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6
13mL/
7
8
2)
2)
9
24 2000mg/m?/
3
n vitro
P450 3A4 2C19 1A2
CYP3A4 CYP2C19
P450 3A4
I
12%
5% 4%
34 34 100%
[30
Grade 3 1 [25 73.5%] [22  64.7%]
[18  52.9%]
[17  50.0%] [16  47.1%]
AST(GOT) LDH [15  44.1%)] [14
41.2%) [13  38.2%] [12
35.3%] [11  32.4%]
1
1 11.8% 2.9% 5.9%
CT
2 )
QT
11
3 38.2%
2 8 20.6% 11.8%
5.9% 2.9% 2.9%
40% ]
I}
Grade 2
10,000/ L 10,000 25,000/u L
! n=3sL ¢ 51% 1
75,000/u L 309 8 (3%) 36 (12%)
Grade 3
50,000/p L
75,000/p L 14 2 (14%) 11(79%) Grade 2
10,000/ L 73%
50000/ L 7 1 (14%) 5 (71%) 0
50,000/ L
1 4 44.1% 529%
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73.5% 30% 30% 10% 10%
5 47.1% Al-P
ALT(GPT) PO, B,
CRP y -GTP
25,000/pL AST(GOM) 0,
1] Grade 3 QT
4% 5%
6 2.9% )
7 i I
tumor lysis syndrome 039 024 /025
n=331 n=228 *
115 (35%) 97 (43%)
87 (26%) 74 (32%)
62 (19%) 55 (24%)
8 52.9% Grade 15 (5%) 11 (5%)
1 2 2 (<1%) 6 (3%)
1 (<1%) 1 (<1%)
4 (1%) 2 (<1%)
9 (3%) 17 (7%)
9 6 (2%) 2 (<1%)
5 (2%) 4 (2%)
7 (2%) 8 (4%)
6 (2%) 3 (1%)
1 (<1%) -
1 (<1%) -
1 (<1%) -
3 (<1%) 1 (<1%)
0
n=34 1 (<1%) 1 (<1%)
30% 30% 10% 10% e 50
14 (4%) 7 (3%)
140 (42%) 97 (43%)
190 (57%) 116 (51%)
190 (57%) 145 (64%)
117 (35%) 82 (36%)
80 (24%) 48 (21%)
32 (10%) 30 (13%)
25 (8%) 19 (8%)
10 (3%) 1 (<1%)
2 (<1%) 4. (2%)
14 (4%) 13 (6%)
24 (T%) 10 (4%)
4 (1%) 5 (2%)
7 (2%) 3 (1%)
7 (2%) 3 (1%)
2 (<1%) 1 (<1%)
3 (<1%) 2 (<1%)
1 (<1%) -
1 (<1%) -
3 (<1%) _
1 (<1%) 2 (<1%)
201 (61%) 149 (65%)
40 (12%) 44 (19%)
140 (42%) 118 (52%)
12 (4%) 9 (4%)
13 (4%) 22 (10%)
116 (35%) 82 (36%)
37 (11%) 27 (12%)
35 (11%) 27 (12%)
21 (6%) 5 (2%)
26 (8%) 16 (7%)
(Rash) 1 (<1%) 1 (<1%)
1 (<1%) 1 (<1%)
1 (<1%) -
3 (<1%) 2 (<1%)
2 (<1%) ° N
1 (<1%) 1 (<1%)
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Il Il
039 024 /025
n=331 n=228 *
26 (8%) 41 (18%)
45 (14%) 17 (7%)
48 (15%) 29 (13%)
2 21 (6%) 23 (10%)
42 (13%) 26 (11%)
26 (8%) 6 (3%)
4 (1%) 1 (<1%)
14 (4%) 15 (7%)
6 (2%) 2 (<1%)
6 (2%) 3 (1%)
13 (4%) 14 (6%)
10 (3%) 6 (3%)
z 9 (3%) 9 (4%)
7(2%) -
7 (2%) 8 (4%)
ALT 3 (<1%) 10 (4%)
AST 5 (2%) 12 (5%)
Al-P 6 (2%) 8 (4%)
GGT 1 (<1%) 4 (2%)
112 (34%) 99 (43%)
24 (7%) 42 (18%)
5 (2%) 16 (7%)
7 (2%) 4 (2%)
8 (2%) 18 (8%)
50 (15%) 59 (26%)
39 (12%) 32 (14%)
45 (14%) 60 (26%)
2(<1%) -
120 (36%) 84 (37%)
91 (27%) 53 (23%)
45 (14%) 48 (21%)
85 (26%) 63 (28%)
17 (5%) 29 (13%)
9 (3%) 1 (<1%)
8 (2%) 17 (7%)
4 (1%) -
2 (<1%) -
2 (<1%) -
31 (9%) 32 (14%)
21 (6%) 21 (9%)
2 (<1%) 3 (1%)
5 (2%) 4 (2%)
21 (6%) 23 (10%)
70 (21%) 39 (17%)
65 (20%) 50 (22%)
21 (6%) 18 (8%)
4 (1%) 9 (4%)
4 (1%) 14 (6%)
3 (<1%) 2 (<1%)
[ 61 (18%) [ 47 (21%)
| 7 (2) | 5 (2%)
20 (6%) 27 (12%)
14 (4%) 8 (4%)
6 (2%) 7 (3%)
2 1 (<1%) -
1 13 mg/m?
2
3 4 I
1.3mg/m?
040
65 65
Grade 3
1 039 50 64% 27/42
51 64 78 128/165 65 75 93/124
Il 024 025
50 74 29/39 51 65 80  104/130
66 85 74/87

