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2000 2008
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2004 4 PMDA 3 2
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5 2011
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Changes in clinical development time (initial clinical trial plan notification (CTPN) to NDA), review time 

(NDA to approval), and development time (initial CTPN to approval) of new drugs approved in Japan during 2000 

– 2008 were evaluated.  Clinical development times were fluctuating, with a median of 59.5 months (5.0 years) 

during 2000 – 2008 and 44.6 months (3.7 years) in 2008.  Dispersions were also large, reflecting the 

diversification of development strategies.  Use of foreign clinical data in Japanese NDAs was increasing and 

contributing to abridge clinical development times.  Review times were on a decline since the establishment of 

PMDA in April 2004, with a median of 20.6 months (1.7 years) and 19.0 months (1.6 years) in 2000 – 2008 and 

2008, respectively.  No improvement, however, was observed in the time spent from submission of responses to 

the first set of queries after the Interview Meeting and subsequent queries to the Expert Meeting, which accounted 

for two-thirds of the review time.  Multiple regression analyses to estimate factors associated with the length of 

the three time periods suggested that clinical development times were significantly shorter in non-NMEs, 

conditional approvals, and drugs utilizing foreign clinical data.  Results also indicated that review times were 

significantly shorter in NDAs submitted to PMDA after April 2004 and drugs designated as priority reviews.  

Conduct of pre-NDA consultations with PMDA shortened the review process but prolonged clinical development.  

The applicants’ evaluation of PMDA’s recent performance is rising.  Nevertheless, measures such as standardized 

review timelines with clear milestones, efficient query-and-response procedures, and re-examination of the role of 

the Pharmaceutical Affairs and Food Sanitation Council should be considered, in addition to the ongoing increase 

in PMDA staff, implication of pre-NDA evaluation consultations, and strict time management, to further shorten 

the process time of both the regulatory agencies and applicants and achieve the target review time set for fiscal 

year 2011 in light of the 5-Year Strategy for the Creation of Innovative Pharmaceuticals and Medical Devices.
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3  
2000 2008 486  2  3

HIV HIV

21  

2008 78 3

2008 NME 34 43.6% 35 44.9%

2000 2008 9 2004 4 PMDA

2008 76 97.4% 2004 4

2008 78 12 15.4%

49 62.8% 40 51.3% *1 2008

18 23.1% 9 11.5% 9

11.5%  

 

 2  
2000 2001 2002 2003 2004 2005 2006 2007 2008

NME 40 22 24 15 16 21 23 35 34 230
(%) (59.7) (56.4) (55.8) (51.7) (57.1) (44.7) (31.9) (42.2) (43.6) (47.3)

 1 0 0 0 2 1 1 3 5 13
 4 6 3 1 5 3 8 4 4 38

 21 9 10 8 5 19 26 28 26 152
 0 2 5 0 0 2 7 4 2 22
 1 0 1 5 0 1 4 8 6 26

 0 0 0 0 0 0 2 1 1 4
 0 0 0 0 0 0 1 0 0 1

51 25 29 24 17 23 42 52 40 303
0 2 1 1 0 4 5 3 3 19

HIV 9 7 8 2 3 7 10 13 16 75
HIV 2 1 0 1 3 2 1 2 3 15

5 4 5 1 3 5 4 9 11 47
0 0 0 0 1 6 10 4 5 26
0 0 0 0 1 0 0 0 0 1

16 12 13 4 11 20 25 28 35 164
(%) (23.9) (30.8) (30.2) (13.8) (39.3) (42.6) (34.7) (33.7) (44.9) (33.7)

PMDA 2004 4 0 0 0 0 4 12 42 70 76 204
(%) (0.0) (0.0) (0.0) (0.0) (14.3) (25.5) (58.3) (84.3) (97.4) (42.0)

8 8 2 3 2 9 10 13 12 67
(%) (11.9) (20.5) (4.7) (10.3) (7.1) (19.2) (13.9) (15.7) (15.4) (13.8)

51 26 30 21 19 29 59 61 49 345
(%) (76.1) (66.7) (69.8) (72.4) (67.9) (61.7) (81.9) (73.5) (62.8) (71.0)

14 10 11 7 7 17 12 21 29 128
2 3 2 1 2 1 1 1 0 13

26 22 18 18 16 20 41 46 40 247
(%) (38.8) (56.4) (41.9) (62.1) (57.1) (42.6) (56.9) (55.4) (51.3) (50.8)

67 39 43 29 28 47 72 83 78 486  

HIV HIV
 

 
*1 2000 2003 4 7  
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 3  
2000 2001 2002 2003 2004 2005 2006 2007 2008

8 1 0 2 1 1 5 5 3 26
(%) (11.9) (2.6) (0.0) (6.9) (3.6) (2.1) (6.9) (6.0) (3.9) (5.4)

2 0 1 0 0 2 0 2 0 7
(%) (3.0) (0.0) (2.3) (0.0) (0.0) (4.3) (0.0) (2.4) (0.0) (1.4)

2 2 0 0 0 1 0 2 2 9
(%) (3.0) (5.1) (0.0) (0.0) (0.0) (2.1) (0.0) (2.4) (2.6) (1.9)

6 1 1 2 1 1 3 2 4 21
(%) (9.0) (2.6) (2.3) (6.9) (3.6) (2.1) (4.2) (2.4) (5.1) (4.3)

6 2 1 0 0 1 1 2 1 14
(%) (9.0) (5.1) (2.3) (0.0) (0.0) (2.1) (1.4) (2.4) (1.3) (2.9)

5 2 7 6 1 3 4 6 9 43
(%) (7.5) (5.1) (16.3) (20.7) (3.6) (6.4) (5.6) (7.2) (11.5) (8.9)

 0 2 1 0 1 1 1 4 0 10
(%) (0.0) (5.1) (2.3) (0.0) (3.6) (2.1) (1.4) (4.8) (0.0) (2.1)

3 1 2 0 1 1 0 4 3 15
(%) (4.5) (2.6) (4.7) (0.0) (3.6) (2.1) (0.0) (4.8) (3.9) (3.1)

3 1 2 1 0 0 2 0 0 9
(%) (4.5) (2.6) (4.7) (3.5) (0.0) (0.0) (2.8) (0.0) (0.0) (1.9)

1 2 3 2 2 4 6 6 7 33
(%) (1.5) (5.1) (7.0) (6.9) (7.1) (8.5) (8.3) (7.2) (9.0) (6.8)

0 0 0 0 2 0 4 4 0 10
(%) (0.0) (0.0) (0.0) (0.0) (7.1) (0.0) (5.6) (4.8) (0.0) (2.1)

2 2 2 1 0 1 2 0 2 12
(%) (3.0) (5.1) (4.7) (3.5) (0.0) (2.1) (2.8) (0.0) (2.6) (2.5)

8 7 3 5 5 7 11 14 18 78
(%) (11.9) (18.0) (7.0) (17.2) (17.9) (14.9) (15.3) (16.9) (23.1) (16.1)

4 5 4 4 3 7 7 9 9 52
(%) (6.0) (12.8) (9.3) (13.8) (10.7) (14.9) (9.7) (10.8) (11.5) (10.7)

0 0 0 0 1 1 0 1 0 3
(%) (0.0) (0.0) (0.0) (0.0) (3.6) (2.1) (0.0) (1.2) (0.0) (0.6)

2 3 3 2 2 3 3 3 4 25
(%) (3.0) (7.7) (7.0) (6.9) (7.1) (6.4) (4.2) (3.6) (5.1) (5.1)

6 3 5 2 5 6 11 6 6 50
(%) (9.0) (7.7) (11.6) (6.9) (17.9) (12.8) (15.3) (7.2) (7.7) (10.3)

6 2 2 1 0 3 7 4 6 31
(%) (9.0) (5.1) (4.7) (3.5) (0.0) (6.4) (9.7) (4.8) (7.7) (6.4)

0 1 1 0 0 0 1 0 0 3
(%) (0.0) (2.6) (2.3) (0.0) (0.0) (0.0) (1.4) (0.0) (0.0) (0.6)

X 2 1 3 0 1 1 2 2 1 13
(%) (3.0) (2.6) (7.0) (0.0) (3.6) (2.1) (2.8) (2.4) (1.3) (2.7)

1 1 2 1 0 2 2 2 3 14
(%) (1.5) (2.6) (4.7) (3.5) (0.0) (4.3) (2.8) (2.4) (3.9) (2.9)

0 0 0 0 2 1 0 5 0 8
(%) (0.0) (0.0) (0.0) (0.0) (7.1) (2.1) (0.0) (6.0) (0.0) (1.7)

67 39 43 29 28 47 72 83 78 486  
21  
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4  
4.1.  

