 13 6.7% 17 11.0%

7 3.6% 17 11.0% 1 0.5% 16 10.3% 4 2.1%

15 9.7% 4 2.1% 10 6.5% 3 1.5%

10 6.5% 2 1.0% 1112 MCL 2%

Grade 3 13 8.4% 11 5.6% 12 7.7%

9 4.6% 9 5.8% 3 1.5% 7 4.5% 3

1.5% 6 3.9% 2 1.0% 5 3.2% 2 1.0%

5 3.2% 0 4 2.6% 0 4 2.6% 0

4 2.6% 0 1112 MCL 2%

6 3.9% 2 1.0% 5 3.2% 2 1.0%

5 3.2% 0 4 2.6% 0  

MCL 1112 5% Grade 1112

93 47.7% MCL 46 29.7% 54 27.7% 34

21.9% 51 26.2% 22 14.2% 46 23.6% 23 14.8%

42 21.5% 23 14.8% 33 16.9% 8 5.2% 30

15.4% 15 9.7% 27 13.8% 7 4.5% 22 11.3%

5 3.2% 19 9.7% 5 3.2% 19 9.7% 3 1.9%

18 9.2% 4 2.6% 17 8.7% 0 16

8.2% 3 1.9% 13 6.7% 0 10 5.1% 0

MCL 1112 2% Grade 3

32 16.4% 19 12.3% 7 3.6% 1 0.6%
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5 2.6% 1 0.6% MCL 1112 2%

5 2.6% 1 0.6%  

 

 

1112 MCL CLL SLL MCL

Grade 2

CLL SLL

MCL

MCL  

 

7.R.3.2  
2002 3001 MCL

 

2002 3001 15  
 

15 2002 3001  

 
%  

2002  
16  

3001  
139  

 16 100  138 99.3  
Grade 3   8 50.0   94 67.6  

  3 18.8   15 10.8  
  5 31.3   67 48.2  

  2 12.5   18 12.9  
  6 37.5   67 48.2  
  2 12.5   5 3.6  

 

3001 2002 10% Grade

2002 6 37.5% 3001 4 2.9% 5

31.3% 12 8.6% 3 18.8% 12 8.6% 3 18.8% 2

1.4% 3 18.8% 0 2 12.5% 3 2.2%

2 12.5% 3 2.2% 2 12.5% 2 1.4%

2 12.5% 2 1.4% 2 12.5% 0 3001

2002 3% Grade 3 3 18.8%

0 1 6.3% 4 2.9% 1 6.3% 3 2.2%

1 6.3% 2 1.4% 1 6.3% 1 0.7% 1

6.3% 0 1 6.3% 0 1 6.3% 0

1 6.3% 0 3001 2002 3%

3 18.8% 0 3001

2002 3% 3 18.8% 0 1

6.3% 4 2.9% 1 6.3% 2 1.4% 1 6.3%

0 3001 2002 3%
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1 6.3% 0 1 6.3% 0 1 6.3%

0  

2002 3001 10% Grade

3001 31 22.3% 2002 0 26 18.7%

1 6.3% 23 16.5% 0 18 12.9% 0 16

11.5% 0 16 11.5% 0 16 11.5% 0 16

11.5% 0 2002 3001 3% Grade 

3 18 12.9% 1 6.3% 13 9.4%

0 11 7.9% 0 7 5.0% 0 6 4.3% 0

5 3.6% 0 5 3.6% 0 5 3.6%

0 2002 3001 3%

12 8.6% 0 6 4.3% 0 5 3.6% 0

5 3.6% 0 2002 3001 3%

 

 

 

MCL MCL

 
 

7.R.4  
 

 

7.R.2 7.R.3

 

 

7.R.4.1  

MCL

 

 

 

 NCCN v.3.2016 MCL  

 ESMO Ann Oncol 2014; 25 Suppl 3: 83-92 MCL

 

 National Cancer Institute Physician Data Query NCI-PDQ 2016 6 1

MCL  
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 Wintrobe’s Clinical Hematology, Thirteenth Edition Lippincott Williams & Wilkins, 2014, USA

MCL  

 Williams Hematology, Ninth Edition The McGraw-Hill Company, Inc, 2016, USA 1104

MCL 68%  

 

MCL

 

3001 2002 MCL

 

MCL
90Y

MCL

 

MCL  

 

 

ESMO EU MCL

2002 1 5

MCL

3001

3001 MCL

 

 

