
 2.7.6  M34101-039  163

2.7.6.2.6 M34101-039 5.3.5.1.1
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2 3 4
7)

M IgG > 1 g/dL
IgA > 0.5 g/dL 200 mg/24hr

MRI CT
M

mass
M

8) Karnofsky 60
9) 3
10) 1 1 14

N
 50 109 /L 7

 7.5 g/dL 7
 0.75 109 /L 7 G-CSF

 < 14 mg/dL 3.5 mmol/L
AST  2.5 N
ALT  2.5 N

 1.5 N
 20 mL/min 

1)
2) PR

6 PD
Grade3

3) 500 mg 10
VAD

4) 6 3

5) 3 > 10 mg/day

6) 8
7) 4
8) 4
9)

10) Grade2 NCI-CTC ver.2
11) 6 New York Heart Association NYHA

Class

12) 5
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13)
14)

15)HIV
16)HBs C
17)
18)

-hCG

19)
669 333 336

620 310 310
3.5 mg 35 mg

4 mg

1 1.3 mg/m2

3 8 5 3
3 2 2 1 4 8 11 10
5 1 4 1 8 15 22 13

1 40 mg 
5 4 4 5

5 1 1 1 4 9 12 17 20
 15

4 1 1 1 4 24
1 1

2
6 PD

6 PD 2 2.5 mg/L
2.5 mg/L 3

1 1
72

3 1

30 60
PD  3 1 39
PD PD EBMT

PD 6 1
PD PD

3
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1 CR
CR 2 2

IDMC 20
TTP

IDMC

2003 12 15

040
 (1) 

TTP
(2) 

1 [CR+PR]
Grade3

(3) 
QOL 

TTP 2 Log-rank
1 2

6 PD
6 PD 2 2.5 mg/L 2.5 

mg/L TTP Kaplan-Maier
α=0.05 Log-rank

TTP
1 Grade3

=0.05
Grade3

TTP Log-rank
Grade3 Fisher

CR+PR Cochran-Mantel-Haenszel 2

95%
TTP IRC

EBMT
PD PD

M
M

TTP O’Brien Fleming
231 PD 20 IDMC

TTP
P<0.0001

P=0.038 IDMC
2003
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12 15
040

TTP 2003 12 14
Grade3

30 2004 1 13

106
2002 5 23

2.7.6.2.6.2

(1) 

93 669

333 50% 336 50% 669

Intention to treat ITT

38% 253/669 62% 416/669

2 4 6

331 332 663

1 663

2.7.6.2.6-1

     
669      

         
         

ITT ITT
   

333 336    
         
         

   
2    4

   
331 332    

 2.7.6.2.6-1

(2) 

 2.7.6.2.6-2 41% 272/669 PD

PD 29% 98/333 52% 174/336
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9% 31/333 5% 16/336

CR

3% 9/333 1% 2/336

2004 1 13 Data cut-off 28% 92/333

15% 50/336 PD

040

IDMC 2003 12 15

040 2003 12 15

336 147 040

CR PD 30% 198/669

31% 103/333

28% 95/336

20% 67/333 15% 50/336

4% 29/669 5% 17/333

4% 12/336 3%

11/333 5% 18/336

15 1%

 2.7.6.2.6-2 ITT N=669

n (%) n (%) n (%) 
ITT 333 (100) 336 (100) 669 (100) 

2 (<1) 4 (1) 6 (<1) 
1 331 (99) 332 (99) 663 (99) 

   
a 31 (9) 16 (5) 47 (7) 

CR 9 (3) 2 (<1) 11 (2) 
PD 98 (29) 174 (52) 272 (41) 

b 92 (28) 50 (15) 142 (21) 
c 103 (31) 95 (28) 198 (30) 

   
67 (20) 50 (15) 117 (17) 
17 (5) 12 (4) 29 (4) 
3 (<1) 5 (1) 8 (1) 
2 (<1) 3 (<1) 5 (<1) 
2 (<1) 3 (<1) 5 (<1) 

0 2 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

0 1 (<1) 1 (<1) 
11 (3) 18 (5) 29 (4) 

a 3 8 5 3
5 4 4 5

b Data cut-off 2004 1 13
c CR PD
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ITT  2.7.6.2.6-3

56% 186/333 5 29% 96/333 8

28% 93/336 5 11% 36/336 8

9 8 3 8

5 5 4 4 1 24

24

 2.7.6.2.6-3 ITT N=669

n (%) 
(n = 333) 

n (%) 
(n = 336) 

n (%) 
(n = 669) 

1 331 (99) 332 (99) 663 (99) 
1 a 328 (98) 318 (95) 646 (97) 
2 307 (92) 260 (77) 567 (85) 
3 269 (81) 188 (56) 457 (68) 
4 231 (69) 120 (36) 351 (52) 
5 186 (56) 93 (28) 279 (42) 
6 150 (45) 70 (21) 220 (33) 
7 125 (38) 54 (16) 179 (27) 
8 96 (29) 36 (11) 132 (20) 
9 75 (23) 16 (5) 91 (14) 
10 54 (16) 0 54 (8) 
11 31 (9) 0 31 (5) 

b 31 (9) 16 (5) 47 (7) 
a 4 3

5 12 8 4 4 3

b 3 8 5 3
5 4 4 5

(3) 

1) 

 2.7.6.2.6-4

56%

60% 90% 88% 669 61 27

86 Karnofsky 57%

53% 90 Karnofsky

60 5% 31/647 6% 18/322

4% 13/325
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 2.7.6.2.6-4 ITT N=669

n (%) 
(n = 333) 

n (%) 
(n = 336) 

n (%) 
(n = 669) 

N(%)    
333 336 669 

188 (56) 200 (60) 388 (58) 
145 (44) 136 (40) 281 (42) 

N(%)    
333 334 667 

301 (90) 293 (88) 594 (89) 
19 (6) 25 (7) 44 (7) 

/ 6 (2) 5 (1) 11 (2) 
5 (2) 5 (1) 10 (1) 

2 (<1) 6 (2) 8 (1) 
   

N 333 336 669 
SD 61.3 (9.75) 60.7 (10.14) 61.0 (9.94) 

62.0 61.0 62.0 
33, 84 27, 86 27, 86 

Karnofsky N(%)    
N 322 325 647 

50 1 (<1) 1 (<1) 2 (<1) 
60 17 (5) 12 (4) 29 (4) 
70 24 (7) 41 (13) 65 (10) 
80 98 (30) 100 (31) 198 (31) 
90 100 182 (57) 171 (53) 353 (55) 

2) 

 2.7.6.2.6-5 IgG

60% 200/333  59% 199/336

IgA 23% 76/333 24% 79/336 BJP 13% 86/669

IgD 2% 11/669 1%

4.2 3.8

3.5 3.1
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 2.7.6.2.6-5 ITT N=669

n (%) 
(n = 333) 

n (%) 
(n = 336) 

n (%) 
(n = 669) 

N(%) a    
N 333 336 669 
IgG 200 (60) 199 (59) 399 (60) 

140 (42) 147 (44) 287 (43) 
56 (17) 49 (15) 105 (16) 

 + 2 (<1) 1 (<1) 3 (<1) 
2 (<1) 2 (<1) 4 (<1) 

IgA 76 (23) 79 (24) 155 (23) 
46 (14) 48 (14) 94 (14) 
30 (9) 30 (9) 60 (9) 

0 1 (<1) 1 (<1) 
IgG + IgA 3 (<1) 3 (<1) 6 (<1) 
IgD 6 (2) 5 (1) 11 (2) 

2 (<1) 0 2 (<1) 
4 (1) 5 (1) 9 (1) 

IgM 2 (<1) 0 2 (<1) 
BJP 41 (12) 45 (13) 86 (13) 

1 (<1) 0 1 (<1) 
4 (1) 5 (1) 9 (1) 
9 (3) 7 (2) 16 (2) 

   
N 331 332 663 

SD 4.2 (3.34) 3.8 (2.39) 4.0 (2.91) 
3.5 3.1 3.3 

0.4, 24.9 0.3, 14.7 0.3, 24.9 
a

3) 

