
審議結果報告書 

 

平成 26 年６月 10 日 

医薬食品局審査管理課 

 

 

［販 売 名］ ネクサバール錠200mg 

［一 般 名］ ソラフェニブトシル酸塩 

［申 請 者 名］ バイエル薬品株式会社 

［申請年月日］ 平成 25 年 9 月 30 日 

 

［審 議 結 果］ 

平成 26 年５月 26 日に開催された医薬品第二部会において、本品目の一部変

更承認申請を承認して差し支えないとされ、薬事・食品衛生審議会薬事分科会

に報告することとされた。 

本品目の再審査期間は 10 年とされた。 

 

［承 認 条 件］ 

国内での治験症例が極めて限られていることから、製造販売後、一定数の症例

に係るデータが集積されるまでの間は、全症例を対象に使用成績調査を実施す

ることにより、本剤使用患者の背景情報を把握するとともに、本剤の安全性及

び有効性に関するデータを早期に収集し、本剤の適正使用に必要な措置を講じ

ること。       
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1  

Bayer HealthCare Onyx Pharmaceuticals
CRAF BRAF BRAF KIT

FLT-3 VEGFR -2 VEGFR-3
PDGFR -β

 
2008 1 2009 5

 
 

2  
20

100369 Bayer HealthCare
20

14295 18
 

EU 14295 2013 6
2013 11 NEXAVAR is indicated for the 

treatment of patients with locally recurrent or metastatic, progressive, differentiated thyroid 
carcinoma (DTC) that is refractory to radioactive iodine treatment.
EU  

2014 3 4
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14295
 

2013 9
25 315  

 
2  

 

19 10 16
200mg 21 4 17

200mg
 

RET-PTC RET
C634R RET Expert Opin Ther 

Targets 2013; 17: 403-19 Biochem Pharmacol 2009; 77: 297-309
 

� RET-PTC C634R RET
J Natl Cancer Inst 2006; 98: 326-34 J Biol Chem 2007; 282: 29230-40  
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PK
 

 
1 5.3.3.5.1 14295 20

20  
RAI

417 PK 113 400mg 1 2

14295

AUC0-12h AUC0-12h,ss PK 71
24 AUC0-12h,ss

% PK 75.4mg h/L
44.3% 76.0mg h/L 44.7% 74.7mg h/L 53.2%

2
AUC0-12h,ss 33.17 62.85mg h/L  
 

2 5.3.5.2.1 100561 20 20
 

53 QT/QTc
LVEF

100561 1 28
2 1 400mg ECG/QTc

400mg 1 2
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LVEF 32 2 4
0.83% 1.22% tmax QTcB

Bazett QTc QTcF Fridericia QTc
36 4msec 9msec

QTcB QTcF 4msec 5msec
QTcB QTcF 60msec

12 QTcB QTcF 500msec  

QT

 
 

3  
5.3.5.4.9 12348 20 20  

28 M-2 N- M-4
M-5 N- M-7 M-8 M-2

PK

400mg 1 1 1 15 1,000mg 1 3
11 15 Cmax

AUC 15
1 90% CI 0.35 0.29, 0.43

0.46 0.39, 0.54 M2 0.06 0.05, 0.08 0.05 0.03, 0.09
M-7 M-8 %

3.5 0.4% 1.8 0.04% M-4
M-5 Cmax 0.05 0.05 0.03 0.02 mg/L

0.02 0.01 mg/L 0.01mg/L
M-4 M-5 Cmax

0 7 23 28  
M-2 M-4 M-5

M-7 M-8
19 10 16

200mg

 
 

4  
14295 AUC0-12h,ss

AUC0-12h,ss AUC0-12h,ss

1 46.2 29.0, 58.1 mg h/L 28 2 3 73.8
59.2, 101.8 mg h/L 57 4 128.4 101.9, 186.2 mg h/L 28

 
 
1   

Kaplan-Meier PFS
PFS 95%CI 278 162, 
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686 294 231, 393 509 271, 561 PFS
PFS 95%CI

PFS
 

 
2  

14295

AUC0-12,ss

AUC0-12,ss

1/28
7/57 3/28

 
 

5 PPK  
100483 100484

11515 11559
11213 10874
100554 11849 14898

14295 859 3,141
1-

PPK CL
BMI

AST ALT
ALP LDH

prothrombin international normalized ratio PT-INR
CLCR P450 CYP 3A4 CYP3A4 UDP-

UGT 1A9 UGT1A9
14295

CL
 

 
6 PK 
14295 100561

25 19 10 16 200mg 21 4 17
200mg 26 PK

PK
AUC0-12,ss AUC0-12,ss
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AUC0-12h,ss 

     
 

N 114 499 136 194 
AUC0-12h,ss 

mg h/L  
74.99 

29.03, 186.2  
43.43 

6.13, 242.0  
39.36 

10.69, 103.9  
44.98 

9.94, 242.0  
 

N 71 380 94 149 
AUC0-12h,ss 

mg h/L  
76.00 

30.78, 180.1  
46.95 

10.69, 201.4  
41.51 

10.69, 103.9  
48.24 

12.49, 149.2  
 

N 24 92 34 41 
AUC0-12h,ss 

mg h/L  
74.70 

29.03, 186.2  
34.26 

9.94, 242.0  
33.04 

11.20, 99.12  
36.59 

9.94, 242.0  
 

 
CL AUC0-12,ss PPK 5

PPK PPK
CL CL AUC0-12,ss

 
CL 4.66 3.68L/h

AUC0-12,ss 85.8 109mg h/L
CL 9.44 7.45L/h AUC0-12,ss 42.4 53.7mg h/L CL

49.4% AUC0-12,ss 103%  

 
 