7.R.5  
560 mg 1 1

 

  

  

  

 

4.R.1 7.R.2 7.R.3
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 Grade 3 Grade 1

16  
 

16  
  

1  1 1 560 mg 
2  1 1 420 mg 
3  1 1 280 mg 
4   

 
 

140 mg 1 1  

 

7.R.5.1  
 

3001 2002

MCL

 

 B 04753

MCL 5/9 560 mg QD

80.0% CR 2 PR 2  

 04753 MCL 1104

560 mg QD 7.1.2.1  

 

 

 

7.R.5.2  
MCL

 

3001 2002

 

Grade 4 3001

Grade 3 2002 Grade 3

CLL SLL

27 8 18

140 mg MCL

CLL SLL

Grade 3  
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CYP3A

280 mg

140 mg 280 mg

4.R.1

 

 Grade 3 Grade 1

17  
 

17  
  

1  1 1 560 mg 
2  1 1 420 mg 
3  1 1 280 mg 
4   

 

 
140 mg 1 1  

 

7.R.5.3  
MCL

 

 

 

 

7.R.6  
 

MCL  

MCL 2002 3001

CLL SLL 1112

CLL SLL

 

2002

260
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2002 1104 3001

6 6

6  

 

 

MCL

CLL SLL

CLL SLL MCL 7.R.3

CLL SLL

MCL  

 

CLL SLL

MCL

 

 

7.3  

7.1 7.2

 

 

7.3.1 2002  

20% 18  
 

18 20%  
 

 
MedDRA ver. 18.0  

%  
16  

Grade Grade 3  
 16 100  8 50.0  

   
   6 37.5  0 

   6 37.5  1 6.3  
   

   5 31.3  0 
   

   4 25.0  1 6.3  

 

5/16 31.3% 3 18.8%

1 6.3% 1

 

2/16 12.5%

1 6.3%

1  
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6/16 37.5%

1 6.3%

1  

2/12 12.5%

1 6.3%

 

 

7.3.2 CLL1007  
7.3.2.1 1 

3/8 37.5% 2/8 25.0%

 

 
 

7.3.2.2 2 
15/20 75.0% 11/20

55.0%  

1/20 5.0%

1 5.0%  

2/20 10.0%

1 5.0%

 

 

7.3.3 1104  
101/111 91.0%

20% 19  
 

19 20%  
 

 
MedDRA ver. 16.1  

%  
111  

Grade Grade 3  
 111 100  90 81.1  

  
 60 54.1  6 5.4  
 37 33.3  1 0.9  
 32 28.8  0 
 28 25.2  0 

  
 55 49.5  5 4.5  
 29 26.1  2 1.8  

  
 31 27.9  0 

  
 36 32.4  5 4.5  
 24 21.6  0 

  
 27 24.3  2 1.8  
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MedDRA ver. 16.1  

%  
111  

Grade Grade 3  
  

 24 21.6  14 12.6  

 

70/111 63.1% 2 MCL 

11 9.9% 8 7.2% 7 6.3% 4 3.6%

3 2.7%

2 1.8% 5 3

2 1

 

15/111 13.5% 2

MCL 2 1.8%

1  

62/111 55.9% 2

12 10.8% 7 6.3% 6 5.4%

5 4.5% 4 3.6%

3 2.7%

2 1.8%

11 6 5 4

3 2

1

 

18/111 16.2% 2

6 5.4% 3 2.7%

2 1.8% 6 3 2 1

 

 

7.3.4 2001  
115/120 95.8% 101/120

84.2% 20% 20  
 

20 20%  
 

 
MedDRA ver. 18.0  

%  
120  

Grade Grade 3  
 115 95.8  90 75.0  

  
 55 45.8  3 2.5  
 27 22.5  1 0.8  

  
 52 43.3  5 4.2  



 34 

 
 

MedDRA ver. 18.0  

%  
120  

Grade Grade 3  
 29 24.2  4 3.3  
 27 22.5  2 1.7  

  
 35 29.2  0 
 25 20.8  4 3.3  

  
 31 25.8  17 14.2  
 28 23.3  25 20.8  
 27 22.5  10 8.3  

  
 27 22.5  0 

 

65/120 54.2% 2

15 12.5% 6 5.0% 5 4.2%

4 3.3% 3 2.5%

2 1.7%

7 5 3

2 1

 

21/120 17.5% 2

3 2.5%

2 1.7% 2

 