10

QTc

0.90mg/m?

n=3 6
4 8 11

AUC

5

7

AUC

11
CL

Co

0.20

0.05mg/kg 0.6mg/m?

/

11

3

5

0.15mg/kg 1.20

in vitro

3.125pg/mL
7

0.7 1.0

Co

2

11

2

1.3mg/m?
1

t1/2
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07 10 1.3mg/m?

2

0.7 mg/m? (n=3) 1.0 mg/m?(n=6) |13 mg/m*(n=5_7)
SD SD SD
1 73.75 7.89 14492 179.31 185.84 57.65
C, (ng/mL)
11 130.68 7197 | 14719 7233 | 187.03 54.31
AUC (ng hr/mL) 1 14.04 0.70 28.58 24.86 46.50 19.89
11 112,01 4774 | 10839 5232 | 186.60 49.79
t () 1 3.31 0.88 6.81 8.81 16.11 20.75
vz 11 64.59 3029 3246 12,91 57.39 24.92
1 83.35 1052 | 10541 75.66 51.97 18.99
CL (L/h
(L/hr) 11 1177 467 19.63 1450 12.10 3.73
v,() 1 406.92 154.03 520.08 349.87 894.41 682.35
: 11 97851 | 26313 | 73169 | 24235| 957.81| 35040
1 n=7 11 n=5
1000 —e—07mg/m* (1 ,n=3)
—e—10mg/m*( 1 ,n=6)
—m—13mg/m’ (1 ,n=7)
-0-- 07 mg/m? (11, n=3)
—o--10mg/m’ (11, n=6)
100 ~g-13mg/m* (1L, n=5)

10

40 44

36

28 32
hr

20 24

07 10 1.3mg/m?
+SD
9
789 85.7%
in vitro 10 1000ng/mL
10 11
in vitro
P450 3A4 2C19 1A2
P450 2D6 2C9
in vitro
P450 1A2 2C9 2D6 3A4
IC5p= >30umol/L  >11.5ug/mL P450
2C19 1C5,=18umol/L  6.9ug/mL
in vitro
P450 1A2 3A4
8
171
33
Blade 12
1 8
1711
0.7 mg/m? 10 mg/m* 13 mg/m?
3 6 24 33
CR+PR 0 2 8 10
CR 0 0 0 0
PR 0 2 8 10
MR 0 0 0 0
NC 1 1 12 14
PD 2 1 1 4
NE 0 2 3 5
CR PR MR NC
PD NE
33 CR+PR
30.3% 10/33 1.3mg/m? 1.0mg/m?
33.3% 8/24 2/6