 
1 PK  

PK
 

14295 PK
1

14295 PK 2 2
PK 2
AUC0-12,ss

PK
19 10 16 200mg

PK  
PK

 
 

 
14295 PK

PK
PK

6 PK
PK  



8 
 

 
2 PK  

6 PK
 

CYP3A4 UGT1A9 19 10 16
200mg

 
CYP3A4 M-2 CYP3A4

17.7%
14.6% 12.5%

CYP3A4
 

UGT1A9
T3 UGT1A9 Xenobiotica 

2004; 34: 449-61 5μmol/L UDPGA
37 1

M-7 T3 2 10 20μmol/L
T3

PPK
CL CYP3A4 UGT1A9

5 PPK  
 

2 1

 
114 136 194 26

6 PK
AUC0-12h,ss AUC0-12h,ss AUC0-12h,ss

1 26.7 6.1, 34.7 mg h/L 154
2 3 47.3 34.7, 68.5 mg h/L 306 4

90.8 68.5, 242.0 mg h/L 153
TSH

 
� 26 AUC0-12h,ss

 
� TSH TSH

4
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CYP3A4
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2 1

3 6  
 

 
 
 

 
     

   
 

  
 

14295  
RAI

 

417 
207 
210 

400mg BID  
BID  

 
 

PK 

  

100561   53 400mg BID   

12348   28 

400mg1 1 1
15

1,000mg1
3 11 15

 

PK 

100391   502 400mg BID   

100554   
602 

299 
303 

400mg BID  
BID   

11849   
226 

150 
76 

400mg BID  
BID   

11213   

903 
451 
452 

400mg BID  
BID   

RAI BID 1 2 PK  
 

 

PK
 

 
 

5.3.5.1.1 14295 20 20
 

RAI *1 *2

420
18 81  
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*1 TSH
TSH RAI

16 3.7GBq 100mCi RAI
RAI RAI 16

RAI 2 RAI 3.7GBq
100mCi 16 22.2GBq
600mCi RAI  

*2 Hürthle

 
 

400mg 1 2

20

 
417 207 210 Full Analysis Set

FAS FAS
1 416  

* PFS PFS
267 28

20
380 420  

* PFS
20 PFS

PFS  
�  
� 20%

CT MRI
RECIST Ver.1.0

 
�  

 
PFS Kaplan-Meier
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PFS FAS *1 20  
   

 207 210 
%  113 54.6  137 65.2  

95%CI  329 278, 393  175 160, 238  
95%CI *2 0.587 0.454, 0.758  

p *3 <0.0001 
*1

3 20 20 20 Bayer HealthCare Perceptive 
Informatics 9/65

1 3 *2 60 60
Cox *3

log-rank 60 60
0.01 

 

 
PFS Kaplan-Meier FAS 20  

 
30 12/207 5.8%

6/209 2.9%
2 2

Grade 3/4
ANC 1.0 109/L

1
3

1
1  
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1  

1
 

 
5.3.5.4.9 12348 20 20  

 
2  

1 5.3.5.1.2 100561 20 20  
40 50

2
 

53
30 7

 
 
2 5.3.5.2.2 100391 20 20  

200
6

 
12 SD

CR
PR

12 PD
CR

PR SD
 

100
200

20
 

569 501 102
51 51

501
76

30 68/501 13.6%
56 3 2

1

30 5/76 6.6%
 

 
3 5.3.4.1 100554 20 20  

560
121
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602 599

30 * 81/297
27.3% 113/302 37.4%

63 80
3

Common Terminology 
Criteria for Adverse Events CTCAE

1 4
3 2

Grade 3/4
ANC 1.0 109/L

CTCAE
CTCAE 1

1
2

1  
* 20

20  
 
4 5.3.5.4.3 11849 20 20  

222
23  

271 224
30 42/149 28.2%

22/75 29.3%
33 20 CTCAE

1
1

1  
 
5 5.3.5.4.6 11213 20 20  

884
120

 
1,113 902

30 49/451 10.9%
30/451 6.7%
32 21 3

2

1 2
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1 1
1  

 
 

1  
RAI

 
 
1  

14295 RAI

National Comprehensive Cancer Network Clinical Practice Guidelines in Oncology, Thyroid 
Cancer NCCN v.1.2009 14295

 
 

 
 
2  

14295 PFS
 

RAI

PFS
 

14295 PFS
 

 
 

RAI

OS QOL
PFS PFS

 
14295 PFS

OS  
 
3  

14295 PFS

 
OS * Kaplan-Meier

61/207 29.5%
157/210 74.8%  

* PFS OS
PFS 9 OS
OS 240 20
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OS FAS 20  
   

 207 210 
%  66 31.9  72 34.3  

95%CI  NA NA, NA  1,110 979, NA  
95%CI *1 0.884 0.633, 1.236  

p *2 0.2359 
NA *1 60 60

Cox *2 log-rank 60 60
 

 

 
OS Kaplan-Meier FAS 20  

 
14295 20

1 3

2 4  
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PFS FAS 20  

   
207  210  

1.  
%  140 67.6  184 87.6  

95%CI  330 280, 360  165 119, 175  
95%CI *1 0.485 0.386, 0.609  

p *2 <0.0001 
2.  