2000 2008 486

342 70.4% 144 30

114

 3  4 1  40  41  

2000 2008 9 59.5 5.0

NME 70.8 5.9 NME 40.0 3.3
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27.6

35.9

41.5

35.7
54.1

42.3

32.1
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59.5  

 

 4  

NME NME
N SD N SD N SD

2000 43 79.6 77.9 34.6 33 79.6 78.3 29.2 10 82.4 76.7 50.6
2001 24 74.5 77.3 32.0 17 66.9 69.7 29.8 7 88.1 95.9 31.5
2002 26 64.1 62.3 30.9 22 66.8 68.2 29.9 4 27.6 29.5 6.0
2003 24 56.0 62.2 34.9 14 68.8 67.7 18.8 10 35.9 54.4 49.9
2004 17 63.6 64.3 30.8 11 88.8 74.9 32.1 6 41.5 44.7 16.1
2005 34 54.2 65.8 42.7 16 69.2 71.6 36.0 18 35.7 60.7 48.3
2006 51 60.9 70.6 53.9 19 66.1 75.0 50.0 32 54.1 68.0 56.6
2007 63 52.4 59.0 36.2 28 61.3 70.5 40.5 35 42.3 49.7 29.9
2008 60 44.6 66.6 52.7 27 78.4 91.4 57.1 33 32.1 46.4 39.1

342 59.5 67.1 42.1 187 70.8 75.1 38.7 155 40.0 57.5 44.1  
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4.2.  
 4  5 NME 70.8

NME 47.1 42.3 38.6

36.9 25.3 21.6

20 49.5

51.7 NME

79.0 68.9  5  6

NME 17.0 N=1 28.5

33.9 35.1 42.3

 

 

 4  

0 50 100 150 200 250
1st CTPN to NDA (months)

similar composition

dosage

formulation

indication

route

combination

NMENME
70.8

36.9

47.1

42.3

38.6

25.3

21.6

 
59.5  

 

 5  

N SD
 187 70.8 75.1 38.7

 10 36.9 56.3 42.1
 22 47.1 64.8 51.9

 86 42.3 60.1 43.7
 18 38.6 57.9 42.1
 15 25.3 40.5 40.8

 4 21.6 24.9 14.5
342 59.5 67.1 42.1  
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 5  

0 50 100 150 200 250 0 50 100 150 200 250

off label

priority ex-orphan

orphan

accelerated

standard

NME non-NME

1st CTPN to NDA (months)

NME

HIV

42.3

28.5

33.9

35.1

17.0

79.0

68.9

49.5

51.7

 

 

 6  
NME NME

N SD N SD N SD
 242 67.2 73.1 42.9 130 79.0 83.2 37.8 112 42.3 61.4 45.6
 13 39.2 56.0 48.1 5 68.9 80.0 56.5 8 28.5 41.1 38.3

HIV  50 46.1 53.9 38.2 30 49.5 57.7 36.3 20 33.9 48.2 41.2
 36 49.3 51.0 29.9 22 51.7 50.3 24.7 14 35.1 52.0 37.6

1 17.0 17.0 - 0 - - - 1 17.0 17.0 -
342 59.5 67.1 42.1 187 70.8 75.1 38.7 155 40.0 57.5 44.1  

 

NME  6 5

5  7

NME 5 85.8 85.4

78.4 48.2

50.7 59.5

1.8  6 NME

5 67.7 62.6

61.1 NME NME

 7  
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 6 NME  

0 50 100 150 200
1st CTPN to NDA (months)

others
X-ray & diagnostics

biologics
chemotherapy
antiinfectives

antineoplastics
metabolism

integumentary
genitourinary

hormones
cardiovascular

allergy
sensory organs

CNS
85.8

50.7

78.4
85.4

66.2
75.9

69.6

78.2
48.2

69.5

73.9

59.5

66.2
59.0

 
5 5  

NME 70.8  

 

 7  

NME NME
N SD N SD N SD
24 84.1 98.0 50.3 17 85.8 106.4 45.9 7 43.7 77.6 58.4
2 93.4 93.4 8.3 2 93.4 93.4 8.3 0 - - -
6 76.0 77.0 48.4 2 118.1 118.1 56.2 4 58.3 56.5 34.1

16 48.8 64.1 40.0 11 50.7 68.5 41.7 5 41.3 54.4 38.7
11 78.4 66.1 34.5 5 78.4 62.6 26.4 6 67.7 69.1 42.4
32 81.8 81.5 37.7 20 85.4 90.1 30.2 12 61.1 67.1 45.5

 7 32.6 49.0 45.6 2 55.9 55.9 3.8 5 20.7 46.2 55.5
13 46.9 56.7 34.8 4 74.0 76.7 49.1 9 40.7 47.8 25.0
4 191.9 170.0 74.7 1 67.4 67.4 - 3 221.7 204.2 36.7

24 66.1 72.8 45.2 10 66.2 77.5 38.1 14 52.1 69.5 50.8
9 59.2 61.4 29.9 6 75.9 72.7 27.5 3 34.4 38.7 23.0
9 69.2 60.2 19.1 5 69.6 64.2 12.8 4 57.9 55.3 26.5

49 57.5 64.1 42.3 23 78.2 81.9 43.8 26 35.9 48.4 34.6
39 46.5 54.8 35.5 22 48.2 52.7 33.1 17 41.7 57.6 39.3
3 44.2 39.4 8.9 3 44.2 39.4 8.9 0 - - -

14 54.4 59.5 32.2 8 73.9 78.3 26.7 6 28.6 34.6 19.6
29 58.8 65.5 45.6 16 69.5 81.9 44.5 13 36.5 45.4 39.6
23 60.9 63.3 38.0 15 59.5 59.1 35.8 8 62.6 71.2 43.1
1 36.7 36.7 - 1 36.7 36.7 - 0 - - -

X 9 62.8 64.5 29.2 5 66.2 76.9 29.1 4 45.3 49.1 23.9
12 34.6 42.2 23.8 5 59.5 65.0 19.4 7 24.5 25.9 6.5
6 42.4 47.3 28.1 4 46.3 50.5 34.5 2 40.9 40.9 16.3

342 59.5 67.1 42.1 187 70.8 75.1 38.7 155 40.0 57.5 44.1  
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4.3.  
2006 2008

5

 7  8 NME

 

 

 7 2006 2008  

0 50 100 150 200 250
Time (months)

initial CTPN to NDA 1st patient study to NDA
1st dose response study to NDA 1st confirmatory study to NDA

26.4

46.0

43.7

52.3

0 50 100 150 200 250 0 50 100 150 200 250

NME non-NME

initial CTPN to NDA 1st patient study to NDA
1st dose response study to NDA 1st confirmatory study to NDA

Time (months)

31.8

48.3

53.7

66.3

24.7

40.1

33.1

39.3

NME

 
 

 8 2006 2008  

NME NME
N SD N SD N SD
174 52.3 65.0 47.7 74 66.3 79.3 49.7 100 39.3 54.5 43.5
120 43.7 59.0 43.6 60 53.7 70.2 49.0 60 33.1 47.8 34.2
91 46.0 61.2 39.9 51 48.3 66.8 44.2 40 40.1 54.1 32.7

129 26.4 33.7 26.4 51 31.8 41.5 35.6 78 24.7 28.5 16.3  
 

NME 66.3 39.3

27.0 NME 31.8

NME 24.7 7.1 NME

Phase 1 3 NME

NME

Phase 1

NME

 

 



17 

4.4.  
 8

Phase 2 3

 

ICH E5 11 2 2000

Phase 2 3 NME

10 15% 2001 NME NME

NME

2006 NME 70% NME 60%

 

 9 NME

75.9 59.2 82.6

64.9 t p < 0.01 NME

 

 

 8 Phase 2 3  

15.2

42.4

33.3

9.1

17.6

41.2

17.6

23.5

45.5

31.8

18.2

4.5

35.7

50.0

7.1

7.1

45.5

18.2

36.4

37.5

25.0

31.3

6.3

42.1

36.8

15.8

5.3

53.6
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 9  

NME NME
N SD N SD N SD
205 65.7 72.0 44.2 104 75.9 82.6 39.0 101 42.2 61.2 46.7
120 49.5 58.7 37.7 72 59.2 64.9 36.8 48 34.9 49.4 37.6
17 79.1 67.4 38.5 11 79.1 72.0 35.8 6 55.3 59.0 45.3

342 59.5 67.1 42.1 187 70.8 75.1 38.7 155 40.0 57.5 44.1  
P2 3  
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4.5.  
PMDA

PMDA

 

 9  10  10
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4 1 1

2  9 NME 2004 3.6

2008 2.4  10  10
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22% 2 33% 63%
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2 2
 

 

 10  

1 2
N SD SD SD SD SD

NME
2000 33 0.3 0.7 0.00 0.00 0.06 0.24 0.09 0.29 0.18 0.39
2001 17 1.1 0.8 0.06 0.24 0.06 0.24 0.71 0.47 0.24 0.44
2002 22 1.1 1.2 0.09 0.29 0.23 0.43 0.55 0.51 0.23 0.43
2003 14 1.9 1.0 0.00 0.00 0.43 0.51 0.71 0.47 0.71 0.47
2004 11 3.6 2.3 0.27 0.47 0.55 0.52 0.91 0.30 0.64 0.50
2005 16 3.3 3.2 0.13 0.34 0.44 0.51 0.75 0.45 0.69 0.48
2006 19 2.1 1.2 0.21 0.42 0.47 0.51 0.53 0.51 0.53 0.51
2007 28 2.5 1.7 0.36 0.49 0.46 0.51 0.54 0.51 0.57 0.50
2008 27 2.4 1.4 0.22 0.42 0.33 0.48 0.63 0.49 0.70 0.47

187 1.8 1.8 0.15 0.36 0.31 0.46 0.54 0.50 0.47 0.50
NME

2000 10 0.2 0.6 0.00 0.00 0.10 0.32 0.00 0.00 0.10 0.32
2001 7 0.9 1.1 0.00 0.00 0.00 0.00 0.43 0.53 0.43 0.53
2002 4 1.5 1.3 0.50 0.58 0.25 0.50 0.50 0.58 0.25 0.50
2003 10 1.1 0.9 0.30 0.48 0.20 0.42 0.20 0.42 0.40 0.52
2004 6 2.2 1.7 0.50 0.55 0.50 0.55 0.50 0.55 0.33 0.52
2005 18 2.1 1.6 0.06 0.24 0.33 0.49 0.44 0.51 0.61 0.50
2006 32 1.9 1.5 0.09 0.30 0.53 0.51 0.47 0.51 0.47 0.51
2007 35 1.9 1.4 0.17 0.38 0.51 0.51 0.37 0.49 0.43 0.50
2008 33 1.6 1.3 0.03 0.17 0.55 0.51 0.33 0.48 0.48 0.51

155 1.7 1.4 0.12 0.33 0.43 0.50 0.37 0.48 0.44 0.50  
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5  
5.1.  