48

o I 024 1 025 B
1 1.0mg/m? 1.3mg/m?
024 2
1.3mg/m? 025
CR+PR 34.0% 18/53
275% 53/193 025
6 9 17
024 025
024 1.0 mg/m?
37% 10/27 1.3 mg/m? 50% 13/26 025
30% 58/193
1l
024
10 mg/m* 13 mg/m? oiszlgg
(n=27) (n=26) (n=53)
__CR PR___| 8(296% _ 10(385%) _ 18 (340%) | 53(27.5%) _
CR+CR" | 3(11.1%) 1(3.8%) 4 (75%) 19 ( 9.8%)
CR 1(3.7%) 1(3.8%) 2(3.8%) 7 (3.6%)
CR™ | 2(7.4%) - 2 (3.8%) 12 (6.2%)
PR 5 (18.5%) 9(346% 14 (26.4%) 34 (17.6%)
MR 1(3.7%) 3 (11.5%) 4 (7.5%) 14 ( 7.3%)
NC 7 (25.9%) 5(19.2%) 12 (22.6%) | 46 (23.8%)
PD 8 (29.6%) 5(19.2%) 13 (24.5%) 38 (19.7%)
NE 3 (11.1%) 3 (11.5%) 6 (113%) | 42 (218%)
CR™ CR
o 1]l %039
1 3
1.3mg/m?
CR+PR 38% 121/315
TTP 106
189
0.57 (95% 0.40, 0.81; p=0.0013)
504
1 1
n=333 n=336 n=132 n=119 n=200 n=217
() 147 (44) 196 (58) | 55 (42) 64(54) | 92(46) 132 (61)
() 189 106 212 169 148 87
(95% ) (148,211) (86,128) | (188,267) (105 191) | (129,192) (84, 107)
0.55 0.56 0.55
(95% ) (0.44, 0.69) (0.38,0.81) (041, 0.72)
P B <0.0001 0.0021 <0.0001
() 51 (15) 84 (25) 12 (9) 24 (20) 39(20) 60 (28)
0.57 042 0.63
(95% ) (0.40, 0.81) (0.21, 0.85) (042, 0.94)
P ! 0.0013 0.0130 0.0231
(n=627) 315 312 128 110 187 202
CR () 20 (6) 2 (<1) 8 (6) 2(2) 12 (6) 0(0)
PR () 101(32)  54(17) 49 (38)  27(25) 52(28) 27 (13)
CR™ () 21(7) 3(<1) 8 (6) 2(2) 13 (7) 1(<1)
CR+PR ()  121(38) 56 (18) 57 (45) 29(26) | 64(34) 27 (13)
P 2 <0.0001 0.0035 <0.0001
()
CR 302 NE 302 NE 191 NA
CR "™ 350 280 NE NE 350 280
CR+PR 242 169 246 189 238 126
CR"™ CR
NE NA
1 Log-rank p
2 CR PR p Cochran-Mantel-Haenszel ¥ ?
1 16 17 18
1 in vitro
2
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16 18 19
1
2
NF-k B
3 NF-k B

IL-6

(JAN) Bortezomib (JAN)
{(1A)-3-Methyl-1-[(25)-3-phenyl-2-(pyrazine-
2-carboxamido)propanamido]butyl}boronic acid
C1gH2sBN,O,

384.24

b o H
" J
HyZ™ TCHy
2-
k,=10087 pH1 8
k;<0.1 pH 85
1- /
3mg 1

1)  Berenson, J. R, etal. Cancer, 104, 2141, 2005

2)

3) Sutton, A,

4) Hassler, C. R, et al.

5) Hawk, M. A, et al.

6) Pouliot, L., et al.

7) Gudi, R, et al.

8)

9) Fathulla, R, et al.

10) Uttamsingh, V.

11) Read, M.

12) Blade, J., etal. Br. J. Haematol, 102, 1115, 1998

13) Jagannath, S, etal. Br. J. Haematol., 127, 165, 2004

14) Richardson, P. G, etal. N. Engl. J. Med., 348, 2609, 2003
15) Richardson, P. G, etal. N.Engl. J. Med.,, 352, 2487, 2005
16) Hideshima, T, etal. Cancer Res., 61, 3071, 2001

17) Neumeier, H., et al.