 2.7.6.2.6-6

1 3 96% 318/332

93% 313/336 2 1 8

38% 251/668 1 40% 132/332

35% 119/336 4

6% 37/668 4% 14/332 7% 23/336

1 98% 657/668

91% 612/668 77% 513/668

98% 99% 91%

92% 77% 76%

49% 328/668 48% 160/332
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50% 168/336

98% 326/332 4 2 82% 272/332

3 34% 114/332 4

2 99% 331/336 3 84% 281/336 4

35% 119/336

67% 451/668

67% 222/332 68% 229/336

662 32% 214 33% 110/329

31% 104/333

30 25

37% 124/332

43% 145/336 40% 269/668

PR 6 PD Grade3

500 mg

10

CR PR PD

TTP 6 PD

9% 60/669 10%

32/333 8% 28/336 TTP
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 2.7.6.2.6-6 ITT N=669

n (%) 
(n = 333) 

n (%) 
(n = 336) 

n (%) 
(n = 669) 

   
N 332 336 668 

SD 1.9 (0.96) 2.0 (1.02) 2.0 (0.99) 
2.0 2.0 2.0 
1, 7 1, 8 1, 8 

1 132 (40) 119 (35) 251 (38) 
2 3 186 (56) 194 (58) 380 (57) 
4 14 (4) 23 (7) 37 (6) 

a 1 0 1 
325 (98) 332 (99) 657 (98) 
124 (37) 145 (43) 269 (40) 

b 32 (10) 28 (8) 60 (9) 
302 (91) 310 (92) 612 (91) 
256 (77) 257 (76) 513 (77) 
160 (48) 168 (50) 328 (49) 

2 c 326 (98) 331 (99) 657 (98) 
3 c 272 (82) 281 (84) 553 (83) 

4 c 114 (34) 119 (35) 233 (35) 
248 (74) 242 (72) 490 (73) 

Revlamid/Actimid 0 2 (<1) 2 (<1) 
/ 222 (67) 229 (68) 451 (67) 

65 n/N(%) 168/222 (76) 180/229 (79) 348/451 (77)
65 n/N(%) 54/222 (24) 49/229 (21) 103/451 (23)

d 11 (3) 8 (2) 19 (3) 
a 158-002
b
c 2 3 4
d Revlamid Actimid

1 2  2.7.6.2.6-7

1 1

40% 132/332 35% 119/336

1 251

95% 98% 86% 83%

73% 68% 1

2 2 1
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 2.7.6.2.6-7 1 2
ITT N=669

n (%) 
(n = 333) 

n (%) 
(n = 336) 

n (%) 
(n = 669) 

1 132 119 251 
125 (95) 117 (98) 242 (96) 
48 (36) 54 (45) 102 (41) 
114 (86) 99 (83) 213 (85) 
96 (73) 81 (68) 177 (71) 
25 (19) 28 (24) 53 (21) 

2 a 126 (95) 115 (97) 241 (96) 
3 a 90 (68) 79 (66) 169 (67) 

4 a 13 (10) 12 (10) 25 (10) 
94 (71) 77 (65) 171 (68) 

Revlamid/Actimid 0 0 0 
/ 84 (64) 72 (61) 156 (62) 

b 2 (2) 3 (3) 5 (2) 
2 200 217 417 

200 (100) 215 (99) 415 (>99) 
76 (38) 91 (42) 167 (40) 

188 (94) 211 (97) 399 (96) 
160 (80) 176 (81) 336 (81) 
135 (68) 140 (65) 275 (66) 

2 a 200 (100) 216 (>99) 416 (>99) 
3 a 182 (91) 202 (93) 384 (92) 

4 a 101 (51) 107 (49) 208 (50) 
154 (77) 165 (76) 319 (76) 

Revlamid/Actimid 0 2 (<1) 2 (<1) 
/ 138 (69) 157 (72) 295 (71) 

b 9 (5) 5 (2) 14 (3) 
a 2 3 4
b Revlamid Actimid

 2.7.6.2.6-8

7.0

7.1

5.0 4.8

71% 235/332

68% 230/336 40%
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 2.7.6.2.6-8 ITT N=669

n (%) 
(n = 333) 

n (%) 
(n = 336) 

n (%) 
(n = 669) 

   
N 332 336 668 

SD 11.7 (14.64) 10.4 (10.69) 11.1 (12.82) 
7.0 7.1 7.1 

0.0, 120.8 0.0, 61.4 0.0, 120.8 
   

N 331 332 663 
SD 11.2 (14.30) 10.5 (13.05) 10.9 (13.68) 

5.0 4.8 4.9 
0.4, 83.1 0.1, 103.0 0.1, 103.0 

6 n/N % 147/331 (44%) 153/332 (46%) 300/663 (45%) 

   
N 332 336 668 

235 (71) 230 (68) 465 (70) 
131 (39) 135 (40) 266 (40) 

134 (40) 120 (36) 254 (38) 
8 (2) 11 (3) 19 (3) 
8 (2) 6 (2) 14 (2) 

Revlamid 0 1 (<1) 1 (<1) 

(4) 

IDMC 2003 12 14

TTP

2003 12 14

2004 1 13

30

EBMT European Group for Blood and Marrow Transplant

PD

SAS

 2.7.6.2.6-9

669 ITT

All Treated Patients ATP 1

ITT 99%

IgG 5 g/L IgA

2 g/L 200mg/24hr 1

94% 627/669 95% 315/333

93% 312/336
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 2.7.6.2.6-9

n (%) n (%) n (%) 
ITT 333 336 669 

331 (99) 332 (99) 663 (99) 
315 (95) 312 (93) 627 (94) 

1) TTP

TTP PD CR

PD EBMT

M

42 PD 3

6

PD

10 mg/day 5 20 mg/day

2

2003 12

15

2003 12 14

ITT TTP  2.7.6.2.6-10 TTP Kaplan-Maier  2.7.6.2.6-2

TTP  = 

0.55  p<0.0001 TTP 189 6.2 106

3.5 TTP 78% 2003 12 14

669 343 PD 44% 147/333

58% 196/336 326

2003 12 14 Data cut-off

 2.7.6.2.6-10 TTP ITT N=669

(n = 333)  (n = 336) (95% )
p a

N % 147 (44) 196 (58) 0.55 (0.44, 0.69) 
N % 186 (56) 140 (42) p<0.0001 

25% 95% 84 (66, 92) 45 (43, 60)  
95% 189 (148, 211) 106 (86, 128)  

75% 95% 314 (252, NE) 192 (172, 217)  
0+, 452+ 0+, 418  

+ NE
a p Log-rank
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 2.7.6.2.6-2 TTP Kaplan-Meier ITT N = 669

2) 

Data cut-off 2004 1 13

ITT 1 2.7.6.2.6- 11 Kaplan-Maier

 2.7.6.2.6-3 8.3

PD 040

2004 12 15 147/336

=0.57 p=0.0013 669 135 2004 1 13 Data cut-off

15% 51/333 25% 84/336

500

504 3 1 500

282 500

2003 12 15

1 Kaplan-Maier 2.7.6.2.6- 4 1

0.53 P=0.0005

19% 128/669 14% 46/333 24% 82/336

1 80% 66% p=0.0025

41%

1 34% 20%

0 30 60 90  120  150  180 210  240   270  300 330 360  390   420  450  480 

p<0.0001
0.55

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0
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2.7.6.2.6- 11 ITT N=669

(n = 333)  (n = 336) (95% )
p

  0.57 (0.40, 0.81) 
N % 51 (15) 84 (25) 0.0013 a

N % 282 (85) 252 (75)  
25% 95% 422 (352, NE) 248 (203, 302)  

95% 504 (504, NE) NE (NE, NE)  
75% 95% NE (504, NE) NE (NE, NE)  

0+, 518+ 0+, 533+  
1    

1 % 80 66 0.0025 b

NE
a p Log-rank
b 1 p

 2.7.6.2.6-3 Kaplan-Maier ITT N = 669

2.7.6.2.6- 4 1 Kaplan-Maier ITT N = 669

0    30    60    90   120    150    180    210    240    270   300    330    360    390 

p=0.0005
0.53

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

0  30  60  90 120  150  180  210  240  270  300  330  360  390  420  450  480  510  540 

p=0.0013
0.57

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0
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EBMT  2.7.6.2.6-12 CR+PR