2000 2008 486  11  11

1  41  42  

2004 4 PMDA 2005

2008 19.0 1.6 4 20

SD 11.0 PMDA

 2

2008 21.9 1.8

15.6 1.3 3
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22.8
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22.4

21.9 12.2
9.0

14.3
8.2 7.8

20.717.0

14.3
15.6

 
20.6  

 

 11  

N SD N SD N SD
2000 67 28.3 31.9 20.1 51 34.9 36.9 19.7 16 12.2 15.8 10.8
2001 39 16.8 26.1 21.4 27 22.8 30.7 20.9 12 9.0 15.7 19.6
2002 43 17.7 25.2 19.0 30 21.0 29.8 20.9 13 14.3 14.6 5.9
2003 29 19.1 23.2 17.3 25 20.5 25.4 17.4 4 8.2 9.0 7.0
2004 28 18.3 19.4 18.2 17 22.1 25.8 20.3 11 7.8 9.4 7.8
2005 47 24.0 25.4 13.1 27 26.1 29.7 13.9 20 20.7 19.7 9.5
2006 72 22.8 29.1 20.1 47 28.6 34.2 21.9 25 17.0 19.6 11.4
2007 83 20.0 25.1 20.7 55 22.4 28.9 22.7 28 14.3 17.7 13.5
2008 78 19.0 20.0 11.0 43 21.9 22.4 10.4 35 15.6 17.0 11.1

486 20.6 25.5 18.4 322 23.5 29.9 19.6 164 15.1 16.7 11.7  

 

5.2.  
 12  12 NME 21.9 NME

24.3 23.2 19.6 18.8

18.7 12.0

HIV
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 13  13  

 

 12  

0 50 100 150
NDA to Approval (months)

other

similar composition

dosage

formulation

indication

route

combination

NMENME

7.7

12.0

21.9

19.6

24.3

18.8

23.2

18.7

0 50 100 150 0 50 100 150

other

similar composition

dosage

formulation

indication

route

combination

NME

Standard Review Priority Review

NDA to Approval (months)

NME 26.1

22.6

24.9

21.7

24.6

19.1

7.7

12.0

14.2

2.3

21.9

14.8

3.6

15.4

 

20.6  

 

 12  

N SD N SD N SD
 230 21.9 28.3 22.0 153 26.1 34.8 23.2 77 14.2 15.4 11.3

 13 19.6 22.5 10.2 12 22.6 24.2 8.6 1 2.3 2.3 -
 38 24.3 29.6 18.1 27 24.9 30.6 18.0 11 21.9 27.2 18.9

 152 18.8 22.0 13.6 84 21.7 25.7 14.9 68 14.8 17.4 10.1
 22 23.2 23.9 11.7 20 24.6 25.9 10.2 2 3.6 3.6 3.1
 26 18.7 20.2 12.4 21 19.1 21.8 12.9 5 15.4 13.7 7.7

 4 12.0 13.2 3.0 4 12.0 13.2 3.0 0 - - -
1 7.7 7.7 - 1 7.7 7.7 - 0 - - -

486 20.6 25.5 18.4 322 23.5 29.9 19.6 164 15.1 16.7 11.7  
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12.6

14.3

2.3

13.2

19.1

4.0

26.1

23.0

17.8

2.3

12.6

 
20.6  
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 13  
NME NME

N SD N SD N SD
 303 24.0 30.7 19.7 148 26.1 35.1 23.4 155 22.6 26.5 14.3
 19 16.0 17.4 12.1 5 23.0 25.9 11.9 14 12.6 14.4 11.0

HIV  75 16.1 19.6 13.0 42 17.8 20.2 12.4 33 14.3 18.8 13.9
HIV   15 2.3 2.3 0.5 11 2.3 2.3 0.5 4 2.3 2.3 0.4

 47 12.7 13.5 5.3 24 12.6 13.0 4.8 23 13.2 14.0 5.9
26 19.1 23.1 11.2 0 - - - 26 19.1 23.1 11.2

 1 4.0 4.0 - 0 - - - 1 4.0 4.0 -
486 20.6 25.5 18.4 230 21.9 28.3 22.0 256 19.4 22.9 14.1  
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Standard Review Priority Review

NDA to Approval (months)

14.6

21.0
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23.0
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23.3
28.6

23.7

48.6
26.2

32.7
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 14  

N SD N SD N SD
26 27.7 35.5 27.0 23 28.5 38.0 27.8 3 14.6 16.5 4.7
7 44.8 34.7 20.0 4 48.6 50.0 5.6 3 18.9 14.3 8.0
9 24.8 22.4 7.7 5 26.2 26.9 4.4 4 16.0 16.6 7.4

21 26.1 32.6 19.6 17 32.7 35.4 20.8 4 20.8 20.8 5.0
14 31.4 31.5 13.5 14 31.4 31.5 13.5 0 - - -
43 20.9 28.0 16.9 33 22.5 31.9 17.4 10 12.8 15.3 4.6

 10 25.5 35.4 25.5 9 23.2 34.0 26.6 1 48.5 48.5 -
15 20.5 22.4 8.5 10 21.0 22.1 6.6 5 20.5 23.0 12.4
9 22.5 28.5 17.2 8 27.1 29.7 18.0 1 19.2 19.2 -

33 21.3 27.7 16.3 28 20.9 27.1 16.9 5 29.2 31.4 13.1
10 23.0 26.3 10.7 9 24.0 27.4 10.8 1 16.7 16.7 -
12 25.1 34.6 20.7 12 25.1 34.6 20.7 0 - - -
78 19.7 23.2 14.4 48 23.0 26.2 15.4 30 15.6 18.3 11.3
52 18.3 20.5 13.3 21 20.9 25.3 13.2 31 16.1 17.2 12.5
3 101.9 100.4 35.8 3 101.9 100.4 35.8 0 - - -

25 18.0 19.6 13.4 18 19.8 21.7 14.9 7 16.6 14.1 6.2
50 10.9 14.9 15.6 22 18.3 25.3 18.1 28 3.1 6.8 5.7
31 23.0 26.4 22.1 11 23.3 32.5 30.8 20 22.3 23.0 15.5
3 16.3 16.2 1.0 0 - - - 3 16.3 16.2 1.0

X 13 28.6 30.8 13.6 13 28.6 30.8 13.6 0 - - -
14 22.9 26.2 14.4 12 22.9 27.0 15.5 2 22.0 22.0 4.0
8 11.6 12.5 5.7 2 17.0 17.0 7.7 6 9.8 11.0 4.8

486 20.6 25.5 18.4 322 23.5 29.9 19.6 164 15.1 16.7 11.7  
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 15  

N SD SD SD

2000 55 13.9 15.3 8.6 12.5 16.9 15.4 30.4 32.2 20.3
2001 35 10.5 12.8 10.7 7.6 14.0 16.7 16.8 26.8 22.5
2002 40 11.1 13.2 8.7 7.3 11.7 13.0 17.7 24.9 18.9
2003 27 10.9 12.1 7.3 7.3 8.8 6.6 18.6 20.9 12.8
2004 27 11.2 13.3 15.3 5.6 6.6 4.7 18.5 19.9 18.3
2005 42 13.4 15.0 11.3 9.1 11.0 7.3 24.5 26.0 13.7
2006 63 13.4 16.3 11.2 9.5 11.9 11.1 22.6 28.2 18.2
2007 75 11.3 14.1 15.4 8.5 11.5 13.0 20.2 25.6 21.1
2008 74 9.4 10.6 5.8 7.3 9.3 9.1 18.9 19.9 11.3

438 11.2 13.7 11.0 8.2 11.6 11.9 20.7 25.3 18.1

2000 43 15.7 17.0 8.3 16.5 19.7 15.9 34.9 36.7 19.9
2001 24 11.1 16.5 10.8 9.1 15.3 16.3 22.5 31.9 21.8
2002 29 12.2 14.9 9.5 8.0 13.9 14.5 20.7 28.9 20.6
2003 23 11.3 13.4 7.0 7.8 9.5 6.8 19.5 23.0 12.5
2004 17 12.6 17.0 17.9 7.4 8.8 4.4 22.1 25.8 20.3
2005 26 15.4 17.5 12.9 10.7 12.2 7.7 26.0 29.7 14.2
2006 43 15.1 18.7 11.9 10.0 14.0 12.6 28.0 32.7 19.7
2007 52 14.5 17.0 17.5 8.8 12.1 14.2 22.6 29.1 23.1
2008 42 11.9 12.7 5.6 7.8 9.8 9.5 22.5 22.5 10.5

299 13.6 16.2 11.9 9.3 13.2 12.9 23.3 29.4 19.1

2000 12 7.5 9.4 7.0 4.5 6.6 6.9 11.9 16.0 11.8
2001 11 3.3 4.6 3.5 6.3 11.1 18.1 8.7 15.7 20.5
2002 11 8.7 8.7 3.3 5.0 6.0 4.0 14.3 14.6 6.4
2003 4 4.4 4.2 3.5 3.8 4.8 3.7 8.2 9.0 7.0
2004 10 4.7 7.0 5.9 3.2 3.0 2.3 7.9 10.0 8.0
2005 16 9.0 10.9 6.5 8.0 9.0 6.4 23.1 19.9 10.5
2006 20 10.0 11.1 7.5 6.5 7.6 4.6 17.1 18.6 9.2
2007 23 7.5 7.4 5.0 7.0 10.2 10.0 15.5 17.6 12.7
2008 32 7.1 7.9 5.0 6.0 8.6 8.6 15.3 16.5 11.5

139 7.5 8.4 5.8 5.8 8.1 8.6 14.6 16.4 11.7  
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 16 PMDA  

2007 21 13 8 12 6 6
2008 20 13 8 12 6 6
2009 19 12 7 11 6 5
2010 16 11 5 10 6 4
2011 12 9 3 9 6 3  
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13 >13
8 11 (26.2%) 11 (26.2%) 22 (52.4%)

>8 12 (28.6%) 8 (19.1%) 20 (47.6%)
23 (54.8%) 19 (45.2%) 42 (100%)  

6 >6
6 9 (28.1%) 9 (28.1%) 18 (56.3%)

>6 5 (15.6 %) 9 (28.1%) 14 (43.8 %)
14 (43.8%) 18 (56.3%) 32 (100%)  
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9 >9
3 4 (9.5%) 2 (4.8%) 6 (14.3%)

>3 6 (14.3%) 30 (71.4%) 36 (85.7%)
10 (23.8%) 32 (76.2%) 42 (100%)  