18) LeBlanc, R, et al. Cancer Res., 62, 4996, 2002

19) McCormack, T.

101-0065 3-5-2
0120-23-6299

FAX 03-4411-5031 .
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1.8 8
1.8
3 mg Millennium Pharmaceuticals, Inc. MPI
2 1T M34100-024, 025 024 025
2003 5 13 2
2005 7 55
EU I M34101-039 039
1
1.8-1 2003 5 13 2005 4 25
20,292
1.8-1 2005 7 28
2
1.3 mg/m?*/ 2 2 1 4 8 11
10 12 21 3
1 72
55
1
1.3 mg/m?/ 2 2 1 4 8 11 35
10 12 21 8
1 4 1 8 15 22
13 23 35 1
72
30
2003 12 15 167
I
/11 INJ-26866138-JPN-MM-101 JPN101 JPN101 20}
| ol I | 34
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1)
1)
1
1 1.3 mg/m’ 2 1 4 8
11 10 12~21 3
72
8
1 4 1 8 15 22 13 23~35
5 1
1
1
2 8
8
9]
3
1 Grade 3/4
Grade 3 Grade
4
0.7 mg/m*
Grade 3/4
1.3 mg/m’ 1.0 mg/m’
1.0 mg/m’ 0.7 mg/m’
0.7 mg/m’
NCI-CTC ver. 2
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2
NCI-CTC Grade
Grade 1
Grade 1 Grade 2 1.3 mg/m’ 1.0mg/m’
1.0 mg/m’ 0.7mg/m’
Grade 2 Grade 3 2
0.7mg/m 1
Grade 4 /
NCI-CTC ver. 2
4 1 3mL
5
2)
(i)
024 025 039 JPN101
025 2 202
1.3 mg/m* 024

54 1.0 mg/m’ 1.3 mg/m’

039 1 3 669

1.3 mg/m? n=333

n=336
JPN101 1
JPN101 024 025

0.7 1.0 1.3 mg/m* 3
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1l
SWOG )
Blade EBMT 3
JPN101 024 025
039 TTP
(ii)
JPN101 2.0 1 8
2 025 6.0
2 15 1 024 039
1.0 1 3 2.0 1 7
1.8-2)
1.8-2
JPN101 025 024 039
(n=33) (n=202) (n=54) (n=333) (n=336)
b
+ SD 2.58 (1.79) 6 (2.8) 1(0.3) 1.9 (0.96) 2.0 (1.02)
2.0 6.0 1.0 2.0 2.0
1,8 2,15 1,3 1,7 1,8
N (%)
33 (100.0) 201 (>99) 53 (98) 325 98 332 (99)
32 (97.0) 186 (92) 39 (72) 302 91 310 (92)
21 (63.6) 163 (81) 29 (54) 256 77 257 (76)
7(21.2) 168 (83) 16 (30) 160 48 168 (50)
10 (30.3) 129 (64) 26 (48) 222 67 229 (68)
a 1
b 025
(iii)
(@) JPN101
JPN101 1 33
1.8-3
1.0 mg/m’ 6 2 33.3% 1.3 mg/m’ 24 8 33.3% PR
0.7 mg/m’ MR 0.7 mg/m’
PR 30.3% 10/33 CR™ CR
1.0 mg/m’ 6 1
16.7% 1.3 mg/m’ 24 4 16.7%
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1.8-3 JPN101 n=33
0.7 mg/m> 1.0 mg/m’ 1.3 mg/m’
3 6 24 33
CR+PR N (%) 0 2 (33.3) 8 (33.3) 10 (30.3)
CR 0 0 0 0
PR 0 2 (333) 8 (33.3) 10 (30.3)
CR™* 0 (16.7) 4 (16.7) 5 (15.2)
MR 0 0 0 0
NC 1 (33.3) 1 (16.7) 12 (50.0) 14 (42.4)
PD 2 (66.7) 1 (16.7) 1 42 4 (12.1)
NE 0 2 (33.3) 3 (12.5) 5 (15.2)
CR PR MR NC PD NE
CR™ CR
(b)
JPN101 1l 024 025 11 039
1.8-4 CR™ CR
025 CR+PR  27% 53/193 CR¥ CR
10% 19/193 024 1.0 mg/m* 1.3 mg/m’
CR+PR 30% 8/27 38% 10/26 039
CR+PR 38% 121/315 18% 56/312
CR¥ CR 13% 41/315 2% 5/312
JPN101 30.3% 10/33 CR¥ CR 152% 5/33
JPN101
1
1.8-4
JPN101 025 024 039
13 1.3 mg/m? 1.0 mg/m*> 1.3 mg/m®
(; (0/)) (n=193) (n=27) (n=26) (n=315) (n=312)
’ N (%) N (%) N (%) N (%) N (%)
CR PR 10 (30.3) 53 (27) (30) 10(38) 121 38 56 18
CR* 5 (15.2) 19 (10) (11) 1 (4 41 13 5 2
PR® 5 (15.2) 34 (18) 5 (19) 9 (35) 80 25 51 16
MR 0 (0.0) 14 (7) 1 4 3 (12) 25 8 52 17
NC 14 (42.4) 46 (24) 7 (26) 5 (19) 137 43 149 48
PD 4 (12.1) 38 (20) (30) 5 (19) 22 41 13
NE 5 (15.2) 42 (22) 3 (1) 3 (12) 10 3 14 4
CR PR MR NC PD NE
a CR:CRBlade+CRIF+ CRIF+ CR
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b CR™ PR
039 1 2
025 ITT 5
188 CR+PR 95% 1.8-5 1.8-1
TTP 11 11T
025 039
039
28% 34% 45% 039
1 025
039 18%
1.8-5 039 025 95%
CR+PR 95%
n N (%)
039
315 121 (38) 33 44
1 128 57 (45) 36 54
2 187 64 (34) 28 42
312 56 (18) 14 23
025 188 ¢ 52 (28) 21 35
CR PR
a ITT 193
* 039 *
-
039 ——
- —— 1
039
-I-O39 —— 2
- S —
025
0 10 20 30 40 S0 60
CR+PR  95%
1.8-1 039 025 95%
(iv)