18% 56/312 38% 121/315

p<0.0001 CR 2 <1% 20

6% p=0.0001 PR

p<0.0001 PR 21 7% 3 <1%

near CR CR CR

near CR 13% 41/315 2%

5/312

PD 7% 22/315

13% 41/312

 2.7.6.2.6-12 N=627

n (%) 
(n = 315) 

n (%) 
(n = 312) (95% ) a p b

CR + PR 121 (38) 56 (18) 0.20 (0.14, 0.27) <0.0001 
CR 20 (6) 2 (<1) 0.06 (0.03, 0.09) 0.0001 
PR 101 (32) 54 (17) 0.15 (0.08, 0.21) <0.0001 

near CR IF+ 21 (7) 3 (<1) 0.06 (0.03, 0.09)  
CRSWOG 46 (15) 17 (5) 0.09 (0.05, 0.14)  

MR 25 (8) 52 (17) -0.09 (-0.14, -0.04)  
CR + PR +MR 146 (46) 108 (35) 0.12 (0.04, 0.19)  
NC 137 (43) 149 (48) -0.04 (-0.12, 0.04)  
PD 22 (7) 41 (13) -0.06 (-0.11, -0.01)  

10 (3) 14 (4) -0.01 (-0.04, 0.02)  
IF+ CR PR MR NC PD
a
b p Cochran-Mantel-Haenszel 2

CR PR  2.7.6.2.6-13

PR 121 56

43 CR

22.5 2

22 25
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 2.7.6.2.6-13 CR PR N=177

(n = 121) (n = 56) 
CR PR   

N 121 56 
SD (95% ) 45.7 28.8 (40.5 50.9) 49.6 30.4 (41.5 57.8)

 43 43 
 14 169 22 133

CR   
N 20 2 

SD (95% ) 31.2 23.5 (20.2 42.2) 23.5 2.1 (4.4 42.6)
 22.5 23.5 

 15 109 22 25
PR   

N 101 54 
SD (95% ) 48.6 29.0 (42.8 54.3) 50.6 30.6 (42.2 58.9)

 43 43 
 14 169 22 133

CR PR

PD TTP CR PR

 2.7.6.2.6-14 PR

121 242 8.0

56 169 5.6 CR

20 302 9.9 PR 101

238 7.8

 2.7.6.2.6-14 CR PR N=177

(n = 121) (n = 56) 

CR PR N 121 56 
N(%) 83 (69) 28 (50) 

25% 95%  169 (127 191) 106 (88 150) 
95%  242 (209 350) 169 (147 280) 

75% 95%  NE (302 NE) 333 (189 NE)
 42+ 428+ 60+ 357+

CR N 20 2 
N(%) 13 (65) 1 (50) 

25% 95%  185 (94 302) 189 (189 NE)
95%  302 (185 NE) NE (189 NE)

75% 95%  NE (246 NE) NE (189 NE)
 42+ 428+ 189 315+

PR N 101 54 
N(%) 70 (69) 27 (50) 

25% 95%  148 (127 209) 106 (84 147) 
95%  238 (209 350) 168 (130 280) 

75% 95%  NE (273 NE) 280 (182 NE)
 42+ 408+ 60+ 357+

CR PR NE
2003 12 14
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3) 

669 32 10% 32/333

28 8% 28/336 60 TTP

ITT

 2.7.6.2.6-15  2.7.6.2.6-16

60 609 TTP ITT

609 106 3.5

189 6.2 TTP =0.57 p<0.0001

=0.55 p=0.0015 CR+PR

571

18% 51/286 39% 112/285

p<0.0001

 2.7.6.2.6-15 ITT
TTP

 (n=609) ITT  (n=669) 

(n=301) (n=308)
(95%CI)

p a (n=333) (n=336)
(95%CI)

p a

TTP       

(95%CI)
189

(148 211) 
106

(86 128)

0.57
(0.45 0.72)

<0.0001

189
(148 211) 

106
(86 128)

0.55
(0.44 0.69)

<0.0001
      

(95%CI)
504

(504 NE)
NE

(NE NE)

0.55
(0.38 0.80)

0.0015

504
(504 NE)

NE
(NE NE)

0.57
(0.40 0.81)

0.0013
CI NE
a p Log-rank

 2.7.6.2.6-16 ITT

 (n=571)  (n=627) 

(n=285) (n=286)
(95%CI) a

p b (n=315) (n=312)
(95%CI) a

p b

CR+PR N (%) 112 (39) 51 (18) 
0.21

(0.14 0.29)
<0.0001

121 (38) 56 (18) 
0.20

(0.14 0.27)
<0.0001

CR N(%) 19 (7) 2 (<1) 
0.06

(0.03 0.09)
0.0002

20 (6) 2 (<1) 
0.06

(0.03 0.09)
0.0001

PR N (%) 93 (33) 49 (17) 
0.15

(0.09 0.22)
<0.0001

101 (32) 54 (17) 
0.15

(0.08 0.21)
<0.0001

a
b p Cochran-Mantel-Haenszel 2
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4) 

2004 1 13

=0.76 p=0.3153

ITT 669 7% 24/333 9% 30/336

8% 54/669

5) Grade3

Data cut-off 2004 1 13

30 Grade3 NCI-CTC

Grade3 1 13% 42/333

16% 55/336 p=0.188 Grade3

=0.71

p=0.0955

6) 

TTP

1 38%

251/668 2 62% 417/668

1

1 2 TTP

 2.7.6.2.6-17 TTP Kaplan-Maier

 2.7.6.2.6-5  2.7.6.2.6-6 Kaplan-Maier  2.7.6.2.6-7

2.7.6.2.6-8

TTP

TTP 1

212 7.0 169 5.6 =0.56 p

0.0021 2 148 4.9 87 2.9

=0.55 p 0.0001

1 0.42 p 0.0130 2

0.63 p 0.0231
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 2.7.6.2.6-17 1 2           
TTP ITT N=669

(n=333) (n=336)
(95% )

p a

TTP b    
1    

N 132 119 0.56 (0.38 0.81) 
TTP  (95% )  212 (188 267) 169 (105 191) 0.0021

2    
N 200 217 0.55 (0.41 0.72) 
TTP  (95% )  148 (129 192) 87 (84 107) <0.0001

c    
1    

N 132 119 0.42 (0.21 0.85) 
 (95% ) NE (NE NE) NE (NE NE) 0.0130

2    
N 200 217 0.63 (0.42 0.94) 

 (95% ) 504 (454 NE) NE (465 NE) 0.0231
NE
a Log-rank
b 2003 12 14
c 2004 1 13

 2.7.6.2.6-5 1 TTP Kaplan-Maier

0 30 60 90  120  150 180 210 240 270 300 330 360  390   420   450  480

p=0.0021
0.56

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0
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 2.7.6.2.6-6 2 TTP Kaplan-Maier

 2.7.6.2.6-7 1 Kaplan-Maier

 2.7.6.2.6-8 2 Kaplan-Maier
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 2.7.6  M34101-039  185

CR+PR CR PR  2.7.6.2.6-18

CR+PR

CR+PR 1

45% 57/128 26% 29/110 p 0.0035 2

34% 64/187 13% 27/202 p

0.0001

 2.7.6.2.6-18 1 2
N=627

n (%) 
(n=315)

n (%) 
(n=312)