6 >6
3 3 (9.4%) 0 (0%) 3 (9.4%)

>3 11 (34.4%) 18 (56.3%) 29 (90.6%)
14 (43.8%) 18 (56.3%) 32 (100%)  

 

5.5.  
5.5.1. 2000 2008  

2000 2008

7

 19  17 1  43

2.7 2.1

0.6 19.3 11.7
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8.4 11.3  

 19  
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 17  

N SD N SD N SD

2000 59 3.9 5.3 8.8 46 4.5 5.9 9.6 13 1.7 3.1 4.6
2001 35 2.0 2.4 2.3 25 2.3 3.1 2.0 10 1.6 0.9 2.2
2002 39 2.2 3.9 4.8 28 2.2 4.6 5.4 11 2.0 1.9 0.6
2003 25 2.3 2.3 1.4 21 2.5 2.6 1.0 4 1.3 0.6 2.0
2004 18 2.5 3.4 3.5 13 2.6 3.9 3.6 5 2.0 2.2 3.4
2005 37 2.7 2.6 2.3 22 2.7 2.8 0.9 15 2.7 2.4 3.6
2006 59 2.5 4.2 10.4 41 2.8 5.4 11.9 18 2.2 1.5 4.8
2007 70 2.6 4.2 12.8 48 2.7 5.2 15.4 22 2.1 2.0 2.1
2008 74 2.8 3.4 6.0 42 2.8 4.3 7.5 32 2.8 2.3 2.6

416 2.6 3.7 8.0 286 2.7 4.5 9.3 130 2.1 2.0 3.2

2000 37 16.3 23.1 18.6 28 23.4 27.3 18.9 9 8.2 9.9 9.1
2001 35 13.3 22.1 21.7 23 19.8 27.1 21.5 12 6.0 12.6 19.4
2002 37 13.6 21.0 18.4 28 17.1 24.7 19.8 9 10.3 9.7 3.0
2003 28 14.4 17.0 15.0 24 14.9 18.8 15.3 4 5.1 5.8 5.8
2004 25 15.1 16.3 17.9 17 15.9 20.9 19.7 8 4.8 6.7 7.6
2005 40 20.6 21.6 13.7 26 21.2 25.1 14.6 14 15.3 15.2 9.1
2006 63 18.8 24.7 19.2 42 23.3 29.4 21.1 21 12.3 15.1 9.1
2007 73 18.2 22.9 20.8 51 19.4 26.1 22.9 22 13.1 15.6 12.5
2008 76 16.2 16.9 10.7 42 20.0 19.8 9.9 34 12.6 13.3 10.6

414 16.7 20.9 17.6 281 19.3 24.7 18.8 133 11.7 13.0 11.1

2000 66 26.0 29.4 19.9 50 32.9 34.7 19.2 16 9.9 12.9 10.9
2001 39 15.5 24.7 21.4 27 20.9 29.2 21.0 12 8.0 14.6 19.7
2002 42 15.8 23.8 19.0 30 19.4 28.0 20.8 12 12.6 13.3 5.3
2003 29 17.1 21.0 17.0 25 17.7 23.2 17.2 4 6.2 7.2 6.4
2004 28 15.8 17.2 18.0 17 19.7 23.3 20.4 11 5.7 7.8 7.4
2005 46 22.6 23.6 12.9 27 24.1 27.9 13.9 19 18.1 17.4 8.3
2006 71 21.0 27.5 19.8 46 26.5 32.7 21.5 25 15.9 17.9 11.3
2007 83 19.0 23.3 20.4 55 20.9 27.1 22.4 28 13.4 16.0 13.5
2008 78 17.0 18.2 10.8 43 20.3 20.6 10.1 35 14.0 15.3 11.1

482 19.0 23.6 18.2 320 21.6 28.0 19.4 162 13.1 14.9 11.6

2000 60 29.2 32.0 19.5 45 35.7 36.8 19.5 15 14.7 17.5 10.6
2001 35 20.1 26.6 22.4 24 23.3 31.8 21.6 11 8.0 15.2 20.5
2002 41 16.9 23.8 18.7 29 19.8 28.0 20.6 12 13.0 13.5 6.1
2003 29 17.9 22.2 17.2 25 19.4 24.5 17.4 4 7.5 8.4 6.8
2004 28 17.3 18.5 18.0 17 20.5 24.6 20.3 11 7.1 9.2 7.2
2005 32 24.9 25.7 13.3 21 26.6 29.5 13.7 11 23.4 18.4 9.2
2006 54 27.8 32.1 21.3 40 29.8 36.5 22.2 14 15.2 19.4 11.7
2007 61 20.4 26.1 23.0 40 25.9 31.7 25.6 21 14.5 15.4 11.1
2008 55 19.2 20.8 11.8 29 24.3 24.6 10.1 26 14.8 16.7 12.4

395 20.9 26.0 19.3 270 24.6 30.8 20.3 125 14.0 15.7 11.7

2000 67 28.3 31.9 20.1 51 34.9 36.9 19.7 16 12.2 15.8 10.8
2001 39 16.8 26.1 21.4 27 22.8 30.7 20.9 12 9.0 15.7 19.6
2002 43 17.7 25.2 19.0 30 21.0 29.8 20.9 13 14.3 14.6 5.9
2003 29 19.1 23.2 17.3 25 20.5 25.4 17.4 4 8.2 9.0 7.0
2004 28 18.3 19.4 18.2 17 22.1 25.8 20.3 11 7.8 9.4 7.8
2005 47 24.0 25.4 13.1 27 26.1 29.7 13.9 20 20.7 19.7 9.5
2006 72 22.8 29.1 20.1 47 28.6 34.2 21.9 25 17.0 19.6 11.4
2007 83 20.0 25.1 20.7 55 22.4 28.9 22.7 28 14.3 17.7 13.5
2008 78 19.0 20.0 11.0 43 21.9 22.4 10.4 35 15.6 17.0 11.1

486 20.6 25.5 18.4 322 23.5 29.9 19.6 164 15.1 16.7 11.7

2000 51 35.0 36.8 21.4 44 37.3 40.4 20.5 7 13.6 13.8 8.4
2001 33 23.1 28.9 22.1 23 25.4 33.7 20.9 10 10.6 18.1 21.8
2002 32 20.2 28.8 20.5 24 22.0 32.9 22.0 8 18.6 16.4 5.7
2003 21 22.6 27.7 19.3 18 23.1 30.2 19.4 3 12.8 12.9 11.0
2004 21 20.7 22.1 21.0 13 25.3 30.5 22.4 8 6.1 8.5 7.4
2005 24 26.8 28.6 14.7 14 27.8 33.4 15.0 10 26.3 22.0 12.0
2006 43 26.4 32.5 23.6 31 30.1 37.8 24.6 12 16.4 19.0 13.8
2007 45 24.0 29.3 21.3 29 31.5 34.7 22.6 16 18.2 19.4 14.4
2008 50 22.3 22.8 11.9 28 25.2 25.2 9.8 22 18.6 19.8 13.8

320 23.8 29.2 20.1 224 27.5 34.1 20.6 96 16.2 17.8 13.5  
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 18  

N SD N SD N SD

2000 59 3.9 5.3 8.8 46 4.5 5.9 9.6 13 1.7 3.1 4.6
2001 35 2.0 2.4 2.3 25 2.3 3.1 2.0 10 1.6 0.9 2.2
2002 39 2.2 3.9 4.8 28 2.2 4.6 5.4 11 2.0 1.9 0.6
2003 25 2.3 2.3 1.4 21 2.5 2.6 1.0 4 1.3 0.6 2.0
2004 18 2.5 3.4 3.5 13 2.6 3.9 3.6 5 2.0 2.2 3.4
2005 37 2.7 2.6 2.3 22 2.7 2.8 0.9 15 2.7 2.4 3.6
2006 59 2.5 4.2 10.4 41 2.8 5.4 11.9 18 2.2 1.5 4.8
2007 70 2.6 4.2 12.8 48 2.7 5.2 15.4 22 2.1 2.0 2.1
2008 74 2.8 3.4 6.0 42 2.8 4.3 7.5 32 2.8 2.3 2.6

416 2.6 3.7 8.0 286 2.7 4.5 9.3 130 2.1 2.0 3.2

2000 31 16.0 20.3 18.2 24 22.0 25.1 17.7 7 1.7 3.9 6.3
2001 32 11.7 20.6 20.9 22 16.7 24.2 20.4 10 4.7 12.6 20.8
2002 35 10.5 16.3 17.5 27 12.6 18.9 19.1 8 8.0 7.7 2.8
2003 24 11.5 12.5 6.7 20 12.2 14.0 6.1 4 4.2 5.1 4.4
2004 18 11.7 14.3 19.1 13 12.8 17.8 21.6 5 3.2 5.4 4.3
2005 35 16.3 19.0 13.9 22 18.2 23.4 15.6 13 10.3 11.6 5.2
2006 56 17.3 21.9 16.6 39 19.7 25.1 18.1 17 13.2 14.6 8.9
2007 65 15.0 19.3 16.3 46 16.7 22.1 17.5 19 10.1 12.5 10.3
2008 73 12.8 13.8 8.8 41 16.0 15.9 6.7 32 9.5 11.0 10.4

369 13.8 17.8 15.6 254 16.2 20.9 16.5 115 9.0 10.9 10.3

2000 37 2.3 2.7 4.2 28 3.2 3.3 2.1 9 1.4 0.8 7.7
2001 35 2.5 3.3 2.3 23 3.6 4.0 2.6 12 2.2 2.0 0.5
2002 36 2.4 4.4 6.0 28 2.3 4.8 6.7 8 2.7 3.0 2.2
2003 28 2.5 4.2 6.6 24 2.8 4.6 7.1 4 1.1 1.4 0.7
2004 25 2.1 2.2 2.0 17 2.1 2.5 2.3 8 1.7 1.6 0.6
2005 40 1.4 2.5 3.5 26 1.5 2.9 4.3 14 1.2 1.7 1.1
2006 63 1.3 2.7 5.2 42 1.3 2.6 5.3 21 1.3 3.0 5.2
2007 73 1.1 1.2 0.6 51 1.1 1.2 0.6 22 1.1 1.2 0.6
2008 76 1.1 1.5 1.6 42 1.1 1.3 0.9 34 1.1 1.7 2.2