%  126 60.9  164 78.1  
95%CI  338 305, 393  174 162, 224  

95%CI *1 0.478 0.375, 0.608  
p *2 <0.0001 

3.  
%  115 55.6  145 69.0  

95%CI  326 278, 378  169 125, 224  
95%CI *1 0.567 0.441, 0.729  

p *2 <0.0001 
4.  

%  108 52.2  131 62.4  
95%CI  333 283, 426  200 162, 262  

95%CI *1 0.584 0.449, 0.759  
p *2 <0.0001 

*1 60 60
Cox *2 log-rank 60 60

 
 

PFS
14295

PFS
 

Bayer HealthCare Perceptive Informatics 20
61%

PD
RECIST

31%
14295 Bayer HealthCare Perceptive Informatics

 
PFS

PFS

9
3 unknown SD

2 1 SD PD  
 



17 
 

PFS FAS 20  
   

 207 210 
%  113 54.6  136 64.8  

95%CI  329 278, 393  175 160, 238  
95%CI *1 0.589 0.456, 0.761  

p *2 <0.0001 
*1 60 60

Cox *2 log-rank 60 60
 

 
 

14295

14295
 

� 14295 PFS
 

� 
PFS  

� OS 20
 

 
4  

14295
 

14295 Hürthle

PFS

PFS
14295

 
 

PFS FAS 20  

 
   

95%CI *2 

  
95%CI    

95%CI  
 

 118*1  556 335, 623  119*1  280 174, 322   0.54 0.37, 0.77  
 50*1  281 112, 378  56 124 90, 220   0.53 0.33, 0.84  

 24*1  166 111, 224  16 157 56, 168   0.79 0.38, 1.64  
 2  NA 448, NA  0 NA NA 

 2 NA 1  111 NA, NA  0 0, NA  
 0 NA 3 200 60, 200  NA 

*3 0 NA 2  166 109, 223  NA 
 6  152 107, 267  6*1 117 55, NA   1.62 0.36, 7.31  

 7 116 56, NA  8 385 58, NA   2.34 0.42, 12.92  
NA *1 2 *2 Cox

*3 1  
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5  

14295 PFS
3 1 2 2

1 1 5 5 1
1 OS 20

3  
 

PFS FAS 20  
   

 12 10 
%  4 33.3  7 70.0  

95%CI  556 166, NA  310 56, 728  
95%CI * 0.656 0.183, 2.355  

NA * Cox  
 

 
PFS Kaplan-Meier FAS 20  

 
 

14295 PFS
PFS

14295
 

 
2  

19
11 7 200mg 21 4 17

200mg TSH
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1  

14295 RAI

 
14295  

 

14295  

 
%  

  
207  209  

 12 5.8   6 2.9  
  2 1.0   2 1.0  
 10 4.8   4 1.9  

  77 37.2   55 26.3  
  39 18.8   8 3.8  

 137 66.2   54 25.8  
 133 64.3  19 9.1  

 
14295 10%

10%
TSH

5% Grade3
 

 

10% 14295  

 
 

MedDRA ver.15.1  

%  
  

207  209  
Grade Grade 3  Grade Grade 3  

 204 98.6  147 71.0  183 87.6  69 33.0  
     

 143 69.1   40 19.3  16 7.7  0 
 138 66.7  0 16 7.7  0 

  73 35.3  10 4.8  15 7.2  0 
  42 23.0   1 0.5   22 10.5  0 

  27 13.0   1 0.5  10 4.8  0 
  21 10.1  0  1 0.5  0 

     
 140 67.6  12 5.8   31 14.8  2 1.0  
  43 20.8  0  24 11.5  0 
  32 15.5  0 16 7.7  1 0.5  

  23 11.1   1 0.5   5 2.4  0 
  23 11.1   1 0.5  12 5.7  0 
  22 10.6   2 1.0   6 2.9  1 0.5  

     
 101 48.8  12 5.8   29 13.9  2 1.0  

TSH   69 33.3  0  28 13.4  0 
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MedDRA ver.15.1  

%  
  

207  209  
Grade Grade 3  Grade Grade 3  

ALT   26 12.6   6 2.9   9 4.3  0 
AST   23 11.1   2 1.0   5 2.4  0 

     
  85 41.1  10 4.8   42 20.1  2 1.0  

  25 12.1  0 14 6.7  0 
  22 10.6   2 1.0  10 4.8  0 

  21 10.1   3 1.5   1 0.5  0 
     

  63 30.4   4 1.9  10 4.8  0 
  34 16.4  18 8.7  10 4.8  3 1.4  

     
  30 14.5   2 1.0  14 6.7  0 
  21 10.1  0 16 7.7  3 1.4  
  21 10.1   2 1.0   22 10.5  5 2.4  
  21 10.1  0  6 2.9  0 

     
  31 15.0  0  29 13.9  0 

  26 12.6   1 0.5   7 3.3  0 
  25 12.1  10 4.8   22 10.5  8 3.8  
     

  35 16.9  0 13 6.2  0 
     
  79 38.2  19 9.2   23 11.0  4 1.9  

TSH ALT AST
 

 

 
14295 10%

11213
11849 100554  

 

14295 10%  

 
 

MedDRA ver.15.1  

%  

14295  11213  
 

11849  
 

100554  
 

207  451  149  297  
 204 98.6  439 97.3  146 98.0  291 98.0  

     
   22 10.6   45 10.0   47 31.5   86 29.0  
   32 15.5   73 16.2   20 13.4   42 14.1  
  140 67.6  219 48.6   64 43.0  169 56.9  
   43 20.8  107 23.7   37 24.8   69 23.2  
   23 11.1  23 5.1   6 4.0  12 4.0  
   23 11.1   79 17.5   24 16.1   44 14.8  