(@
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039 ITT 669
=0.57 p=0.0013 1.8-2 1
=0.42 p=0.0130 1.8-3
0.4 1 0.57
0.3 1
0.2 1
0.1 1
0'0 -I T T T T T T T T T T T T T T T T T
0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 480 510 540
1.8-2 ITT N=669
1.0 + e
09 1 Wy, T e eo oy, —
T ‘LD—U—FEW—O—E
08 T M“" A ey ""“‘Lq.q. -
i T T e—
07 i e soiholsbtolle e o — — e e o —
0.6 p=0.0130
0.5 0.42
0.4
0.3
0.2
0.1 4
0.0 -
0 30 60 90 120 150 180 210 240 270 330 360 390 420 450 480 510 540
1.8-3 N=251
(b)
039 ITT 669 TTP 189 6.2
106 35 =0.55 p 0.0001 1.8-4
1 251 TTP 212 7.0
169 5.6 =0.56 p=0.0021

1.8-5
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1.0 v—v-.,t
09 1 ;\_\_
0.8 ) i
T
0.7 - 1"""-_-.,"11
0.6 1 *-,. h@hﬁ_- p<0.0001
0.5 !
'-h_.__‘.* L 0.55
0.4 . : Th;':ﬁh_'
0.3 4 Sy P
. it
0.2 1 " = et
0.1 IR, '
O'O -I T T L T T T 1 T T II ]
0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 480
1.8-4 ITT N=669
0.56
0.1 i i
0.0 1 . . . . . . . . . . . . . . . .
0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 480
1.8-5 1 N=251
025 039 039
TTP
JPN101 1.0 mg/m’ 6 2 1.3 mg/m’
24 8 PR 1
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0]
I K
0.7 mg/m’ 3 1.0 1.3 mg/m* 6 3
1.3 mg/m’ 1
1 DLT 15
Data cut-off 20l 1 | DLT
1.8-6 1.8-7 1 DLT 1.3 mg/m’
1.8-6 DLT 208 1 1
mg/m’
0.7 1.0 1.3
3 6 6 15
DLT N 0 3 2 5
0 0 1 1
2 0 3 1 4
1.8-7 DLT 20l 1 1
DLT
Grade
,.  MedDRAPT (Cycle/Day)
(mg/m") )
04 1.0 3 C2/D9 23
07 1.0 4 C3 /D15 11
08 1.0 3 C4 /D17 32
12 1.3 3 C1/D4 5
14 1.3 4 C2 /D3 20
20. I I Data cut-off
1.3 mg/m’
(ii)
JPN101 3 1
11 2 2 1,4,8,11 10