413 1.4 2.5 3.9 281 1.6 2.7 4.2 132 1.3 1.9 3.2

2000 60 1.1 2.3 3.0 45 1.0 1.7 1.5 15 1.6 3.9 5.3
2001 35 0.8 0.9 0.5 24 0.9 1.0 0.5 11 0.6 0.6 0.4
2002 40 0.8 0.9 0.5 29 0.8 1.0 0.6 11 0.7 0.8 0.4
2003 29 1.1 1.3 0.9 25 1.1 1.3 1.0 4 1.3 1.2 0.4
2004 28 1.1 1.3 0.7 17 1.0 1.3 0.7 11 1.1 1.3 0.7
2005 32 1.0 1.2 0.6 21 1.1 1.3 0.5 11 0.7 1.1 0.6
2006 54 1.1 1.4 0.6 40 1.1 1.4 0.6 14 1.1 1.5 0.6
2007 61 1.1 1.4 0.6 40 1.3 1.5 0.6 21 1.1 1.3 0.7
2008 55 1.1 1.4 0.6 29 1.2 1.5 0.6 26 1.1 1.2 0.5

394 1.1 1.4 1.4 270 1.1 1.4 0.9 124 1.1 1.5 2.1

2000 60 0.1 -0.4 1.5 45 0.1 -0.3 1.4 15 -0.4 -0.9 1.8
2001 35 0.6 0.5 0.2 24 0.6 0.5 0.3 11 0.5 0.5 0.2
2002 41 0.8 1.0 0.6 29 0.8 0.8 0.2 12 1.1 1.3 1.0
2003 29 0.8 0.9 0.4 25 0.8 1.0 0.4 4 0.7 0.6 0.3
2004 28 0.8 0.8 0.8 17 1.1 1.2 0.4 11 0.7 0.3 0.9
2005 32 0.9 0.8 0.2 21 0.9 0.9 0.0 11 0.8 0.7 0.3
2006 54 0.9 0.9 0.3 40 0.9 0.9 0.4 14 1.0 1.0 0.1
2007 61 0.9 0.8 0.4 40 0.9 0.8 0.3 21 0.9 0.7 0.6
2008 55 0.8 0.7 0.3 29 0.8 0.7 0.2 26 0.9 0.7 0.3

395 0.8 0.6 0.8 270 0.8 0.7 0.8 125 0.8 0.5 1.0

2000 51 1.8 2.5 2.7 44 1.8 2.6 2.9 7 1.7 1.9 0.5
2001 33 1.9 1.9 0.6 23 2.2 2.2 0.2 10 1.9 1.4 0.8
2002 32 1.9 2.9 3.2 24 1.9 2.9 3.7 8 3.3 3.1 1.3
2003 21 1.9 2.6 1.9 18 1.9 2.6 1.8 3 1.9 2.8 3.1
2004 21 1.8 2.2 1.8 13 2.1 2.9 1.9 8 1.0 1.1 0.9
2005 24 1.7 2.1 1.5 14 1.9 2.3 1.6 10 1.7 2.0 1.5
2006 43 1.7 1.9 1.0 31 1.7 2.1 1.0 12 1.7 1.6 0.9
2007 45 1.7 1.8 0.8 29 1.7 1.9 0.7 16 1.6 1.6 1.0
2008 50 1.9 2.0 1.4 28 1.9 2.0 1.7 22 1.9 2.0 0.9

320 1.9 2.2 1.9 224 1.9 2.3 2.1 96 1.7 1.8 1.2  
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5.5.2. 2004 4 2005 2008  
PMDA 2005 2008 2004 4
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 19 2004 4 2005 2008  

N SD N SD N SD
155 2.1 1.9 2.5 91 2.2 2.4 1.8 64 1.7 1.3 3.2
148 0.5 0.6 1.1 88 0.5 0.6 1.2 60 0.5 0.6 0.8
150 0.7 1.1 1.8 90 0.6 0.9 1.1 60 0.7 1.3 2.5
176 2.3 3.0 2.8 107 2.4 3.3 3.3 69 2.0 2.5 1.7
169 1.5 2.7 5.3 104 2.1 3.6 6.0 65 0.7 1.3 3.5
171 5.1 6.6 5.8 104 6.6 7.9 6.0 67 3.6 4.7 4.9
184 0.7 1.0 1.4 109 0.7 0.8 0.8 75 0.7 1.1 1.9
199 0.5 0.4 0.2 113 0.5 0.4 0.2 86 0.4 0.4 0.2
134 1.1 1.4 0.6 77 1.1 1.5 0.6 57 1.1 1.3 0.6
134 0.9 0.8 0.3 77 0.9 0.8 0.3 57 0.9 0.7 0.4
200 18.3 18.2 8.1 114 20.5 21.2 7.9 86 14.1 14.2 6.4  
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 20 2004 4 2005 2008  

N SD N SD N SD

2005 9 1.3 0.4 3.3 2 2.0 2.0 1.3 7 1.3 0.0 3.7
2006 33 1.5 1.1 3.8 17 1.6 2.3 1.4 16 1.4 -0.1 5.1
2007 59 2.1 2.1 1.9 42 2.1 2.3 1.7 17 1.6 1.6 2.3
2008 54 2.3 2.5 1.7 30 2.3 2.7 2.2 24 2.2 2.3 0.7

155 2.1 1.9 2.5 91 2.2 2.4 1.8 64 1.7 1.3 3.2

2005 9 0.4 0.4 0.1 2 0.4 0.4 0.0 7 0.4 0.4 0.1
2006 29 0.5 0.5 0.2 16 0.5 0.5 0.2 13 0.6 0.5 0.2
2007 56 0.5 0.6 1.6 40 0.5 0.7 1.8 16 0.4 0.5 0.1
2008 54 0.5 0.6 0.9 30 0.5 0.5 0.2 24 0.5 0.7 1.3

148 0.5 0.6 1.1 88 0.5 0.6 1.2 60 0.5 0.6 0.8

2005 9 0.5 0.5 0.3 2 0.4 0.4 0.1 7 0.5 0.6 0.3
2006 31 0.5 0.5 0.2 18 0.4 0.4 0.3 13 0.5 0.5 0.2
2007 57 0.6 0.7 0.5 40 0.6 0.7 0.4 17 0.7 0.8 0.5
2008 53 1.1 1.9 2.8 30 1.1 1.6 1.7 23 1.0 2.2 3.9

150 0.7 1.1 1.8 90 0.6 0.9 1.1 60 0.7 1.3 2.5

2005 10 1.8 2.5 1.9 3 2.1 2.1 1.4 7 1.4 2.7 2.2
2006 36 2.1 2.5 1.6 21 2.1 2.5 1.4 15 2.1 2.5 1.8
2007 59 2.3 3.0 2.6 42 2.5 3.3 2.9 17 1.9 2.4 1.4
2008 71 2.3 3.2 3.5 41 2.4 3.7 4.3 30 2.1 2.5 1.8

176 2.3 3.0 2.8 107 2.4 3.3 3.3 69 2.0 2.5 1.7

2005 9 0.9 2.3 2.4 3 2.8 3.8 2.8 6 0.7 1.5 2.0
2006 32 2.3 2.3 4.1 19 2.5 2.4 3.9 13 1.6 2.2 4.6
2007 57 1.9 3.9 6.1 41 2.0 4.7 7.0 16 1.4 2.0 2.1
2008 71 0.9 2.0 5.2 41 1.8 3.0 5.8 30 0.2 0.6 3.8

169 1.5 2.7 5.3 104 2.1 3.6 6.0 65 0.7 1.3 3.5

2005 9 3.5 3.5 1.7 3 4.1 4.8 1.6 6 2.3 2.8 1.4
2006 32 6.4 8.3 6.5 19 9.3 9.5 5.3 13 3.8 6.5 7.7
2007 58 4.9 6.3 5.5 42 5.3 7.2 6.1 16 3.7 3.8 2.5
2008 72 5.8 6.6 5.8 40 6.7 8.0 6.3 32 3.5 4.8 4.7

171 5.1 6.6 5.8 104 6.6 7.9 6.0 67 3.6 4.7 4.9

2005 10 0.8 1.2 1.2 3 1.4 2.2 2.0 7 0.6 0.8 0.5
2006 38 0.9 1.3 2.0 22 0.7 1.0 0.9 16 0.9 1.7 3.0
2007 62 0.7 0.7 0.4 43 0.7 0.7 0.3 19 0.7 0.8 0.5
2008 74 0.7 1.0 1.5 41 0.7 0.8 0.8 33 0.7 1.1 2.0

184 0.7 1.0 1.4 109 0.7 0.8 0.8 75 0.7 1.1 1.9

2005 12 0.5 0.6 0.2 3 0.5 0.5 0.2 9 0.5 0.6 0.2
2006 41 0.4 0.4 0.1 22 0.5 0.4 0.1 19 0.4 0.4 0.1
2007 70 0.4 0.4 0.2 46 0.5 0.4 0.2 24 0.3 0.4 0.2
2008 76 0.4 0.4 0.2 42 0.5 0.5 0.2 34 0.3 0.4 0.1

199 0.5 0.4 0.2 113 0.5 0.4 0.2 86 0.4 0.4 0.2

2005 5 1.6 1.2 0.5 2 1.6 1.6 0.0 3 0.7 1.0 0.5
2006 26 1.1 1.4 0.6 16 1.1 1.3 0.5 10 1.6 1.6 0.6
2007 50 1.1 1.4 0.6 31 1.3 1.5 0.6 19 1.1 1.4 0.7
2008 53 1.1 1.4 0.6 28 1.4 1.5 0.6 25 1.1 1.3 0.5