     
   25 12.1   67 14.9   7 4.7   47 15.8  
   85 41.1  117 25.9   47 31.5   98 33.0  
   21 10.1  21 4.7   5 3.4   9 3.0  
   22 10.6  43 9.5   36 24.2   32 10.8  
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MedDRA ver.15.1  

%  

14295  11213  
 

11849  
 

100554  
 

207  451  149  297  
 ALT   26 12.6   8 1.8   52 34.9   3 1.0  
 AST   23 11.1   6 1.3   65 43.6   8 2.7  
 TSH   69 33.3  0 0 0 
  101 48.8   78 17.3   62 41.6   84 28.3  

     
   63 30.4   88 19.5   46 30.9   87 29.3  
   34 16.4   3 0.7   7 4.7   2 0.7  

     
   21 10.1   63 14.0   6 4.0  14 4.7  
   21 10.1  44 9.8   22 14.8   42 14.1  
   21 10.1  20 4.4   1 0.7  21 7.1  
   30 14.5   48 10.6   6 4.0  14 4.7  

     
   35 16.9   50 11.1  11 7.4  26 8.8  

     
   31 15.0   66 14.6   27 18.1  20 6.7  
   26 12.6  23 5.1   7 4.7  23 7.7  
   25 12.1   70 15.5  14 9.4  24 8.1  

     
  138 66.7  135 29.9   40 26.8   44 14.8  
   27 13.0   56 12.4  0  30 10.1  
   21 10.1   73 16.2   3 2.0   7 2.4  
  143 69.1   98 21.7   65 43.6   52 17.5  
   42 20.3   83 18.4   18 12.1   36 12.1  
   73 35.3  139 30.8   30 20.1   38 12.8  

     
   79 38.2   95 21.1   33 22.1  29 9.8  

ALT AST TSH
 

 
14295 MedDRA SOC

192/207 92.8% 176/207 85.0% 146/207 70.5%
137/207 66.2% 103/207 49.8%

100/207 48.3% 100/207 48.3%

19 10 16
200mg 21 4 17 200mg

11213 11849 100554 14295
10%

TSH
5% Grade 3

11213 11849 100554
10%

 
200mg

24 10 HP 14295
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TSH
 

 
2  

 
14295

10%  
 

14295  

 

%  
  

    
12  10  195  199  

 0 0 12 5.8   6 2.9  
 0 0  2 1.0   2 1.0  
 0 0 10 4.8   4 1.9  

  6 50.0  2 20.0   71 36.4   53 26.6  
  6 50.0  0  33 16.9   8 4.0  

 11 91.7  3 30.0  126 64.6   51 25.6  
 11 91.7  2 20.0  122 62.6  17 8.5  

 
10% 14295  

 
 

MedDRA ver.15.1  

%  
  

12  195  
Grade Grade3  Grade Grade3  

 12 100  12 100  195 100  195 100  
 

 1 8.3  0  21 10.8   2 1.0  
  4 33.3  0  28 14.4  0 
  8 66.7  1 8.3  132 67.7  11 5.6  
  6 50.0  0  37 19.0  0 

  3 25.0  0  20 10.3   1 0.5  
 1 8.3  0  22 11.3   1 0.5  

 
 0 0  25 12.8  0 

  7 58.3  0  78 40.0  10 5.1  
  3 25.0  0 18 9.2   3 1.5  

  4 33.3  0 18 9.2   2 1.0  
 

ALT   5 41.7  1 8.3   21 10.8   5 2.6  
AST   5 41.7  0 18 9.2   2 1.0  

TSH   3 25.0  0  66 33.8  0 
  7 58.3  0  94 48.2  12 6.2  

 
  7 58.3  0  56 28.7   4 2.1  

 1 8.3  0  33 16.9  18 9.2  
 

 1 8.3  0  20 10.3  0 
  2 16.7  0 19 9.7   2 1.0  
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MedDRA ver.15.1  

%  
  

12  195  
Grade Grade3  Grade Grade3  

 0 0  21 10.8  0 
 0 0  30 15.4   2 1.0  
 

 1 8.3  0  34 17.4  0 
 

 1 8.3  0  30 15.4  0 
  2 16.7  0  24 12.3   1 0.5  
 0 0  25 12.8  10 5.1  

 
 11 91.7  0 127 65.1  0 

  2 16.7  0  25 12.8   1 0.5  
 0 0  21 10.8  0 

 12 100   6 50.0  131 67.2   34 17.4  
  2 16.7  0  40 20.5   1 0.5  

  7 58.3   2 16.7   66 33.8   8 4.1  
 

  4 33.3  0  75 38.5  19 9.7  

ALT AST TSH
 

 
10% Grade 3

2  

2 2/12 16.7%
9/195 4.6% 1/195 0.5%

2 9/12 75.0%
2/12 16.7% 45/195 23.1% 14/195 7.2%

2 10/12
83.3% 59/195 30.3%

 
 

 

14295

 

11515 55.0% 10875 44.4%
14295 100%

5
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TSH
 

� 
TSH 14295

 
� RAF

J Am Acad Dermatol 2012; 67: 1265-72

11213 11849 100554 14295
 

 
3  

 
14295

34/207 16.4% 10/209 4.8% Grade 3
18/207 8.7% 3/209 1.4%

3/207 1.4%
5/207 2.4%

 