(95% ) a p b

1     
N 128 110   
CR+PR N (%) 57 (45) 29 (26) 0.18 (0.06 0.30) 0.0035
CR N (%) 8 (6) 2 (2)   
PR N (%) 49 (38) 27 (25)   

near CR N (%) 8 (6) 2 (2)   
2     

N 187 202   
CR+PR N (%) 64 (34) 27 (13) 0.21 (0.13 0.29) <0.0001
CR N (%) 12 (6) 0   
PR N (%) 52 (28) 27 (13)   

near CR N (%) 13 (7) 1 (<1)   
CR PR
a
b p Cochran-Mantel-Haenszel 2

1 44

46 2 41 27

 2.7.6.2.6-19

1 246 8.1

189 6.2 2 238 7.8 126 4.1



 2.7.6  M34101-039  186

 2.7.6.2.6-19 1 2
CR PR N=177

(n=121) (n=56)
1 CR+PR N 57 29 

N(%) 40 (70) 19 (66) 
25%  (95% ) 175 (148 242) 150 (130 189) 

 (95% ) 246 (231 NE) 189 (155 NE)
75%  (95% ) NE (302 NE) NE (189 NE)

 42+ 420+ 61+ 357+
2 CR+PR N 64 27 

N(%) 43 (67) 9 (33) 
25%  (95% ) 127 (126 191) 98 (64 125)

 (95% ) 238 (170 NE) 126 (105 189) 
75%  (95% ) NE (273 NE) 189 (127 333) 

 42+ 428+ 60+ 333
CR PR

NE
2003 12 14

6 PD

6 PD TTP

 2.7.6.2.6-20 TTP

p<0.0001

p=0.0125

TTP

0.71 p 0.0742



 2.7.6  M34101-039  187

 2.7.6.2.6-20
TTP ITT N=669

(n=333) (n=336)
(95% )

p a

TTP b    
   

N 212 219 0.49 (0.37 0.64) 
TTP  (95% ) 168 (140 211) 85 (73 106) p<0.0001

   
N 121 117 0.71 (0.49 1.04) 
TTP  (95% ) 196 (169 238) 149 (119 192) p=0.0742

 c    
   

N 212 219 0.60 (0.40 0.90) 
 (95% ) 504 (504 NE) NE (465 NE) p=0.0125

   
N 121 117 0.46 (0.22 0.96) 

 (95% ) NE (NE NE) NE (NE NE) p=0.0351
NE
a Log-rank
b 2003 12 14
c 2004 1 13

(5) 

1) 

663  2.7.6.2.6-21

 2.7.6.2.6-22

51% 168/331 6 7 8 9 10

11 41% 137/331 34% 112/331 26% 85/331

19% 64/331 13% 42/331 61% 204/332

3 4 5 6 7 8 9 40%

132/332 28% 93/332 22% 74/332 17% 56/332 11% 37/332 6%

19/332

331 48.5 mg 2.4 114.4 mg

22.4 20

11 4.0 3.6 3.9
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 2.7.6  M34101-039  191

2) 

30

 2.7.6.2.6-23 5

 2.7.6.2.6-23

MedDRA 8.0

SOC NCI-CTC ver.2

 2.7.6.2.6-24 1

98% 327/332

Grade4 14% 45/331

16% 52/332 44% 144/331 43% 144/332

37% 121/331 29% 96/332

Grade3 75% 248/331

60% 198/332

98% 324/331 89% 297/332

 2.7.6.2.6-24 N=663

(n=331)
n (%) 

(n=332)
n (%) 

1 331 (100) 327 (98) 
1 324 (98) 297 (89) 

Grade3 1 248 (75) 198 (60) 
Grade4 1 45 (14) 52 (16) 

1 144 (44) 144 (43) 
121 (37) 96 (29) 

a 14 (4) 25 (8) 
a 30

30



 2.7.6  M34101-039  192

30 60 30

 2.7.6.2.6-25 30

5% 35/663 4% 12/331

7% 23/332

30 2% 12/663

2% 5/331 2% 7/332

 2.7.6.2.6-25 N=663

(n=331)
n (%) 

(n=332)
n (%) 

30 2 (<1) 6 (2) 
60 6 (2) 12 (4) 

30 12 (4) 23 (7) 
50 (15) 84 (25) 

 2.7.6.2.6-26

1% 4/332 2% 5/332

31

2

 2.7.6.2.6-26

a

     
034-011 59 2 10 
061-027 62 38 9 
115-002 65 62 26 
180-012 72 16 12 

     
011-004 77 3 20 
061-011 69 39 8 
061-012   60  ( ) 6 31 
061-019   59 1 7 
146-023 61  / 34 12 

a Millennium Product Safety

034-011

59 3 8 2

10 2 3 Grade 3 1

ICU



 2.7.6  M34101-039  193

ICU

Grade 2

/ 3 9

Grade 4 Grade 3

Grade 2

061-027

62 38

3 8 9

1 Grade 2 5 Grade

4 Grade 3 Grade 2

115-002

65

7 11 62

26 7

PD 7 12

1 Grade 4

1 1

2 62

180-012

72 4 1 16

12 Grade 3

2 Grade3 Grade4

Grade1



 2.7.6  M34101-039  194

 2.7.6.2.6-27

44% 144/331 43%

144/332 SOC

SOC 13% 44/331 18% 59/332

SOC

13% 43/331 11% 37/332

6% 19/331 5% 15/331

4% 12/331

 2.7.6.2.6-27 N=663

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

1 144 (44) 144 (43) 288 (43) 
44 (13) 59 (18) 103 (16) 
12 (4) 22 (7) 34 (5) 
5 (2) 6 (2) 11 (2) 
6 (2) 3 (1) 9 (1) 
3 (1) 2 (1) 5 (1) 
3 (1) 2 (1) 5 (1) 

1 (<1) 4 (1) 5 (1) 
2 (1) 2 (1) 4 (1) 
2 (1) 2 (1) 4 (1) 

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

 2 (1) 2 (<1) 
 2 (1) 2 (<1) 
 2 (1) 2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

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

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

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

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

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



 2.7.6  M34101-039  195

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

43 (13) 37 (11) 80 (12) 
19 (6) 14 (4) 33 (5) 
6 (2) 6 (2) 12 (2) 
7 (2) 4 (1) 11 (2) 
5 (2) 5 (2) 10 (2) 
3 (1) 2 (1) 5 (1) 
2 (1) 2 (1) 4 (1) 

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

 2 (1) 2 (<1) 
2 (1)  2 (<1) 

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
30 (9) 16 (5) 46 (7) 
15 (5) 4 (1) 19 (3) 
9 (3) 4 (1) 13 (2) 
6 (2) 2 (1) 8 (1) 
3 (1) 4 (1) 7 (1) 
2 (1) 1 (<1) 3 (<1) 
2 (1)  2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
 1 (<1) 1 (<1) 

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

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

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

 1 (<1) 1 (<1) 
22 (7) 16 (5) 38 (6) 
12 (4) 5 (2) 17 (3) 

 4 (1) 4 (1) 
1 (<1) 2 (1) 3 (<1) 
1 (<1) 2 (1) 3 (<1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

 2 (1) 2 (<1) 
2 (1)  2 (<1) 

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

1 (<1)  1 (<1) 



 2.7.6  M34101-039  196

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

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

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
27 (8) 11 (3) 38 (6) 
6 (2) 2 (1) 8 (1) 
4 (1) 1 (<1) 5 (1) 
3 (1)  3 (<1) 
2 (1)  2 (<1) 

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

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

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

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

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

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
18 (5) 20 (6) 38 (6) 

 11 (3) 11 (2) 
8 (2) 2 (1) 10 (2) 
6 (2) 1 (<1) 7 (1) 
2 (1) 2 (1) 4 (1) 
2 (1)  2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

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

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

18 (5) 12 (4) 30 (5) 
4 (1) 4 (1) 8 (1) 
3 (1) 4 (1) 7 (1) 
2 (1) 1 (<1) 3 (<1) 



 2.7.6  M34101-039  197

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

 2 (1) 2 (<1) 
1 (<1)  1 (<1) 

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
12 (4) 14 (4) 26 (4) 
4 (1) 9 (3) 13 (2) 
3 (1) 5 (2) 8 (1) 
2 (1)  2 (<1) 

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
12 (4) 12 (4) 24 (4) 
5 (2) 5 (2) 10 (2) 
5 (2) 1 (<1) 6 (1) 

 2 (1) 2 (<1) 
 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

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

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

11 (3) 10 (3) 21 (3) 
1 (<1) 5 (2) 6 (1) 
3 (1) 3 (1) 6 (1) 
3 (1)  3 (<1) 