134 1.1 1.4 0.6 77 1.1 1.5 0.6 57 1.1 1.3 0.6

2005 5 0.9 0.6 0.4 2 0.9 0.9 0.0 3 0.2 0.4 0.4
2006 26 0.9 1.0 0.2 16 0.9 1.0 0.2 10 1.0 1.0 0.1
2007 50 0.9 0.7 0.4 31 0.9 0.8 0.3 19 0.5 0.6 0.6
2008 53 0.8 0.7 0.3 28 0.8 0.7 0.2 25 0.8 0.7 0.3

134 0.9 0.8 0.3 77 0.9 0.8 0.3 57 0.9 0.7 0.4

2005 12 15.1 13.4 6.1 3 18.0 17.5 1.8 9 13.2 12.1 6.5
2006 42 17.8 17.5 6.5 23 19.8 19.8 5.1 19 16.1 14.7 7.0
2007 70 19.0 18.7 8.8 46 21.5 21.9 8.5 24 12.3 12.7 5.5
2008 76 18.9 18.8 8.3 42 21.5 21.5 8.7 34 15.6 15.5 6.6

200 18.3 18.2 8.1 114 20.5 21.2 7.9 86 14.1 14.2 6.4  

 



34 

 23  21 6

 22 2008 13

HIV

 

 23 X

 24  23

 

 

 23 2004 4 2005 2008  

0 5 10 15 20 25 30
Time (months)

Cat 1 Cat 2 Cat 3 Cat 4 Cat 5

Cat 6_1 Cat 6_2 Anti-cancer Others

Timeline of Review Process

1 2 3 4 5

6 1 6 2

0 5 10 15 20 25 30
Time (months)

Cat 1 Cat 2 Cat 3 Cat 4 Cat 6_1

Cat 6_2 Anti-cancer Anti-AIDS Others

Timeline of Review Process

1 2 3 4 6 1

6 2

 
5  

N=0 5 N=1  



35 

 

 21 2004 4 2005 2008  

N SD N SD N SD

1 22 2.6 2.8 2.4 13 2.6 2.8 3.1 9 2.6 2.8 1.2
2 19 1.5 1.8 0.5 7 2.2 2.1 0.5 12 1.4 1.6 0.3
3 16 2.4 2.4 0.4 14 2.5 2.4 0.4 2 2.3 2.3 0.1
4 26 1.5 1.5 0.4 16 1.5 1.6 0.4 10 1.4 1.5 0.4
5 16 2.0 0.5 4.9 15 2.0 1.7 0.6 1 -17.9 -17.9 -
6 1 10 3.0 4.0 3.7 7 2.9 4.3 4.4 3 3.7 3.3 0.7
6 2 11 2.8 2.8 0.9 6 3.3 3.3 0.8 5 2.1 2.3 0.8

23 2.2 2.1 0.7 7 2.4 2.4 0.4 16 1.9 2.0 0.7
4 -5.3 -5.5 0.5 0 - - - 4 -5.3 -5.5 0.5
8 2.1 2.3 0.7 6 2.1 2.4 0.8 2 1.9 1.9 0.3

155 2.1 1.9 2.5 91 2.2 2.4 1.8 64 1.7 1.3 3.2

1 21 0.6 1.1 2.5 12 0.5 1.5 3.3 9 0.6 0.6 0.1
2 18 0.4 0.4 0.1 7 0.5 0.4 0.1 11 0.4 0.4 0.2
3 15 0.4 0.4 0.1 14 0.4 0.4 0.1 1 0.4 0.4 -
4 24 0.5 0.4 0.2 14 0.5 0.4 0.2 10 0.5 0.5 0.2
5 16 0.5 0.5 0.2 15 0.5 0.5 0.2 1 0.7 0.7 -
6 1 10 0.5 0.5 0.1 7 0.4 0.5 0.1 3 0.7 0.6 0.1
6 2 11 0.5 1.0 1.9 6 0.5 0.4 0.0 5 0.6 1.8 2.7

22 0.4 0.4 0.2 7 0.4 0.5 0.2 15 0.4 0.4 0.2
3 0.4 0.4 0.0 0 - - - 3 0.4 0.4 0.0
8 0.5 0.5 0.1 6 0.5 0.5 0.1 2 0.7 0.7 0.0

148 0.5 0.6 1.1 88 0.5 0.6 1.2 60 0.5 0.6 0.8

1 20 1.2 1.4 1.3 12 1.2 1.7 1.7 8 1.1 1.1 0.6
2 18 1.0 1.1 0.4 7 1.1 1.1 0.3 11 0.9 1.1 0.5
3 15 0.4 0.5 0.2 14 0.4 0.5 0.2 1 0.4 0.4 -
4 24 0.4 0.4 0.2 14 0.4 0.4 0.2 10 0.4 0.4 0.1
5 17 0.6 0.7 0.4 16 0.6 0.7 0.4 1 0.6 0.6 -
6 1 11 1.2 2.7 2.8 7 1.1 2.3 2.8 4 2.6 3.4 3.1
6 2 11 1.0 1.1 0.6 6 1.1 1.2 0.6 5 0.9 1.1 0.6

22 0.6 1.5 3.8 7 0.5 0.7 0.6 15 0.6 1.9 4.6
3 0.4 0.5 0.2 0 - - - 3 0.4 0.5 0.2
9 0.8 0.6 0.3 7 0.8 0.6 0.3 2 0.6 0.6 0.3

150 0.7 1.1 1.8 90 0.6 0.9 1.1 60 0.7 1.3 2.5

1 24 2.7 3.2 2.4 15 2.3 3.3 3.0 9 2.9 3.0 1.2
2 19 2.5 2.8 1.5 7 2.8 2.9 1.4 12 2.3 2.8 1.7
3 19 2.7 4.5 5.5 16 2.6 4.8 5.9 3 3.6 3.3 1.2
4 31 1.6 2.0 1.3 20 1.6 2.0 1.3 11 1.6 2.0 1.5
5 19 2.8 3.8 3.6 18 2.3 3.7 3.6 1 6.5 6.5 -
6 1 12 2.5 2.6 1.2 8 2.7 2.6 1.3 4 2.5 2.5 1.3
6 2 14 2.7 3.8 3.1 8 3.7 4.6 3.8 6 2.2 2.6 1.6

22 2.0 2.1 1.2 7 2.1 2.2 0.8 15 1.8 2.1 1.3
6 1.0 0.9 0.6 0 - - - 6 1.0 0.9 0.6

10 2.5 3.6 2.7 8 2.5 3.1 1.8 2 5.6 5.6 5.7
176 2.3 3.0 2.8 107 2.4 3.3 3.3 69 2.0 2.5 1.7

1 23 3.7 3.9 4.5 15 5.7 4.6 5.0 8 1.8 2.7 3.2
2 18 1.6 2.3 4.6 6 4.2 3.9 3.8 12 1.5 1.4 4.9
3 18 1.3 1.8 6.1 16 1.3 1.9 6.5 2 1.1 1.1 0.5
4 30 1.0 2.3 2.9 20 0.9 1.7 1.9 10 1.5 3.6 4.0
5 19 1.5 0.6 3.6 18 1.5 0.9 3.3 1 -6.5 -6.5 -
6 1 11 2.7 7.3 9.5 8 7.0 10.1 9.8 3 0.2 0.0 2.8
6 2 14 2.2 3.4 6.0 8 5.3 6.1 6.7 6 -0.8 -0.3 1.6

21 1.2 2.7 3.9 7 6.9 6.1 3.2 14 0.2 0.9 3.0
7 0.5 0.5 0.5 0 - - - 7 0.5 0.5 0.5
8 1.7 3.8 9.5 6 1.9 4.7 11.1 2 1.0 1.0 0.9

169 1.5 2.7 5.3 104 2.1 3.6 6.0 65 0.7 1.3 3.5  
5  
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 21 2004 4 2005 2008  

N SD N SD N SD

1 22 3.9 4.1 4.9 13 4.8 5.4 3.8 9 2.0 2.4 5.9
2 18 4.0 4.4 2.9 6 5.9 6.0 1.3 12 2.8 3.7 3.2
3 19 12.7 12.2 5.2 16 14.3 12.9 5.3 3 7.5 8.2 2.1
4 31 4.1 4.7 3.6 21 5.3 5.3 4.0 10 3.8 3.6 1.9
5 19 8.9 9.9 5.6 18 8.3 8.9 3.9 1 26.8 26.8 -
6 1 10 5.4 7.7 7.2 7 4.4 7.5 8.7 3 9.2 8.2 2.0
6 2 16 3.0 6.8 8.1 10 4.1 8.6 9.5 6 2.7 3.7 4.0

21 4.9 5.2 3.5 7 6.8 6.5 3.3 14 3.5 4.6 3.5
6 3.0 3.0 0.8 0 - - - 6 3.0 3.0 0.8
9 7.4 9.4 8.6 6 5.5 8.6 9.7 3 9.1 11.1 7.3

171 5.1 6.6 5.8 104 6.6 7.9 6.0 67 3.6 4.7 4.9

1 23 0.4 1.0 2.5 13 0.4 0.5 0.3 10 0.3 1.7 3.8
2 20 0.5 0.6 0.4 7 0.3 0.4 0.2 13 0.6 0.7 0.4
3 21 0.8 1.4 2.6 16 0.7 0.8 0.3 5 1.0 3.2 5.2
4 32 0.8 0.8 0.4 21 0.8 0.8 0.4 11 0.6 0.6 0.3
5 20 0.6 1.1 1.2 19 0.6 1.0 1.2 1 2.6 2.6 -
6 1 10 0.5 0.6 0.2 7 0.5 0.5 0.2 3 0.9 0.8 0.3
6 2 16 0.7 0.7 0.3 10 0.7 0.7 0.3 6 0.7 0.7 0.4

24 0.9 1.0 0.6 8 0.6 0.8 0.6 16 0.9 1.1 0.5
7 0.8 1.0 0.4 0 - - - 7 0.8 1.0 0.4

11 1.0 1.6 1.3 8 0.9 1.8 1.5 3 1.1 1.0 0.2
184 0.7 1.0 1.4 109 0.7 0.8 0.8 75 0.7 1.1 1.9