14295

26/193 13.5% 7/188 3.7% Grade 3
14/193 7.3% 2/188 1.1%

8/14 57.1% 3/21 14.3%
Grade 3 4/14 28.6% 1/21 4.8%

1
 

 
 

1

 
 
4 TSH  

TSH  
TSH

TSH NCCN v.2.2013
14295

TSH 0.5mU/L 0.1mU/L
1 113
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81/207 39.1% 33/209 15.8%
TSH 0.5mU/L TSH

TSH
TSH 0.5mU/L

81 121 61 50.4% 2 76 62.8%
3 TSH 0.5mU/L  

14295 TSH
1/207 0.5% Grade 1

TSH

 
 

 
14295 TSH

TSH
14295 TSH

TSH TSH

 
 
5  

 
14295

4/207 1.9% 1/209 0.5%
1/207 0.5%

3/150 2.0% 9
1

 
14295 7/207 3.4%

1/207 0.5%

5/8 1
 

11213 11849 100554
14295

2/897 0.2% 11/207 5.3% 14295
 

 
 

 
� 14295
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� 10
2.5

14295
 

 
3  

 
 

1 2

14295 RAI

 
�  
� 

 
 
1  

 
 

 
� NCCN v.3.2013 Hürthle

 
� National Cancer Institute Physician Data Query NCI-PDQ 2013 2 13  

12192 RAI
7/25 28% PR 16/25 64% SD PFS

84  
 

 
� DeVita, Hellman, and Rosenverg’s Cancer Principles & Practice of Oncology 9th edition

Lippincott Williams & Wilkins 2011, PA, USA
100369 Lam 14295  

�  3 2012
 

 

 
14295 RAI

RAI
14295
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17073 20  

 
 

 

17073

 

 

 
 
2 RAI  

RAI
 

RAI RAI

RAI RAI
 

RAI
RAI

RAI RAI
 

14295 3 2
1 PFS 556

3 RAI
 

 
 

RAI

RAI



28 
 

RAI  
 

4  
1 400mg

1 2
14295

14295
 

 
2 3

1
400mg 1 2

 
 

 
� 

 
 

 
  

 1 400mg 1 2  
1  1 400mg 1 200mg 12  
2  1 200mg 1 2  
3  1 200mg 1 1  

 
 

Grade   
Grade 0 2   
Grade 3  1 b 
Grade 4 Grade 0 2 a 2 b 

a  30
 

b 3  
 

a 
Grade    

Grade 0 1    
Grade 2   1 c,d 
Grade 3 1  Grade 0 2

b 
1 c,d 

7
2

3  

Grade 0 2
b 

2 c,d 

4  Grade 0 2
b 

3 c,d 

Grade 4    
a  
b 30

 
c 3  
d Grade 2 3 2 28
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1  
 

 
Grade  a 

Grade 1  
 

Grade 2 1  
1 1 400mg 1 200mg 12

 
7  

7
2

 

Grade 0 1  
1

 
3  Grade 0 1  

2
 

4   
Grade 3 1  Grade 0 1  

1
 

2  Grade 0 1  
2

 
3   

a Grade 2 3 Grade 2 28
 

 
1  

 
PK

14295
400mg1 2

 
 

 
 
2  

14295
 

12791
31 3 6

12 42% 52% 58% 1
671 198mg 584 230mg 562 175mg

600mg Eur J Endocrinol 2009; 
161: 923-31 Eur J Endocrinol 2012; 167: 643-50

14295
3 1

400mg1 2 1 400mg1 1 1 400mg 1 600mg
4 1 400mg1 2 1 400mg 200mg12

1 200mg1 2 1 200mg1 1
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14295 Steering committee
 

 
 

14295 12791
14295

14295
5

 
 

5  
 

 
14295

11213 11849 100554
14295
TSH

 

Grade 3 8.7% 8.7% 99%
1 60

70  
9

9  
 

 

2 1

14295 12

2
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1 14295  
204/207 98.6% 183/209 87.6%

200/207 96.6%
112/209 53.6% 10%

 
 

10%  

 
NCI CTCAE Ver. 3.0  

%  
  

207  209  
Grade Grade 3  Grade Grade 3  

 204 98.6  147 71.0  183 87.6  69 33.0  
     

   84 40.6  20 9.7   26 12.4  5 2.4  
     

  103 49.8  12 5.8   53 25.4  3 1.4  

 ANC 1.0 109/L
  23 11.1   3 1.4  10 4.8  0 

   97 46.9  12 5.8   29 13.9  2 1.0  
/      

  139 67.1  0 16 7.7  0 
   27 13.0   2 1.0   5 2.4  0 
   30 14.5   1 0.5  12 5.7  0 
  158 76.3   42 20.3  20 9.6  0 
   44 21.3   2 1.0   22 10.5  0 
  104 50.2  10 4.8   24 11.5  0 

     
   66 31.9   5 2.4  10 4.8  0 
   31 15.0  0 17 8.1  1 0.5  
  142 68.6  12 5.8   32 15.3  2 1.0  
   48 23.2   2 1.0   7 3.3  0 
   43 20.8  0  24 11.5  0 
   23 11.1   1 0.5  12 5.7  0 

     
   22 10.6  0 12 5.7  0 
 /      
 ALT   26 12.6   6 2.9   9 4.3  0 
 AST   23 11.1   2 1.0   5 2.4  0 
   39 18.8  19 9.2  10 4.8  3 1.4  
   74 35.7  0  35 16.7  0 