 2 (1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
10 (3) 10 (3) 20 (3) 
5 (2) 5 (2) 10 (2) 

1 (<1) 6 (2) 7 (1) 
4 (1)  4 (1) 

1 (<1) 1 (<1) 2 (<1) 
 1 (<1) 1 (<1) 

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
4 (1) 15 (5) 19 (3) 

 6 (2) 6 (1) 
 4 (1) 4 (1) 



 2.7.6  M34101-039  198

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

2 (1) 2 (1) 4 (1) 
2 (1)  2 (<1) 

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

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

10 (3) 2 (1) 12 (2) 
5 (2) 1 (<1) 6 (1) 
2 (1)  2 (<1) 

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
6 (2) 4 (1) 10 (2) 
2 (1) 2 (1) 4 (1) 

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
7 (2)  7 (1) 
4 (1)  4 (1) 

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

1 (<1)  1 (<1) 

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

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

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

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



 2.7.6  M34101-039  199

 2.7.6.2.6-28

24% 80/331

25% 83/332 SOC 6%

20/331 3% 11/331 2% 7/331

2% 6/331 2% 5/331

1% 4/331 SOC

10% 34/332 4% 13/332 3% 11/332

2% 6/332

 2.7.6.2.6-28
N=663

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

1 80 (24) 83 (25) 163 (25) 
16 (5) 34 (10) 50 (8) 
3 (1) 13 (4) 16 (2) 
5 (2) 3 (1) 8 (1) 

1 (<1) 3 (1) 4 (1) 
1 (<1) 2 (1) 3 (<1) 

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

1 (<1) 1 (<1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

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

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

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

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

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

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

18 (5) 14 (4) 32 (5) 
7 (2) 6 (2) 13 (2) 
2 (1) 3 (1) 5 (1) 
4 (1) 1 (<1) 5 (1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

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



 2.7.6  M34101-039  200

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

 1 (<1) 1 (<1) 
9 (3) 16 (5) 25 (4) 

 11 (3) 11 (2) 
6 (2) 1 (<1) 7 (1) 

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

1 (<1) 1 (<1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

20 (6) 4 (1) 24 (4) 
11 (3) 1 (<1) 12 (2) 
6 (2) 1 (<1) 7 (1) 
6 (2)  6 (1) 
2 (1)  2 (<1) 

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
10 (3) 8 (2) 18 (3) 
6 (2) 3 (1) 9 (1) 

 2 (1) 2 (<1) 
2 (1)  2 (<1) 

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

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

1 (<1)  1 (<1) 
11 (3) 6 (2) 17 (3) 
3 (1)  3 (<1) 
2 (1) 1 (<1) 3 (<1) 

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

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

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

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

 1 (<1) 1 (<1) 
13 (4) 3 (1) 16 (2) 
2 (1) 2 (1) 4 (1) 
3 (1)  3 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 



 2.7.6  M34101-039  201

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
2 (1) 13 (4) 15 (2) 

 6 (2) 6 (1) 
 3 (1) 3 (<1) 

1 (<1) 1 (<1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

1 (<1)  1 (<1) 
6 (2) 6 (2) 12 (2) 
3 (1) 2 (1) 5 (1) 
3 (1)  3 (<1) 

 2 (1) 2 (<1) 
 2 (1) 2 (<1) 

8 (2) 1 (<1) 9 (1) 
5 (2) 1 (<1) 6 (1) 
4 (1)  4 (1) 

1 (<1)  1 (<1) 
4 (1) 3 (1) 7 (1) 

1 (<1) 2 (1) 3 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
6 (2)  6 (1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1) 4 (1) 5 (1) 

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

1 (<1)  1 (<1) 
5 (2)  5 (1) 
3 (1)  3 (<1) 

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



 2.7.6  M34101-039  202

 Grade3 Grade4

Grade3  2.7.6.2.6-29 Grade3

75% 248/331 60% 198/332

10% 29% 97

15% 48 11% 35

 2.7.6.2.6-29 Grade3 N=663

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

1 248 (75) 198 (60) 446 (67) 
143 (43) 57 (17) 200 (30) 
97 (29) 22 (7) 119 (18) 
33 (10) 35 (11) 68 (10) 
48 (15) 4 (1) 52 (8) 
14 (4) 6 (2) 20 (3) 
12 (4) 4 (1) 16 (2) 
1 (<1) 3 (1) 4 (1) 

 2 (1) 2 (<1) 
2 (1)  2 (<1) 

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
43 (13) 57 (17) 100 (15) 
11 (3) 21 (6) 32 (5) 
6 (2) 5 (2) 11 (2) 
5 (2) 5 (2) 10 (2) 
3 (1) 2 (1) 5 (1) 
3 (1) 2 (1) 5 (1) 

1 (<1) 4 (1) 5 (1) 
3 (1) 1 (<1) 4 (1) 

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

 3 (1) 3 (<1) 
 3 (1) 3 (<1) 

1 (<1) 1 (<1) 2 (<1) 
 2 (1) 2 (<1) 
 2 (1) 2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
 2 (1) 2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 

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

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

1 (<1)  1 (<1) 



 2.7.6  M34101-039  203

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

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

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

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

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

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

61 (18) 39 (12) 100 (15) 
23 (7) 9 (3) 32 (5) 
19 (6) 12 (4) 31 (5) 
6 (2) 5 (2) 11 (2) 
7 (2) 3 (1) 10 (2) 
6 (2) 3 (1) 9 (1) 
3 (1) 3 (1) 6 (1) 
2 (1) 2 (1) 4 (1) 
3 (1)  3 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 

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

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

67 (20) 20 (6) 87 (13) 
20 (6) 2 (1) 22 (3) 
5 (2) 1 (<1) 6 (1) 
6 (2)  6 (1) 
5 (2)  5 (1) 
4 (1) 1 (<1) 5 (1) 
3 (1) 2 (1) 5 (1) 
2 (1) 2 (1) 4 (1) 
3 (1) 1 (<1) 4 (1) 
4 (1)  4 (1) 

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

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



 2.7.6  M34101-039  204

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

2 (1)  2 (<1) 
 2 (1) 2 (<1) 
 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 

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

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

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

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

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

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
34 (10) 50 (15) 84 (13) 

 28 (8) 28 (4) 
5 (2) 6 (2) 11 (2) 
9 (3) 1 (<1) 10 (2) 
4 (1) 5 (2) 9 (1) 
6 (2) 2 (1) 8 (1) 
6 (2) 2 (1) 8 (1) 
4 (1) 2 (1) 6 (1) 
2 (1) 2 (1) 4 (1) 

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

 2 (1) 2 (<1) 
61 (18) 19 (6) 80 (12) 
24 (7) 6 (2) 30 (5) 
11 (3) 4 (1) 15 (2) 
7 (2) 4 (1) 11 (2) 
8 (2)  8 (1) 
6 (2) 1 (<1) 7 (1) 
2 (1) 4 (1) 6 (1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

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

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

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



 2.7.6  M34101-039  205

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
35 (11) 43 (13) 78 (12) 
12 (4) 11 (3) 23 (3) 
10 (3) 5 (2) 15 (2) 
2 (1) 5 (2) 7 (1) 
2 (1) 5 (2) 7 (1) 
5 (2) 2 (1) 7 (1) 
3 (1) 3 (1) 6 (1) 
2 (1) 4 (1) 6 (1) 

1 (<1) 4 (1) 5 (1) 
 3 (1) 3 (<1) 
 3 (1) 3 (<1) 
 2 (1) 2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

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

1 (<1)  1 (<1) 
33 (10) 28 (8) 61 (9) 
17 (5) 11 (3) 28 (4) 
3 (1) 3 (1) 6 (1) 

1 (<1) 4 (1) 5 (1) 
2 (1) 3 (1) 5 (1) 
3 (1) 1 (<1) 4 (1) 

1 (<1) 3 (1) 4 (1) 
2 (1) 1 (<1) 3 (<1) 