1 26 0.5 0.4 0.1 15 0.5 0.5 0.1 11 0.4 0.4 0.1
2 20 0.3 0.3 0.1 7 0.3 0.4 0.1 13 0.3 0.3 0.2
3 21 0.6 0.6 0.2 16 0.7 0.7 0.2 5 0.6 0.5 0.1
4 33 0.4 0.4 0.2 21 0.5 0.4 0.2 12 0.4 0.5 0.3
5 20 0.5 0.4 0.1 19 0.4 0.4 0.1 1 0.5 0.5 -
6 1 12 0.3 0.3 0.0 8 0.3 0.3 0.0 4 0.3 0.3 0.0
6 2 18 0.5 0.4 0.1 10 0.5 0.5 0.2 8 0.4 0.4 0.1

25 0.3 0.4 0.2 8 0.3 0.4 0.2 17 0.3 0.4 0.1
9 0.5 0.5 0.1 0 - - - 9 0.5 0.5 0.1

15 0.5 0.5 0.2 9 0.5 0.5 0.2 6 0.5 0.5 0.1
199 0.5 0.4 0.2 113 0.5 0.4 0.2 86 0.4 0.4 0.2

1 14 1.1 1.3 0.5 9 1.1 1.3 0.5 5 1.1 1.4 0.6
2 15 1.1 1.5 0.6 4 1.1 1.3 0.6 11 1.6 1.6 0.7
3 18 1.8 1.7 0.5 14 1.9 1.8 0.5 4 1.4 1.5 0.6
4 19 1.1 1.4 0.5 18 1.2 1.4 0.5 1 1.1 1.1 -
5 14 1.1 1.3 0.6 13 1.1 1.2 0.6 1 2.1 2.1 -
6 1 10 1.1 1.4 0.6 7 1.1 1.5 0.7 3 1.1 1.3 0.4
6 2 12 1.1 1.2 0.5 4 1.4 1.6 0.5 8 1.0 1.0 0.3

15 1.2 1.4 0.7 2 2.1 2.1 0.2 13 1.1 1.3 0.7
7 0.7 1.1 0.6 0 - - - 7 0.7 1.1 0.6

10 1.4 1.6 0.5 6 1.9 1.7 0.5 4 1.1 1.3 0.5
134 1.1 1.4 0.6 77 1.1 1.5 0.6 57 1.1 1.3 0.6

1 14 0.8 0.8 0.2 9 0.7 0.7 0.2 5 0.9 0.9 0.1
2 15 1.0 0.9 0.2 4 1.0 0.9 0.1 11 1.0 0.8 0.2
3 18 1.0 0.8 0.2 14 0.9 0.8 0.2 4 1.0 0.9 0.3
4 19 1.0 0.9 0.4 18 1.0 0.9 0.4 1 1.0 1.0 -
5 14 0.9 0.9 0.3 13 0.9 0.9 0.3 1 1.3 1.3 -
6 1 10 0.8 0.8 0.2 7 0.9 0.8 0.2 3 0.8 0.7 0.3
6 2 12 0.8 0.7 0.3 4 0.5 0.6 0.2 8 0.9 0.7 0.4

15 0.9 0.9 0.4 2 0.9 0.9 0.2 13 0.9 0.9 0.4
7 0.2 0.0 0.5 0 - - - 7 0.2 0.0 0.5

10 0.9 0.8 0.2 6 0.9 0.9 0.2 4 0.5 0.6 0.2
134 0.9 0.8 0.3 77 0.9 0.8 0.3 57 0.9 0.7 0.4

1 26 19.9 19.2 5.0 15 21.8 21.8 4.0 11 13.7 15.6 4.1
2 20 16.9 16.8 5.2 7 20.0 20.7 4.5 13 13.0 14.7 4.4
3 21 26.2 24.9 7.2 16 27.3 26.7 6.9 5 19.9 19.2 5.0
4 33 14.0 14.3 4.7 21 14.0 14.4 5.3 12 14.1 14.2 3.5
5 20 18.8 18.3 6.4 19 18.9 18.4 6.5 1 16.7 16.7 -
6 1 12 26.6 25.0 10.8 8 30.7 28.5 10.4 4 21.4 17.9 8.8
6 2 18 20.4 20.4 10.1 10 23.9 26.6 9.1 8 12.1 12.6 4.4

25 17.7 17.2 5.2 8 18.7 20.2 3.4 17 16.1 15.7 5.4
9 2.1 2.3 0.6 0 - - - 9 2.1 2.3 0.6

16 19.4 20.1 8.6 10 20.3 21.1 8.9 6 19.0 18.4 8.7
200 18.3 18.2 8.1 114 20.5 21.2 7.9 86 14.1 14.2 6.4  

5  
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 23 2004 4 2005 2008  

N SD N SD N SD
1
2005 2 13.9 13.9 1.0 0 - - - 2 13.9 13.9 1.0
2006 4 17.1 17.3 4.3 2 21.0 21.0 0.7 2 13.7 13.7 0.0
2007 8 19.9 20.1 4.1 5 21.8 22.1 2.5 3 19.2 16.6 4.4
2008 12 21.2 20.2 5.8 8 22.6 21.9 5.3 4 16.6 16.8 5.9

26 19.9 19.2 5.0 15 21.8 21.8 4.0 11 13.7 15.6 4.1
2
2005 1 17.5 17.5 - 0 - - - 1 17.5 17.5 -
2006 1 17.0 17.0 - 0 - - - 1 17.0 17.0 -
2007 7 18.9 18.5 6.5 3 21.4 23.8 5.3 4 14.8 14.5 4.1
2008 11 15.9 15.6 4.8 4 18.4 18.4 2.4 7 12.6 14.1 5.2

20 16.9 16.8 5.2 7 20.0 20.7 4.5 13 13.0 14.7 4.4
3
2005 0 - - - 0 - - - 0 - - -
2006 3 27.4 27.2 1.6 2 28.1 28.1 1.0 1 25.6 25.6 -
2007 9 21.9 25.5 8.9 7 32.7 26.8 9.9 2 20.9 20.9 1.4
2008 9 26.2 23.7 6.6 7 26.5 26.3 4.5 2 14.3 14.3 1.8

21 26.2 24.9 7.2 16 27.3 26.7 6.9 5 19.9 19.2 5.0
4
2005 3 11.5 13.3 4.1 1 18.0 18.0 - 2 11.0 11.0 0.8
2006 13 18.0 17.8 3.1 6 19.8 19.9 1.8 7 17.2 16.1 3.0
2007 11 11.7 12.1 4.5 9 11.5 11.8 4.9 2 13.6 13.6 2.6
2008 6 10.8 11.2 3.6 5 12.6 11.7 3.8 1 9.0 9.0 -

33 14.0 14.3 4.7 21 14.0 14.4 5.3 12 14.1 14.2 3.5
5
2005 0 - - - 0 - - - 0 - - -
2006 6 17.8 16.6 4.2 5 18.9 16.6 4.7 1 16.7 16.7 -
2007 8 20.6 21.3 6.5 8 20.6 21.3 6.5 0 - - -
2008 6 18.3 16.1 7.3 6 18.3 16.1 7.3 0 - - -

20 18.8 18.3 6.4 19 18.9 18.4 6.5 1 16.7 16.7 -
6 1
2005 0 - - - 0 - - - 0 - - -
2006 0 - - - 0 - - - 0 - - -
2007 4 36.0 28.5 15.6 3 36.1 36.2 0.3 1 5.1 5.1 -
2008 8 24.7 23.3 8.4 5 27.7 23.9 10.9 3 23.6 22.2 2.6

12 26.6 25.0 10.8 8 30.7 28.5 10.4 4 21.4 17.9 8.8

2005 0 - - - 0 - - - 0 - - -
2006 0 - - - 0 - - - 0 - - -
2007 8 19.8 18.1 6.7 5 21.7 22.3 3.3 3 9.6 11.0 3.9
2008 10 21.9 22.3 12.3 5 26.0 30.9 11.3 5 12.6 13.6 4.9

18 20.4 20.4 10.1 10 23.9 26.6 9.1 8 12.1 12.6 4.4

2005 1 19.0 19.0 - 1 19.0 19.0 - 0 - - -
2006 7 16.1 14.2 4.3 3 17.7 17.7 0.1 4 11.6 11.5 3.9
2007 8 17.1 16.0 5.4 3 20.4 20.8 2.6 5 13.3 13.2 4.5
2008 9 18.9 20.3 4.7 1 27.1 27.1 - 8 18.4 19.5 4.2

25 17.7 17.2 5.2 8 18.7 20.2 3.4 17 16.1 15.7 5.4

2005 2 1.9 1.9 0.0 0 - - - 2 1.9 1.9 0.0
2006 2 1.6 1.6 0.2 0 - - - 2 1.6 1.6 0.2
2007 2 2.8 2.8 0.0 0 - - - 2 2.8 2.8 0.0
2008 3 2.3 2.6 0.7 0 - - - 3 2.3 2.6 0.7

9 2.1 2.3 0.6 0 - - - 9 2.1 2.3 0.6

2005 3 18.9 17.8 2.0 0 - - - 2 1.9 1.9 0.0
2006 6 23.0 22.1 8.2 0 - - - 2 1.6 1.6 0.2
2007 5 15.4 19.4 13.0 0 - - - 2 2.8 2.8 0.0
2008 2 19.3 19.3 7.8 0 - - - 3 2.3 2.6 0.7

16 19.4 20.1 8.6 0 - - - 9 2.1 2.3 0.6  
5  
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 24 2008  

N SD N SD N SD
16 2.8 6.0 11.9 12 2.7 7.0 13.7 4 3.0 3.1 0.6
54 3.9 5.0 3.4 30 3.9 4.8 2.8 24 3.9 5.1 4.2
70 3.9 5.2 6.3 42 3.9 5.4 7.5 28 3.9 4.8 3.9  
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 26 2004 4 2005 2008  
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 25 2004 4 2005 2008  