     
   30 14.5   2 1.0  13 6.2  0 

     
   22 10.6   2 1.0   22 10.5  3 1.4  
   28 13.5   1 0.5  18 8.6  1 0.5  
   29 14.0   3 1.4   8 3.8  1 0.5  
 /   37 17.9  0 15 7.2  0 
   22 10.6   1 0.5  16 7.7  1 0.5  
 /   21 10.1  0  8 3.8  0 
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NCI CTCAE Ver. 3.0  

%  
  

207  209  
Grade Grade 3  Grade Grade 3  

     
   32 15.5  0  32 15.3  0 
   30 14.5  12 5.8   28 13.4  7 3.3  
   25 12.1   1 0.5   6 2.9  0 
ANC ALT AST

 
 

77/207 37.2% 55/209 26.3%
4

9 4.3% 7 3.4%
6 2.9% ANC 1.0 109/L

4 1.9% 6 2.9% 5 2.4%
4 1.9%

4
ANC 1.0 109/L 2

 
39/207 18.8% 8/209

3.8% 3
11 5.3% 3 1.4%

3 1.4%
11 3 2

 
 

2 100561  
53/53 100%

43/53 81.1% 20%  
 

20%  

 
NCI CTCAE Ver. 3.0  

%  
 

53  
Grade Grade 3  

 53 100  36 67.9  
   

  11 20.8  0 
  24 45.3  2 3.8  
 ANC 1.0 109/L  11 20.8  0 

   
  16 30.2  0 
 /  13 24.5  1 1.9  
  12 22.6  0 
  17 32.1   6 11.3  
  21 39.6  3 5.7  

   
  21 39.6  0 
  25 47.2  1 1.9  
  13 24.5  0 
  20 37.7  0 
  14 26.4  0 
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NCI CTCAE Ver. 3.0  

%  
 

53  
Grade Grade 3  

   
  12 22.6  0 

   
  14 26.4  0 

   
  20 37.7  4 7.5  
  17 32.1  0 
  11 20.8  0 

   
  14 26.4  2 3.8  

ANC  
 

19/53 35.8%
9 17.0% 2 3.8%

1 1.9%
1  

7/53 13.2%
2 3.8%

1 1.9%
1

 
 

3 12348  
22/28 78.6%

18/28 64.3% 20% 7 25.0%
6 21.4% 1

 
 

 
4 100391  

1  
501/501 100%

473/501 94.4% 10%
 

 

10%  

 
NCI CTCAE Ver. 2.0  

%  
 

501  
Grade Grade 3  

 501 100  380 75.8  
   

  105 21.0  27 5.4  
   

   72 14.4   4 0.8  
  139 27.7  101 20.2  
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NCI CTCAE Ver. 2.0  

%  
 

501  
Grade Grade 3  

  186 37.1   
  103 20.6   
  249 49.7   57 11.4  
  201 40.1   7 1.4  
  272 54.3  20 4.0  

   
   72 14.4   3 0.6  
  347 69.3  47 9.4  
  136 27.1   6 1.2  
   95 19.0  17 3.4  

   
  216 43.1  10 2.0  
  164 32.7  12 2.4  
  243 48.5  20 4.0  
  178 35.5  17 3.4  
  142 28.3  38 7.6  
  131 26.1   3 0.6  
  122 24.4  16 3.2  

   
 ALP   71 14.2  24 4.8  
 ALT   60 12.0   8 1.6  
 AST   68 13.6  14 2.8  

/    
  143 28.5  29 5.8  

   
   52 10.4   9 1.8  
   70 14.0  28 5.6  

   
   71 14.2   3 0.6  

   
  131 26.1  32 6.4  
   79 15.8   3 0.6  
  252 50.3  37 7.4  

   
  105 21.0   1 0.2  
   53 10.4  14 2.8  
  163 32.5   50 10.0  

ALP AST
ALT  

 
215/501 42.9% 4

40 8.0% 34 6.8%
23 4.6% 20 4.0% 19 3.8%

15 3.0% 14 2.8%
14 2.8% 13 2.6% 12 2.4%

10 2.0%
9 1.8% 7 1.4%

6 1.2%
5 1.0%

γ- γ-GTP
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4 0.8%
4 3

2 γ-GTP
1

 
60/501 12.0% 4

7 1.4% 5
1.0% 4 0.8%

7 1
 

 
2  

76/76 100%
73/76 96.1% 10%  
 

10%  

 
NCI CTCAE Ver. 2.0  

%  
 

76  
Grade Grade3  

 76 100  57 75.0  
   

   8 10.5  0 
   

  17 22.4  4 5.3  
   

  13 17.1  12 15.8  
   8 10.5  3 3.9  

   
  36 47.4  4 5.3  
  27 35.5  1 1.3  
  24 31.6  3 3.9  
  23 30.3  0 
  10 13.2  1 1.3  
   8 10.5  0 

   
  51 67.1  2 2.6  
  42 55.3  14 18.4  
  20 26.3  1 1.3  

   
  42 55.3  1 1.3  
  22 28.9  0 
  22 28.9  6 7.9  
  21 27.6  1 1.3  
  15 19.7  0 
  14 18.4  2 2.6  
  13 17.1  0 

/    
   9 11.8  0 
   9 11.8  5 6.6  

   
  34 44.7  4 5.3  

   
  10 13.2  2 2.6  
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NCI CTCAE Ver. 2.0  