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

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

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

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

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

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



 2.7.6  M34101-039  206

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
11 (3) 29 (9) 40 (6) 

 8 (2) 8 (1) 
 6 (2) 6 (1) 

2 (1) 4 (1) 6 (1) 
1 (<1) 5 (2) 6 (1) 
5 (2)  5 (1) 
4 (1)  4 (1) 

1 (<1) 1 (<1) 2 (<1) 
 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

15 (5) 17 (5) 32 (5) 
4 (1) 4 (1) 8 (1) 
2 (1) 2 (1) 4 (1) 

1 (<1) 3 (1) 4 (1) 
1 (<1) 3 (1) 4 (1) 

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

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

15 (5) 15 (5) 30 (5) 
5 (2) 8 (2) 13 (2) 
4 (1) 5 (2) 9 (1) 
4 (1)  4 (1) 

1 (<1) 1 (<1) 2 (<1) 
 1 (<1) 1 (<1) 

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

 1 (<1) 1 (<1) 
10 (3) 15 (5) 25 (4) 
5 (2) 5 (2) 10 (2) 

 6 (2) 6 (1) 



 2.7.6  M34101-039  207

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

2 (1) 3 (1) 5 (1) 
2 (1)  2 (<1) 

 2 (1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
15 (5) 9 (3) 24 (4) 
5 (2)  5 (1) 
4 (1) 1 (<1) 5 (1) 

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

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

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

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

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

1 (<1)  1 (<1) 
13 (4) 2 (1) 15 (2) 
6 (2)  6 (1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

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

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

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

7 (2) 2 (1) 9 (1) 
 2 (1) 2 (<1) 

2 (1)  2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
3 (1) 4 (1) 7 (1) 

 2 (1) 2 (<1) 
1 (<1)  1 (<1) 

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

 1 (<1) 1 (<1) 



 2.7.6  M34101-039  208

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

2 (1) 3 (1) 5 (1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

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

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

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

2 (1)  2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

Grade3

 2.7.6.2.6-30

 2.7.6.2.6-30 Grade3
N=663

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(N=663)
n (%) 

1 221 (67) 139 (42) 360 (54) 
133 (40) 16 (5) 149 (22) 
92 (28) 6 (2) 98 (15) 
45 (14) 1 (<1) 46 (7) 
21 (6) 8 (2) 29 (4) 
12 (4) 5 (2) 17 (3) 
11 (3) 1 (<1) 12 (2) 
2 (1)  2 (<1) 

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
45 (14) 21 (6) 66 (10) 
20 (6) 8 (2) 28 (4) 
16 (5) 8 (2) 24 (4) 
2 (1) 4 (1) 6 (1) 
4 (1) 2 (1) 6 (1) 

1 (<1) 1 (<1) 2 (<1) 



 2.7.6  M34101-039  209

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(N=663)
n (%) 

2 (1)  2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

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

 1 (<1) 1 (<1) 
49 (15) 12 (4) 61 (9) 
19 (6) 1 (<1) 20 (3) 
6 (2)  6 (1) 
5 (2)  5 (1) 
5 (2)  5 (1) 
3 (1) 1 (<1) 4 (1) 
2 (1) 1 (<1) 3 (<1) 
3 (1)  3 (<1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

 2 (1) 2 (<1) 
2 (1)  2 (<1) 

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

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

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

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
19 (6) 38 (11) 57 (9) 

 28 (8) 28 (4) 
8 (2) 1 (<1) 9 (1) 
3 (1) 3 (1) 6 (1) 
4 (1)  4 (1) 
2 (1) 2 (1) 4 (1) 

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

 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 

17 (5) 36 (11) 53 (8) 
3 (1) 14 (4) 17 (3) 
5 (2) 5 (2) 10 (2) 

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



 2.7.6  M34101-039  210

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(N=663)
n (%) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

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

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

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

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

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

 1 (<1) 1 (<1) 
46 (14) 6 (2) 52 (8) 
22 (7) 2 (1) 24 (4) 
8 (2) 1 (<1) 9 (1) 
8 (2)  8 (1) 
6 (2) 1 (<1) 7 (1) 
5 (2)  5 (1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

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

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
12 (4) 24 (7) 36 (5) 
1 (<1) 4 (1) 5 (1) 
2 (1) 3 (1) 5 (1) 

 4 (1) 4 (1) 
 3 (1) 3 (<1) 
 3 (1) 3 (<1) 

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

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

 1 (<1) 1 (<1) 



 2.7.6  M34101-039  211

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(N=663)
n (%) 

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
15 (5) 16 (5) 31 (5) 
12 (4) 8 (2) 20 (3) 

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

 2 (1) 2 (<1) 
2 (1)  2 (<1) 

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

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

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

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

3 (1) 26 (8) 29 (4) 
 8 (2) 8 (1) 
 6 (2) 6 (1) 

1 (<1) 4 (1) 5 (1) 
 3 (1) 3 (<1) 
 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

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

1  1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
9 (3) 7 (2) 16 (2) 
2 (1) 2 (1) 4 (1) 

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
10 (3) 2 (1) 12 (2) 
4 (1)  4 (1) 
2 (1)  2 (<1) 

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



 2.7.6  M34101-039  212

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(N=663)
n (%) 

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
9 (3) 3 (1) 12 (2) 
3 (1) 1 (<1) 4 (1) 
2 (1)  2 (<1) 

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

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

1 (<1)  1 (<1) 
5 (2) 6 (2) 11 (2) 
2 (1) 2 (1) 4 (1) 
2 (1) 1 (<1) 3 (<1) 
2 (1)  2 (<1) 

 2 (1) 2 (<1) 
 2 (1) 2 (<1) 

5 (2) 5 (2) 10 (2) 
1 (<1) 2 (1) 3 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 

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

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

Grade4  2.7.6.2.6-31 Grade4

14% 45/331 16% 52/332

1% 4 4% 12/331

2% 8/331 2% 5/331 1% 4/331

1% 4 2% 7/332

1% 4/332



 2.7.6  M34101-039  213

 2.7.6.2.6-31 Grade4 N=663

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

1 45 (14) 52 (16) 97 (15) 
22 (7) 8 (2) 30 (5) 
12 (4) 4 (1) 16 (2) 
8 (2)  8 (1) 
2 (1) 3 (1) 5 (1) 

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
11 (3) 11 (3) 22 (3) 

 7 (2) 7 (1) 
5 (2) 1 (<1) 6 (1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 

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

 1 (<1) 1 (<1) 
5 (2) 11 (3) 16 (2) 
2 (1) 3 (1) 5 (1) 

1 (<1) 3 (1) 4 (1) 
1 (<1) 1 (<1) 2 (<1) 

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

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

7 (2) 8 (2) 15 (2) 
 2 (1) 2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

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

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

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
5 (2) 9 (3) 14 (2) 

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

 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 



 2.7.6  M34101-039  214

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

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

1 (<1)  1 (<1) 
5 (2) 6 (2) 11 (2) 
4 (1)  4 (1) 

 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

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

5 (2) 4 (1) 9 (1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

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

 1 (<1) 1 (<1) 
4 (1) 4 (1) 8 (1) 
2 (1) 3 (1) 5 (1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
2 (1) 3 (1) 5 (1) 

 2 (1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1) 1 (<1) 2 (<1) 

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

 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

 1 (<1) 1 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 ( <1)  1 (<1) 



 2.7.6  M34101-039  215

Grade4 ( )

2.7.6.2.6-32

 2.7.6.2.6-32 Grade4
N=663

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

1 28 (8) 29 (9) 57 (9) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

3 (1) 3 (1) 6 (1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

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

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

1 (<1) 9 (3) 10 (2) 
 7 (2) 7 (2) 
 1 (<1) 1 (<1) 

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

19 (6) 1 (<1) 20 (3) 
12 (4) 1 (<1) 13 (2) 
1 (<1)  1 (<1) 
8 (2)  8 (1) 

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

1 (<1) 8 (2) 9 (1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

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

1 (<1) 5 (2) 6 (1) 
1 (<1) 1 (<1) 2 (<1) 