12 21
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()
1
2 4
(b) l
104A 9834 /31 194
MTD DLT 024 025
104A 2 2
10 0.13 1.56 mg/m’ MTD 1.3 mg/m’
9834 / 31 2
4 14 17 0.40 1.38 mg/m’
MTD  1.04 mg/m’ 194 1 4
13 0.13 2.00 mg/m’ MTD  1.60
mg/m’ MTD dose intensity
2 4 MTD 1.04 mg/m’
dose intensity 1 4 MTD 1.60
mg/m” 1.8-8
/
Y2
30
24 0.5 ng/mL ti/op 9 15
208 208
6 24
208 Simple Eax

208
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1.8-8 I
104A 194 9834 /31
43 53 27
2 4 1,4,8,11 15,18,
2 2 1,4,8,11 1 4 1,8,15,22
22, 25 14 17
10 13
0.13 0.25 0.40 0.60 0.75 0.80
0.13 0.25 0.40 0.60 0.75 0.90
, 0.85 0.90 1.00 1.10 121 1.32 | 040 1.04 120 1.38
(mg/m?) 1.08 130 1.56
145 1.60 1.80 2.00
MTD (mg/m?) 1.30 1.60 1.04
4
1
3 1 4
DLT 1 2
I 1
1
1
1
6 6
1
2
Grade 3
(©)
9834 / 31 1.04 mg/m’ 13 6
5 1
1.0 mg/m*
2 104A 9834 / 31 2
9834 / 31 2 4 1 4 8 11 15 18 22 25
14 17 6 52% 14/27
1 1 8
14 8 3 15 18 2 8 11
14 5 1 1 4
104A 2 2 1 4 8 11 10
3 93% 40/43 1
4 56% 24/43 2 8
2 I 2 2
4 2 2
2
2
2 4
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I 11 2 2 1 4 8 11
10 025 039
104A MTD 1.3 mg/m’
024
1.0 mg/m’ 1.3 mg/m* 2
(iii)
8 4
1 8 15 22 13 23~35 5
a)
8 1
M34101-029 029 63
63 49.4 233
99.9 14.6 7 32
029
(b) 5 1
039 40
039 8
16
I 194 5
1 1 4 1.60 mg/m’
039 3 1
2 2 8 5 1 3
Grade4
JPN101 JNJ-26866138-JPN-MM-201
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1.
1
8
2.
6 8
]
3.
1) Grade 3/4 1) Company Core Data Sheet
Grade 3 CCDS
Grade 4 Grade 3/4
Grade 4
0.7 mg/m’
Grade 374
1.3 mg/m’ 1.0 mg/m’
1.0 mg/m’ 0.7 mg/m’
0.7 mg/m’
NCI-CTC ver. 2
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2) 2)
039
Grade 2
NCI-CTC Grade 87
Grade
1
Grade 1 Grade 2 1.3 mg/m’ 1.0mg/m’
1.0 mg/m? 0.7mg/m’
Grade 2 Grade 3 63
0.7mg/m’ 24
1
Grade 4 / 51%
NCI-CTC ver. 2 50%
CCDS
1 3mL 4.
1 mg/mL
5 5.
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)
JPN101 CCDS
4 606
4 59
4 607
1 1.
5 2.
3 3. JPN101
1y
CT
2)
CT
4.
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CCDS
CONTRAINDICATIONS
1
1) 1) JPN101
2) [ 13 mL/ | 2) CCDS
PRECAUTIONS
3) [ 3) CCDS
PRECAUTIONS
4) 4)
2
1) )
(D (1) JPN101 1l
5)
5)
(2) (2)
24 (2000mg/m*/ )
025 039
CCDS
111 PRECAUTIONS
14%
12%
5% 4% ]
3) 3)
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Grade 3 CCDS
PRECAUTIONS
Special warnings and
] special precautions for use
4) 4)
[
CCDS
PRECAUTIONS
5) 5)
11
2 8 CCDS
PRECAUTIONS
40%
111
10,000/ L 10,000 25,000/p L
n=331 % %
75,0004 L 309 8 (3%) 36 (12%)
50,000/ L 4 2 (149 11 (799
75,000/4 L ! (1) 7%)
10,000/ L p .
500001 L 7 1 (14%) 5(71%)
1 50,000/uL.
2 1
6) 6)