%  
 

76  
Grade Grade3  

/    
  17 22.4  4 5.3  
  14 18.4  5 6.6  
  10 13.2  6 7.9  
   9 11.8  0 

   
  12 15.8  0 

   
  39 51.3   8 10.5  
  13 17.1  0 
  12 15.8  6 7.9  

   
  22 28.9  0 
  20 26.3  3 3.9  
   8 10.5  3 3.9  

 
35/76 46.1% 2

6 7.9% 6 7.9% 5
6.6% 5 6.6% 4 5.3%

3 3.9% 3 3.9% 2 2.6%
2 2.6% 2 2.6% 2 2.6%

2 2.6% 2 2.6% 2 2.6%
2 1

1 1 1
 

6/76 7.9%
1 1.3%

1 1.3% 1 1.3% 1
1.3% 1 1.3% 1 1.3%

1
1  

 
5 100554  

292/297 98.3% 293/302 97.0%
240/297 80.8%

161/302 53.3% 10%
 

 

10%  

 
NCI CTCAE Ver. 3.0  

%  
  

297  302  
Grade Grade 3  Grade Grade 3  

 292 98.3  237 79.8  293 97.0  216 71.5  
     

   32 10.8  12 4.0  28 9.3  11 3.6  
     

   31 10.4  11 3.7  14 4.6   3 1.0  
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NCI CTCAE Ver. 3.0  

%  
  

297  302  
Grade Grade 3  Grade Grade 3  

     
 NCI CTCAE

  63 21.2   63 21.2   66 21.9   66 21.9  

     
 ANC 1.0 109/L

  32 10.8   1 0.3   33 10.9  0 

  139 46.8   34 11.4  145 48.0   49 16.2  
   89 30.0   8 2.7   31 10.3   4 1.3  

     
   87 29.3  10 3.4   57 18.9  11 3.6  
   73 24.6  22 7.4   78 25.8   35 11.6  
   42 14.1  0  31 10.3  0 
  169 56.9   36 12.1   79 26.2   7 2.3  
   71 23.9   4 1.3   63 20.9   9 3.0  
   45 15.2   7 2.4   36 11.9   5 1.7  

     
   35 11.8  21 7.1  26 8.6  19 6.3  
  26 8.8  18 6.1   34 11.3  28 9.3  

     
   52 17.5   9 3.0   56 18.5   1 0.3  

     
   30 10.1   3 1.0  21 7.0   3 1.0  

     
   46 15.5   8 2.7   42 13.9  10 3.3  
   97 32.7  29 9.8   83 27.5  19 6.3  

     
   44 14.8  0  5 1.7  0 
   31 10.4  0 18 6.0  0 
   64 21.5  23 7.7   9 3.0   2 0.7  
   42 14.1   1 0.3   36 11.9   1 0.3  
   55 18.5   4 1.3   45 14.9  0 

ANC  
 

168/297 56.6% 175/302 57.9%
5 CTCAE

63 21.2% 21 7.1%
16 5.4% 14 4.7% 12 4.0%

10 3.4% 9 3.0%
8 2.7% 7 2.4%

6 2.0%
5 1.7% CTCAE

66 21.9% 19 6.3%
16 5.3% 11 3.6%

9 3.0% 8 2.6%
7 2.3%

6 2.0% CTCAE
5 1.7% 9 8

4 3
2
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1
3

2 CTCAE
1

 
111/297 37.4%

115/302 38.1% 5
15 5.1%

14 4.7% CTCAE
12 4.0% 8 2.7% 6

2.0% 5 1.7%
CTCAE 20 6.6%
14 4.6% 10 3.3%

7 2.3%
6 2.0% AST 5 1.7%

8 6
1

2 AST 1
 

 
6 11849  

146/149 98.0% 71/75 94.7%
122/149 81.9%

29/75 38.7% 10%
 

 

10%  

 
NCI CTCAE Ver. 3.0  

%  
  

149  75  
Grade Grade 3  Grade Grade 3  

 146 98.0  112 75.2  71 94.7  52 69.3  
     

   29 19.5  12 8.1  11 14.7  0 
   17 11.4   2 1.3  6 8.0  3 4.0  
   33 22.1   9 6.0  10 13.3  1 1.3  

     
   33 22.1   5 3.4  4 5.3  1 1.3  

     
   51 34.2   8 5.4  15 20.0  3 4.0  

 ANC 1.0 109/L
  38 25.5   3 2.0   8 10.7  2 2.7  

   25 16.8  0 17 22.7  1 1.3  
   62 41.6   5 3.4  13 17.3  1 1.3  

     

 NCI CTCAE
  16 10.7   16 10.7   8 10.7   8 10.7  

     
   40 26.8  0 1 1.3  0 
   69 46.3   16 10.7  2 2.7  0 
 /   18 12.1  0  9 12.0  1 1.3  
   33 22.1   1 0.7  7 9.3  0 
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NCI CTCAE Ver. 3.0  

%  
  

149  75  
Grade Grade 3  Grade Grade 3  

     
   46 30.9   4 2.7  13 17.3  2 2.7  
   39 26.2  13 8.7  13 17.3  6 8.0  
   20 13.4  0 12 16.0  0 
   63 42.3  12 8.1  12 16.0  0 
   23 15.4   4 2.7  15 20.0  4 5.3  
   37 24.8   1 0.7  19 25.3  2 2.7  
   24 16.1  0 13 17.3  2 2.7  