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



 2.7.6  M34101-039  216

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

2 (1)  2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
4 (1) 1 (<1) 5 (1) 

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

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

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

 2.7.6.2.6-33 36% 120/331

29% 96/332

6% 21/331

2% 8/331 2% 7/331

2% 6/331 2% 5/331 1%

4/331 2% 7/332

2% 6/332 2% 5/332

1% 4/332

( )  2.7.6.2.6-34

25% 84/331 18% 61/332

SOC

13% 42/331 6% 21/331

2% 7/331 2% 6/331

2% 5/331 1% 4/331

2% 7/332 1% 4/332



 2.7.6  M34101-039  217

 2.7.6.2.6-33 N=663

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

120 (36) 96 (29) 216 (33) 
53 (16) 16 (5) 69 (10) 
21 (6)  21 (3) 
7 (2) 3 (1) 10 (2) 
2 (1) 4 (1) 6 (1) 
5 (2)  5 (1) 
4 (1)  4 (1) 
3 (1)  3 (<1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

 2 (1) 2 (<1) 
2 (1)  2 (<1) 

 2 (1) 2 (<1) 
2 (1)  2 (<1) 

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

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

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

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

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

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

19 (6) 22 (7) 41 (6) 
6 (2) 2 (1) 8 (1) 
2 (1) 5 (2) 7 (1) 
3 (1) 3 (1) 6 (1) 
3 (1) 3 (1) 6 (1) 
2 (1) 2 (1) 4 (1) 

 2 (1) 2 (<1) 
 2 (1) 2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
18 (5) 16 (5) 34 (5) 
1 (<1) 7 (2) 8 (1) 
7 (2)  7 (1) 

1 (<1) 3 (1) 4 (1) 



 2.7.6  M34101-039  218

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

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

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

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

12 (4) 20 (6) 32 (5) 
3 (1) 3 (1) 6 (1) 
3 (1) 2 (1) 5 (1) 

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

 2 (1) 2 (<1) 
 2 (1) 2 (<1) 
 2 (1) 2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

20 (6) 8 (2) 28 (4) 
8 (2) 2 (1) 10 (2) 
8 (2) 2 (1) 10 (2) 
7 (2)  7 (1) 
3 (1) 1 (<1) 4 (1) 

1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 

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

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

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
7 (2) 20 (6) 27 (4) 

 7 (2) 7 (1) 
1 (<1) 5 (2) 6 (1) 
2 (1) 3 (1) 5 (1) 

1 (<1) 3 (1) 4 (1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

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



 2.7.6  M34101-039  219

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

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

4 (1) 20 (6) 24 (4) 
1 (<1) 3 (1) 4 (1) 
2 (1) 2 (1) 4 (1) 

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

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

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

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

12 (4) 9 (3) 21 (3) 
8 (2) 6 (2) 14 (2) 
3 (1) 4 (1) 7 (1) 

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
9 (3) 11 (3) 20 (3) 

1 (<1) 4 (1) 5 (1) 
2 (1) 2 (1) 4 (1) 
2 (1) 1 (<1) 3 (<1) 

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

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

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

 1 (<1) 1 (<1) 



 2.7.6  M34101-039  220

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

11 (3) 7 (2) 18 (3) 
4 (1) 1 (<1) 5 (1) 
2 (1) 2 (1) 4 (1) 
2 (1) 1 (<1) 3 (<1) 
2 (1)  2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

 2 (1) 2 (<1) 
1 (<1)  1 (<1) 

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

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

1 (<1)  1 (<1) 
8 (2) 6 (2) 14 (2) 
3 (1) 3 (1) 6 (1) 

1 (<1) 3 (1) 4 (1) 
2 (1)  2 (<1) 

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
6 (2) 3 (1) 9 (1) 
3 (1)  3 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

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

1 (<1)  1 (<1) 
5 (2) 4 (1) 9 (1) 
2 (1) 1 (<1) 3 (<1) 
2 (1)  2 (<1) 

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

4 (1) 3 (1) 7 (1) 
2 (1)  2 (<1) 

 2 (1) 2 (<1) 
1 (<1)  1 (<1) 

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
1 (<1) 3 (1) 4 (1) 

 3 (1) 3 (<1) 
1 (<1)  1 (<1) 

1 (<1) 3 (1) 4 (1) 
1 (<1)  1 (<1) 

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



 2.7.6  M34101-039  221

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

 1 (<1) 1 (<1) 
 3 (1) 3 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

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

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

 2.7.6.2.6-34 ( )
N=663

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

84 (25) 61 (18) 145 (22) 
42 (13) 7 (2) 49 (7) 
21 (6)  21 (3) 
5 (2)  5 (1) 
4 (1)  4 (1) 
3 (1)  3 (<1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

 2 (1) 2 (<1) 
2 (1)  2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 

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

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

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

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



 2.7.6  M34101-039  222

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

12 (4) 10 (3) 22 (3) 
6 (2) 2 (1) 8 (1) 
2 (1) 3 (1) 5 (1) 
2 (1) 1 (<1) 3 (<1) 

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

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

 1 (<1) 1 (<1) 
2 (1) 18 (5) 20 (3) 

 7 (2) 7 (1) 
 4 (1) 4 (1) 

1 (<1) 3 (1) 4 (1) 
 3 (1) 3 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

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

6 (2) 13 (4) 19 (3) 
 7 (2) 7 (1) 

1 (<1) 3 (1) 4 (1) 
2 (1) 1 (<1) 3 (<1) 
2 (1)  2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 

2 (1) 14 (4) 16 (2) 
1 (<1) 3 (1) 4 (1) 

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

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

13 (4) 2 (1) 15 (2) 
7 (2) 1 (<1) 8 (1) 
7 (2)  7 (1) 
5 (2)  5 (1) 



 2.7.6  M34101-039  223

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

2 (1)  2 (<1) 
 1 (<1) 1 (<1) 

1 (<1)  1 (<1) 
5 (2) 10 (3) 15 (2) 

 2 (1) 2 (<1) 
 2 (1) 2 (<1) 

2 (1)  2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 

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

9 (3) 3 (1) 12 (2) 
7 (2) 2 (1) 9 (1) 

1 (<1) 1 (<1) 2 (<1) 
 1 (<1) 1 (<1) 

1 (<1)  1 (<1) 
6 (2) 4 (1) 10 (2) 
3 (1) 1 (<1) 4 (1) 
2 (1) 1 (<1) 3 (<1) 

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

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
7 (2) 3 (1) 10 (2) 
2 (1) 1 (<1) 3 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
2 (1) 2 (1) 4 (1) 
2 (1)  2 (<1) 

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

1 (<1) 3 (1) 4 (1) 
 3 (1) 3 (<1) 

1 (<1)  1 (<1) 
3 (1) 1 (<1) 4 (1) 
2 (1)  2 (<1) 

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

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

 1 (<1) 1 (<1) 
    



 2.7.6  M34101-039  224

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

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

 2.7.6.2.6-35

2.7.6.2.6-36

59% 196/331

43% 141/331 25% 83/332 14%

45/332

SOC SOC 21% 68/331

16% 53/331 10% 33/331

8% 27/331 3% 9/331

7% 22/331 3% 10/331

5% 5% 17/331 5% 16/331

3% 11/332

3% 9/332 4% 13/332

3%

 2.7.6.2.6-35 N=663

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

196 (59) 83 (25) 279 (42) 
57 (17) 37 (11) 94 (14) 
10 (3) 7 (2) 17 (3) 
9 (3) 8 (2) 17 (3) 
5 (2) 5 (2) 10 (2) 
4 (1) 1 (<1) 5 (1) 
4 (1) 1 (<1) 5 (1) 
4 (1) 1 (<1) 5 (1) 
3 (1) 2 (1) 5 (1) 



 2.7.6  M34101-039  225

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

3 (1) 1 (<1) 4 (1) 
1 (<1) 3 (1) 4 (1) 
1 (<1) 2 (1) 3 (<1) 
2 (1) 1 (<1) 3 (<1) 
2 (1) 1 (<1) 3 (<1) 