CCDS
PRECAUTIONS
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7)

8)

9)

Special warnings and special
precautions for use

7)
CCDS

PRECAUTIONS

8)
CCDS
PRECAUTIONS
Special
warnings and special precautions for

use

9) CCDS
PATIENT INFORMATION

P450 3A4

invitro
P450 3A4 2C19 1A2
CYP3A4 CYP2C19

CCDS
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4,
34 34 100%
[30% ]
[25 73.5%] [22 64.7%]
[18 52.9%] [17 50.0%]
[16 47.1%] AST(GOT) LDH [15
44.1%] [14 41.2%] [13
38.2%)] [12 35.3%] [11  32.4%]
1) 1) JPN101
(N 11.8% 2.9% 5.9% 11 111
CCDS
CT
()
QT
3) 38.2%
20.6% 11.8%
5.9% 2.9% 2.9%
111 Grade 2
51% II Grade 3
Grade 2
73%
4) 44.1% 52.9% 73.5%
5 38.2% 47.1%
25,000/uL
111 Grade 3
4% 5%
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(6)

(7

(®)

)

2.9%

tumor lysis syndrome

52.9%

Grade 1

2
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2)
n=34 JPN101
30% 30% 10% 10%
MedDRA
SoC
(Rash)
Al-P ALT(GPT) PO, B,
CRP y -GTP
AST(GOT) PO,
LDH QT
il
111
CCDS
(039 ) (024 /025 )
n=331 n=228 '
115 (35%) 97 (43%)
87 (26%) 74 (32%)
62 (19%) 55 (24%)
15 (5%) 11 (5%)
2 (<1%) 6 (3%)
1 (<1%) 1 (<1%)
4 (1%) 2 (<1%)
9 (3%) 17 (1%)
6 (2%) 2 (<1%)
5 (2%) 4(2%)
7 2%) 8 (4%)
6 (2%) 3 (1%)

1 (<1%)
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(039 ) (024 /025 )
n=331 n=228 !

1 (<1%) .

1 (<1%) .

3 (<1%) 1 (<1%)
1 (<1%) 1 (<1%)
9 (3%) 25 (11%)
14 (4%) 7 (3%)

140 (42%) 97 (43%)

190 (57%) 116 (51%)

190 (57%) 145 (64%)

117 (35%) 82 (36%)

80 (24%) 48 (21%)

32 (10%) 30 (13%)
25 (8%) 19 (8%)
10 (3%) 1 (<1%)
2 (<1%) 4(2%)
14 (4%) 13 (6%)
24 (7%) 10 (4%)
4 (1%) 5 (2%)
7 (2%) 3 (1%)
7 (2%) 3 (1%)

2 (<1%) 1 (<1%)
3 (<1%) 2 (<1%)
1 (<1%) l
1 (<1%) B

3 (<1%) B
1 (<1%) 2 (<1%)

201 (61%) 149 (65%)

40 (12%) 44 (19%)

140 (42%) 118 (52%)
12 (4%) 9 (4%)
13 (4%) 22 (10%)

116 (35%) 82 (36%)

37 (11%) 27 (12%)

35 (11%) 27 (12%)

21 (6%) 5 (2%)

26 (8%) 16 (7%)

1 (<1%) 1 (<1%)

1 (<1%) 1 (<1%)

1 (<1%) B

3 (<1%) 2 (<1%)