     
   7 4.7   7 4.7  10 13.3   9 12.0  

     
   9 6.0   1 0.7   8 10.7  1 1.3  

/      
 ALP   38 25.5   6 4.0  14 18.7  1 1.3  
 ALT   47 31.5   8 5.4  18 24.0  5 6.7  
 AST   61 40.9   29 19.5  23 30.7  14 18.7  
   53 35.6   25 16.8  24 32.0  13 17.3  
   33 22.1  0 16 21.3  0 
   23 15.4  14 9.4  10 13.3  6 8.0  
   17 11.4   5 3.4  4 5.3  1 1.3  
   19 12.8   3 2.0  4 5.3   
   33 22.1   6 4.0   9 12.0  2 2.7  

     
   52 34.9  11 7.4  15 20.0  3 4.0  
   23 15.4   4 2.7   9 12.0  1 1.3  
  10 6.7   1 0.7   9 12.0  3 4.0  

     
   27 18.1   2 1.3  11 14.7  0 
   16 10.7   5 3.4  12 16.0  1 1.3  
ANC ALP AST ALT

 
 

71/149 47.7% 34/75 45.3%
4 CTCAE

16 10.7% 9
6.0% 7 4.7%

6 4.0% ANC 1.0 109/L 5
3.4%

4 2.7% CTCAE
8 10.7%

4 5.3%
2 ANC 1.0 109/L

1
 

29/149 19.5% 10/75
13.3% 4

4 2.7%
4 1
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7 11213  
428/451 94.9% 387/451 85.8%

375/451 83.1%
229/451 50.8% 10%

 
 

10%  

 
NCI CTCAE Ver. 3.0  

%  
  

451  451  
Grade Grade 3  Grade Grade 3  

 428 94.9  218 48.3  387 85.8  150 33.3  
     

   76 16.9  17 3.8   8 1.8   2 0.4  
     

  165 36.6  22 4.9  125 27.7  16 3.5  
     

  180 39.9   4 0.9   70 15.5   1 0.2  
  134 29.7  25 5.5  30 6.7  0 
  122 27.1   1 0.2  15 3.3  0 
   85 18.8   1 0.2  29 6.4  0 
   68 15.1  0 20 4.4  0 
   50 11.1  0 18 4.0  0 

     
  195 43.2  11 2.4   58 12.9   3 0.7  
  102 22.6   3 0.7   87 19.3   3 0.7  
   73 16.2   3 0.7   57 12.6   5 1.1  
   68 15.1   3 0.7   49 10.9   3 0.7  
   73 16.2   4 0.9   53 11.8   6 1.3  

     
   59 13.1   2 0.4  29 6.4   3 0.7  

     
   49 10.9   7 1.6  41 9.1   9 2.0  
   47 10.4   1 0.2  27 6.0   2 0.4  
   45 10.0   7 1.6  29 6.4   1 0.2  

     
   60 13.3   1 0.2   64 14.2   1 0.2  
   65 14.4  18 4.0   52 11.5  13 2.9  

 
154/451 34.1% 110/451 24.4%

4 CTCAE
11 2.4%

10 2.2% 8 1.8%
7 1.6% 6 1.3%

5
1.1%

ANC 1.0 109/L 4 0.9%
11 2.4% CTCAE

10 2.2% 8 1.8%
7 1.6% 6 1.3%

5 1.1%
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4 0.9%
2

1 3
1

 
46/451 10.2% 37/451

8.2% 3
4 0.9% CTCAE

3 0.7%
4 0.9% 3 0.7%

3 2 1
 

 
 

1  

 
 
2 GCP  

5.3.5.1.1 GCP
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2  
 

26 5 14  
 

 
 200mg 
  
  
 25 9 30  

 
 

20 12 25 20 8  
 

1  
1 3 1

RAI
14295

 
 

 
 

2  
1 3 2

TSH
 

 
 

 
 

3  
1 3 3

RAI

 
�  
� RAI  
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4  

1 3 4

1 400mg 1 2

14295
 

 
 

 
5  

14295
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TSH  
 

1 3 5

 

 

 
 

 
• 

 
• 

 
• 

 
• RAI RAI

RAI
RAI

 
 

 
 

•  
• TSH

 
• 9

1 300 9
200

 
• 14295 9

14295
2

2
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•  
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1  
2  

 
 

1.  
1

 
2  

2.  
1

 
2

 
3

 
3.  

1

 
2

 
 

 
1

 
2

 
3

1 2
 

4
 

1   
 

 
  

 1 400mg 1 2  
1  1 400mg 1 1  
2  1 400mg  
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1

 

 
 

2

 

1  
7

 
7

2
3

 

0 1
 

1 400mg1 1
400mg 1  

4   
3

 

1 2
 

0 1
 

1 400mg1 1
400mg 1  

3   
 

 
   

0 2   
3  1 b 
4 0 2 a 1 b 

a 30
 

b 2  
 

a 

   
0 2   

3 0 2 b 1 c 
4   

a  
b 30

 
c 2  
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2   
 

 
  

 1 400mg 1 2  
1  1 400mg 1 200mg 12  
2  1 200mg 1 2  
3  1 200mg 1 1  

 
 

  a 
1

 

 
 

2

 

1  
1

7
 

7

2  

0 1
 

1  
3  0 1

 

2 b  
4   

3

 

1  0 1
 

1  
2  0 1

 

2  
3   

a 2 3 2
28

 
b 3  

 
 

   
0 2   

3  1 b 
4 0 2 a 2 b 

a 30
 

b 3  
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a 

    
0 1    

2   1 c d 

3 

1  

0 2
b 

7
 

1 c d 

7

2
3

 

0 2
b 

2 c d 

4  0 2
b 3 c d 

4    
a  
b 30

 
c 3  
d 2 3 2

28 1
 

 