56/120 46.7% 2

15 12.5% 8 6.7% 6 5.0%

4 3.3%

3 2.5%

2 1.7% 15 6 4

3 2

1  

13/120 10.8% 2

5 4.2% 4 3.3% 2 1.7%

4 2  

 
7.3.5 3001  

138/139 99.3% 138/139 99.3%

123/139 88.5% 134/139

96.4% 20% 21  

  



 35 

 

21 20%  

 
 

MedDRA ver. 17.1  

%  
 

139  
 

139  
Grade Grade 3  Grade Grade 3  

 138 99.3  94 67.6  138 99.3  121 87.1  
     

  40 28.8   4 2.9   43 30.9   6 4.3  
  20 14.4  0  30 21.6  0 

    
  31 22.3   6 4.3   40 28.8  10 7.2  

  18 12.9  0  31 22.3   3 2.2  
  23 16.5   1 0.7   29 20.9   3 2.2  

     
  31 22.3  0  31 22.3  0 

     
  25 18.0  13 9.4   78 56.1   59 42.4  
  22 15.8   18 12.9   36 25.9   23 16.5  

  25 18.0  11 7.9   60 43.2   28 20.1  

 

67/139 48.2% 80/139 57.6%

3 12 8.6% 6 4.3%

5 3.6% 4 2.9%

3 2.2% 9 6.5% 7 5.0%

5 3.6% 4 2.9%

3 2.2%

8 5 2 1

8 5 4

3 2 1

 

18/139 12.9% 41/139

29.5% 3

3 2.2% 7 5.0%

4 2.9% 3 2.2%

3 7 4

3 2  

67/139 48.2% 116/139 83.5%

3

8 5.8% 6 4.3% 5 3.6%

4 2.9% 3 2.2%

40 28.8% 18 12.9% 13 9.4% 12

8.6% 11 7.9% 10 7.2% 9 6.5%

8 5.8% 7 5.0% 6 4.3%

5 3.6% 4 2.9%

3
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2.2% 7 6 4

3 2 1 37

17 13 9 8 7

6 5

4

3 2 1  

5/139 3.6% 60/139 43.2%

3

25 18.0% 11 7.9% 8 5.8% 5 3.6%

3 2.2% 24 11

8 5 3  

 

8.  
8.1  

2  

 

8.2 GCP  
2  

 

9. 1  
MCL

MCL
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2  
 

28 10 17  

 

 
 140 mg 

  

  

 28 3 31  

 

1.  

20 12 25 20 8

 

 

1.1  
1 7.R.2 

MCL

PCI-32765MCL3001 3001

3001  

 

 
 

1.2  
1 7.R.3 MCL

CLL SLL

Stevens-Johnson

 

 

 

 

1.3  
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1 7.R.4 

3001 MCL

 

 

 
 

 

 

1.4  
1 7.R.5 

560 mg 1 1

 

 

 

 Grade 3* Grade 1

 
* CTCAE Common Terminology Criteria for Adverse Events version 4.0  

 
 

  
1  1 1 560 mg 
2  1 1 420 mg 
3  1 1 280 mg 
4   

 

 

 

  

 
140 mg 1 1  

 

 

 

 

 

1.5  
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MCL 260 6

 

 

1 7.R.6 

CLL SLL MCL

 

 

  

 CLL SLL

MCL  

 

 

 

 

 CLL SLL

MCL

MCL  

 CLL SLL 200 52

 

 

 
 

22

23

 
 

22  
 

   
  
  
  
  
  
  
  
 P450 CYP 3A
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 MCL  
 

23  
  

 CLL SLL
 

 CLL SLL
 

 MCL
 

 B
JPN-101  

 CLL SLL
 

  

 
 

24  
  
  
 MCL  
 52  
 200  

  
MCL

 

 

2.  
2.1  

 
 
2.2 GCP  

CTD 5.3.5.2.1 GCP GCP

 

 

 

 

 
 

 
3.  
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10  

 

 

1  

2  

 

 

1  

420 mg 1 1

 

2  

560 mg 1 1

 

 

 

1  

2

 

 

 

 

 

 

1  

2  

3  

4  

 

 

1 Grade 3 Grade 1

 
CTCAE Common Terminology Criteria for Adverse Events version 4.0  
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1  1 1 420 mg 1 1 560 mg 
2  1 1 280 mg 1 1 420 mg 
3  1 1 140 mg 1 1 280 mg 
4   

 

2

 

3  

4

140 mg 1 1  

 

 

 