2(<1%) * _

1 (<1%) 1 (<1%)

26 (8%) 41 (18%)

45 (14%) 17 (%)

48 (15%) 29 (13%)

21 (6%) 23 (10%)

42 (13%) 26 (11%)

26 (8%) 6 (3%)

4 (1%) 1 (<1%)

14 (4%) 15 (7%)
6 (2%) 2 (<1%)

6 (2%) 3(1%)

13 (4%) 14 (6%)
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1.3mg/m*

040

039 024 /025
n=331 n=228 !
10 (3%) 6 (3%)
2 9 (3%) 9 (4%)
7 (2%) -
7 (2%) 8 (4%)
ALT 3 (<1%) 10 (4%)
AST 5 (2%) 12 (5%)
Al-P 6 (2%) 8 (4%)
GGT 1 (<1%) 4 (2%)
112 (34%) 99 (43%)
24 (7%) 42 (18%)
5 (2%) 16 (1%)
7 (2%) 4 (2%)
8 (2%) 18 (8%)
50 (15%) 59 (26%)
39 (12%) 32 (14%)
45 (14%) 60 (26%)
2(<1%) * -
120 (36%) 84 (37%)
91 (27%) 53 (23%)
45 (14%) 48 (21%)
85 (26%) 63 (28%)
17 (5%) 29 (13%)
9 (3%) 1 (<1%)
8 (2%) 17 (7%)
4 (1%) -
2 (<1%) -
2 (<1%) -
31 (9%) 32 (14%)
21 (6%) 21 (9%)
2 (<1%) 3(1%)
5(2%) 4 (2%)
21 (6%) 23 (10%)
70 21%) 39 (17%)
65 (20%) 50 (22%)
21 (6%) 18 (8%)
4 (1%) 9 (4%)
4 (1%) 14 (6%)
3 (<1%) 2 (<1%)
61 (18%) 47 (21%)
7 (2%) 5 (2%)
20 (6%) 27 (12%)
14 (4%) 8 (4%)
6 (2%) 7 (3%)
2 1 (<1%) -
1 1.3 mgm’
2
3 4 111
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65 65
CCDS
Grade 3
11 039
50 64% 27/42 51
64 78 128/165 65 75
93/124 11
024 025 50
74 29/39 51 65 80  104/130
66 85 74/87
) CCDS
1)
1)
0.05mg/kg  0.6mg/m’
2) 2)
[ ]
3) 3)

CCDS




1.8

32

CCDS OVERDOSAGE

1)

2 2) CCDS DOSAGE AND
ADMINISTRATION

3) 3)

4)
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10.
1) 1)
0.2 mgkg 2.4
2 3 mg/m’
0.25 mg/kg 3.0 mg/m’
6) 7)
0.2 mg/kg 4.0 mg/m’
QTc
v ECG
QTe 0.3 mg/kg 6.0 mg/m’
6 8
ECG
2) 0.20 2) 3 |
0.15mg/kg 1.20 0.90mg/m* - ) ) 1
/ . 0.20 mg/kg  1.20 mg/m?
28 0.15 mg/kg 0.90
mg/m’ 9 26
- /
0.05 mg/kg  0.30 mg/m’
3 in | 3y cHO in vitro
witro 3.125p g/mL

3.125pg/mL
10)
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1)

2)

3)

4)

Berenson JR, Sunder J, Bart B, Siegel DT, Raymond A, Richardson PG, et al.,Safety of prolonged therapy
with bortezomib in relapsed or refractory multiple myeloma. Cancer 2005; 104(10) 2141-2148

Huang Y, Hamilton A, Arnuk OJ, Chaftari P, Chemaly R. Current Drug Therapy for Multiple Myeloma.
Drugs 1999; 57(4): 485-506

Blade J, Samson D, Reece D, Apperley J, Bjorkstrand B, Gahrton G €t al. Criteria for evaluating disease
response and progression in patients with multiple myeloma treated by high-dose therapy and haemopoietic
stem cell transplantation. Myeloma. Subcommittee of the EBMT. European Group for Blood and Marrow

Transplant. Br J Haematol 1998; 102 (5):1115-23.

, 1998; 26: 441-54
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