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

1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

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

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

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

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

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

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

77 (23) 7 (2) 84 (13) 
53 (16) 2 (1) 55 (8) 
27 (8) 1 (<1) 28 (4) 
7 (2) 6 (2) 13 (2) 
4 (1)  4 (1) 

 2 (1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
46 (14) 23 (7) 69 (10) 
17 (5) 11 (3) 28 (4) 
11 (3) 5 (2) 16 (2) 
10 (3) 3 (1) 13 (2) 
1 (<1) 3 (1) 4 (1) 
3 (1)  3 (<1) 
2 (1) 1 (<1) 3 (<1) 
2 (1) 1 (<1) 3 (<1) 
2 (1)  2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 



 2.7.6  M34101-039  226

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
48 (15) 6 (2) 54 (8) 
22 (7) 2 (1) 24 (4) 
16 (5) 1 (<1) 17 (3) 
10 (3) 1 (<1) 11 (2) 
6 (2) 1 (<1) 7 (1) 
4 (1)  4 (1) 
2 (1) 1 (<1) 3 (<1) 

1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
43 (13) 7 (2) 50 (8) 
14 (4) 2 (1) 16 (2) 
7 (2)  7 (1) 
6 (2)  6 (1) 
5 (2)  5 (1) 
4 (1)  4 (1) 
2 (1) 1 (<1) 3 (<1) 

1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 

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

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

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
22 (7) 9 (3) 31 (5) 
10 (3)  10 (2) 



 2.7.6  M34101-039  227

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

4 (1) 2 (1) 6 (1) 
2 (1) 1 (<1) 3 (<1) 
2 (1) 1 (<1) 3 (<1) 
2 (1)  2 (<1) 

1 (<1) 1 (<1) 2 (<1) 
2 (1)  2 (<1) 

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

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

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

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

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
18 (5) 13 (4) 31 (5) 

 9 (3) 9 (1) 
5 (2) 1 (<1) 6 (1) 
6 (2)  6 (1) 
4 (1) 1 (<1) 5 (1) 

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

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
11 (3) 6 (2) 17 (3) 
3 (1) 2 (1) 5 (1) 
3 (1) 1 (<1) 4 (1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

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

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

 1 (<1) 1 (<1) 
12 (4) 3 (1) 15 (2) 
6 (2)  6 (1) 
3 (1) 1 (<1) 4 (1) 

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

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

 1 (<1) 1 (<1) 
    



 2.7.6  M34101-039  228

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

3 (1) 11 (3) 14 (2) 
1 (<1) 3 (1) 4 (1) 

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

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

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

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

1 (<1)  1 (<1) 
11 (3) 3 (1) 14 (2) 
5 (2)  5 (1) 

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

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
6 (2) 6 (2) 12 (2) 

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
8 (2) 4 (1) 12 (2) 
4 (1) 1 (<1) 5 (1) 
3 (1)  3 (<1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

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

1 (<1)  1 (<1) 
7 (2) 2 (1) 9 (1) 
4 (1) 1 (<1) 5 (1) 

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

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

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



 2.7.6  M34101-039  229

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

3 (1) 1 (<1) 4 (1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

 1 (<1) 1 (<1) 
3 (1) 1 (<1) 4 (1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
4 (1)  4 (1) 

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

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

 1 (<1) 1 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 

 2.7.6.2.6-36 N=663

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

141 (43) 45 (14) 186 (28) 
68 (21) 7 (2) 75 (11) 
29 (9) 1 (<1) 30 (5) 
17 (5)  17 (3) 
7 (2) 1 (<1) 8 (1) 
7 (2)  7 (1) 
6 (2)  6 (1) 
5 (2)  5 (1) 

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

 2 (1) 2 (<1) 
 2 (1) 2 (<1) 

2 (1)  2 (<1) 
2 (1)  2 (<1) 

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

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

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
40 (12) 2 (1) 42 (6) 
33 (10)  33 (5) 
9 (3)  9 (1) 



 2.7.6  M34101-039  230

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

1 (<1) 2 (1) 3 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
21 (6) 6 (2) 27 (4) 
10 (3) 2 (1) 12 (2) 
6 (2) 1 (<1) 7 (1) 
4 (1)  4 (1) 
2 (1) 1 (<1) 3 (<1) 

1 (<1) 1 (<1) 2 (<1) 
 2 (1) 2 (<1) 

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

17 (5) 10 (3) 27 (4) 
10 (3) 3 (1) 13 (2) 
6 (2) 6 (2) 12 (2) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

 1 (<1) 1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
7 (2) 13 (4) 20 (3) 

1 (<1) 5 (2) 6 (1) 
 3 (1) 3 (<1) 

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

 2 (1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

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

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
2 (1) 13 (4) 15 (2) 
2 (1) 1 (<1) 3 (<1) 

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

5 (2) 9 (3) 14 (2) 
4 (1) 1 (<1) 5 (1) 

 4 (1) 4 (1) 
 1 (<1) 1 (<1) 
 1 (<1) 1 (<1) 



 2.7.6  M34101-039  231

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

 1 (<1) 1 (<1) 
6 (2) 7 (2) 13 (2) 

1 (<1) 5 (2) 6 (1) 
2 (1) 1 (<1) 3 (<1) 

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

 1 (<1) 1 (<1) 
12 (4)  12 (2) 
6 (2)  6 (1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
5 (2) 4 (1) 9 (1) 
3 (1) 2 (1) 5 (1) 

1 (<1) 1 (<1) 2 (<1) 
1 (<1) 1 (<1) 2 (<1) 

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

 1 (<1) 1 (<1) 
5 (2)  5 (1) 
2 (1)  2 (<1) 

1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
4 (1)  4 (1) 
2 (1)  2 (<1) 
2 (1)  2 (<1) 
2 (1) 1 (<1) 3 (<1) 

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

 1 (<1) 1 (<1) 
1 (<1) 1 (<1) 2 (<1) 
1 (<1)  1 (<1) 

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

 2 (1) 2 (<1) 
 2 (1) 2 (<1) 
 1 (<1) 1 (<1) 

2 (1)  2 (<1) 
1 (<1)  1 (<1) 
1 (<1)  1 (<1) 
1 (<1) 1 (<1) 2 (<1) 

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



 2.7.6  M34101-039  232

MedDRA/J v8.0 
SOC

PT
(n=331)
n (%) 

(n=332)
n (%) 

(n=663)
n (%) 

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

10%  2.7.6.2.6-37

2.7.6.2.6.4



 2.7.6  M34101-039  233

 2.7.6.2.6-37 10% N=663

MedDRA/J v8.0
PT

(n=331)
n (%) 

(n=332)
n (%) 

1 331 (100) 327 ( 98) 
192 ( 58) 70 ( 21) 
141 ( 43) 107 ( 32) 
190 ( 57) 46 ( 14) 
140 ( 42) 49 ( 15) 
116 ( 35) 54 ( 16) 
87 ( 26) 74 ( 22) 
115 ( 35) 36 ( 11) 
60 ( 18) 90 ( 27) 
76 ( 23) 63 ( 19) 
117 ( 35) 20 (  6) 
85 ( 26) 43 ( 13) 
65 ( 20) 58 ( 17) 
54 ( 16) 53 ( 16) 
87 ( 26) 20 (  6) 
70 ( 21) 35 ( 11) 
47 ( 14) 55 ( 17) 
46 ( 14) 51 ( 15) 
68 ( 21) 27 (  8) 
72 ( 22) 22 (  7) 
75 ( 23) 14 (  4) 
46 ( 14) 34 ( 10) 
45 ( 14) 34 ( 10) 
50 ( 15) 24 (  7) 
45 ( 14) 23 (  7) 
62 ( 19) 5 (  2) 
53 ( 16) 11 (  3) 
36 ( 11) 26 (  8) 
42 ( 13) 17 (  5) 
39 ( 12) 18 (  5) 
42 ( 13) 15 (  5) 
5 (  2) 49 ( 15) 

21 (  6) 32 ( 10) 
40 ( 12) 7 (  2) 
33 ( 10) 13 (  4) 
37 ( 11) 8 (  2) 
33 ( 10) 11 (  3) 