N SD N SD N SD

2005 10 2.2 1.4 3.3 3 2.2 2.6 1.1 7 2.2 0.9 3.9
2006 36 2.5 2.3 3.4 21 2.5 3.1 1.3 15 2.5 1.3 5.0
2007 60 3.1 3.4 1.8 42 3.2 3.6 1.5 18 2.7 2.8 2.4
2008 71 3.9 4.2 3.7 41 3.9 4.3 2.7 30 3.8 4.0 4.8

177 3.1 3.4 3.2 107 3.3 3.8 2.1 70 2.9 2.8 4.3

2005 10 1.8 2.5 1.9 3 2.1 2.1 1.4 7 1.4 2.7 2.2
2006 36 2.1 2.5 1.6 21 2.1 2.5 1.4 15 2.1 2.5 1.8
2007 59 2.3 3.0 2.6 42 2.5 3.3 2.9 17 1.9 2.4 1.4
2008 71 2.3 3.2 3.5 41 2.4 3.7 4.3 30 2.1 2.5 1.8

176 2.3 3.0 2.8 107 2.4 3.3 3.3 69 2.0 2.5 1.7  
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 26 2004 4 2005 2008  

N SD N SD N SD

2005 9 0.9 2.3 2.4 3 2.8 3.8 2.8 6 0.7 1.5 2.0
2006 32 2.3 2.3 4.1 19 2.5 2.4 3.9 13 1.6 2.2 4.6
2007 57 1.9 3.9 6.1 41 2.0 4.7 7.0 16 1.4 2.0 2.1
2008 71 0.9 2.0 5.2 41 1.8 3.0 5.8 30 0.2 0.6 3.8

169 1.5 2.7 5.3 104 2.1 3.6 6.0 65 0.7 1.3 3.5

2005 3 0.9 1.4 1.2 1 2.8 2.8 - 2 0.7 0.7 0.3
2006 13 2.3 1.5 4.2 10 2.3 1.3 4.7 3 1.7 1.8 1.7
2007 12 3.2 4.5 4.4 9 4.2 5.2 4.9 3 2.5 2.2 0.7
2008 23 1.7 3.2 5.3 12 6.0 5.6 4.2 11 0.0 0.6 5.3

51 2.4 3.0 4.7 32 3.3 4.1 4.8 19 0.5 1.1 4.0

2005 3 0.7 1.0 0.6 1 1.7 1.7 - 2 0.7 0.7 0.0
2006 11 1.3 2.9 5.7 5 3.4 6.3 6.4 6 0.8 0.1 3.5
2007 29 3.5 7.5 9.0 19 7.9 8.9 9.5 7 1.1 2.4 2.7
2008 39 1.1 2.0 5.7 23 1.5 2.7 7.3 16 0.7 1.1 2.0

82 1.5 4.0 7.3 48 2.1 5.5 8.5 31 0.7 1.2 2.5

2005 3 0.8 1.7 1.6 1 3.5 3.5 - 2 0.7 0.7 0.1
2006 12 2.9 2.6 2.9 7 3.4 4.0 2.2 5 0.9 0.6 2.7
2007 32 3.8 5.9 6.9 23 4.2 6.9 7.7 9 3.3 3.2 3.1
2008 45 1.9 4.1 5.6 27 4.9 5.1 6.6 18 1.4 2.5 3.4

92 3.0 4.4 5.8 58 4.2 5.7 6.7 34 1.4 2.3 3.2

2005 6 2.4 3.1 2.6 2 4.9 4.9 2.8 4 1.2 2.2 2.4
2006 16 4.1 4.4 3.5 9 5.3 5.6 3.1 7 1.6 2.9 3.5
2007 39 4.2 6.3 7.4 27 7.4 7.9 8.3 12 2.3 2.7 2.7
2008 47 3.2 4.8 5.6 28 5.0 5.8 6.6 19 3.1 3.2 3.0

108 3.6 5.2 6.0 66 5.3 6.6 7.0 42 2.3 2.9 2.9

2005 5 3.0 3.4 1.6 1 3.0 3.0 - 4 2.7 3.5 1.8
2006 10 7.1 7.5 6.7 5 12.8 11.9 5.5 5 1.6 3.2 4.7
2007 20 4.4 6.4 6.3 11 10.4 9.2 7.0 9 2.7 2.9 2.8
2008 28 6.5 7.0 6.4 16 8.7 9.9 6.3 12 2.6 3.0 4.2

63 5.3 6.6 6.1 33 10.4 9.8 6.3 30 2.5 3.1 3.5

2005 6 1.7 1.3 0.9 2 0.9 0.9 1.3 4 1.7 1.5 0.8
2006 18 2.0 3.7 4.2 9 5.0 5.7 5.0 9 1.5 1.7 1.8
2007 43 1.7 3.2 4.3 30 1.6 3.8 5.0 13 1.7 1.8 1.5
2008 47 4.1 5.3 4.4 28 5.2 6.4 5.0 19 2.4 3.7 2.9

114 2.3 4.0 4.3 69 3.3 5.0 5.0 45 1.9 2.5 2.4
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 27  

N SD N SD N SD

2000 39 2.8 3.9 4.3 25 3.5 4.1 2.3 14 1.6 3.6 6.7
2001 27 2.5 3.1 2.0 17 3.4 3.9 2.1 10 2.0 1.9 0.6
2002 37 2.6 4.1 4.8 25 3.1 5.2 5.5 12 1.6 1.8 0.8
2003 28 4.0 3.9 1.6 24 4.3 4.2 1.4 4 1.9 1.8 1.2
2004 22 3.6 7.2 17.7 13 4.5 11.2 22.4 9 1.8 1.5 1.4
2005 38 3.4 3.5 1.4 26 3.8 3.9 1.3 12 2.8 2.6 1.4
2006 60 4.9 8.9 17.0 44 5.5 11.0 19.5 16 3.0 3.1 1.9
2007 71 6.9 9.4 16.4 51 8.0 11.6 18.8 20 3.7 3.7 2.2
2008 70 8.2 7.7 6.3 41 8.7 9.5 7.3 29 5.3 5.2 3.0

392 4.4 6.5 11.2 266 5.2 8.0 13.2 126 2.6 3.3 3.1

2000 39 0.2 0.3 0.3 25 0.3 0.3 0.3 14 0.0 0.1 0.2
2001 27 0.2 0.4 0.4 17 0.3 0.4 0.3 10 0.1 0.3 0.5
2002 37 0.2 0.4 0.4 25 0.3 0.5 0.5 12 0.1 0.1 0.1
2003 28 0.3 0.3 0.5 24 0.3 0.4 0.5 4 0.1 0.1 0.1
2004 22 0.1 0.2 0.3 13 0.3 0.3 0.3 9 0.0 0.2 0.4
2005 38 0.1 0.2 0.4 26 0.1 0.3 0.4 12 0.0 0.1 0.1
2006 58 0.1 0.1 0.2 43 0.1 0.1 0.2 15 0.0 0.0 0.1
2007 70 0.1 0.1 0.1 50 0.1 0.1 0.1 20 0.0 0.1 0.2
2008 70 0.0 0.5 5.3 41 0.0 -0.5 3.8 29 0.0 1.9 6.8

389 0.1 0.3 2.3 264 0.1 0.1 1.5 125 0.0 0.5 3.3

2000 30 0.9 1.1 0.8 20 1.0 1.2 0.8 10 0.8 1.0 0.8
2001 26 1.2 1.3 0.6 17 1.1 1.3 0.6 9 1.3 1.3 0.6
2002 30 1.2 1.7 1.8 23 1.2 1.9 2.0 7 1.3 1.3 0.3
2003 28 1.7 1.6 0.7 24 1.7 1.7 0.7 4 1.3 1.1 0.7
2004 21 1.1 2.5 6.1 13 1.5 3.7 7.6 8 0.4 0.5 0.5
2005 36 1.7 2.5 2.7 24 1.8 2.7 3.0 12 1.2 2.1 2.2
2006 56 2.0 3.1 3.5 41 2.5 3.3 3.7 15 0.9 2.4 3.1
2007 67 2.1 2.7 2.3 48 2.4 3.1 2.5 19 1.8 1.7 1.1
2008 63 1.7 2.3 3.3 39 2.0 2.8 4.0 24 1.3 1.6 1.4

357 1.6 2.3 2.9 249 1.7 2.6 3.2 108 1.1 1.6 1.7

2000 31 3.9 5.4 5.1 21 4.5 5.4 2.7 10 2.8 5.4 8.4
2001 26 4.1 4.8 2.2 17 5.5 5.6 2.3 9 3.8 3.4 1.1
2002 30 4.4 6.5 5.7 23 4.7 7.6 6.1 7 3.0 2.9 0.7
2003 28 5.3 5.8 2.3 24 6.5 6.3 2.0 4 3.5 3.0 1.9
2004 21 5.7 10.1 18.8 13 6.7 15.2 22.7 8 1.4 1.8 1.7
2005 36 5.8 6.2 3.2 24 6.1 6.9 3.2 12 4.7 4.8 2.8
2006 56 7.9 11.9 17.9 41 9.2 14.3 20.3 15 4.5 5.5 3.4
2007 68 9.4 12.6 17.8 49 12.1 15.3 20.3 19 6.2 5.5 2.5
2008 63 10.2 11.1 7.5 39 11.2 12.1 7.4 24 7.5 9.4 7.6

359 6.9 9.2 12.4 251 8.3 10.8 14.1 108 4.4 5.6 5.3  



46 

 

 28 GCP  

N SD N SD N SD
GCP

2000 57 6.4 9.4 11.3 44 7.8 10.5 12.1 13 2.6 5.6 7.1
2001 30 3.9 8.8 16.2 20 4.3 9.1 16.0 10 2.6 8.4 17.5
2002 37 3.6 5.9 6.7 26 4.2 7.3 7.6 11 2.6 2.7 0.7
2003 26 4.4 7.4 15.3 23 4.5 7.9 16.2 3 3.5 4.1 1.9
2004 15 5.9 5.7 1.5 12 6.1 6.0 1.2 3 3.1 4.3 2.1
2005 36 6.5 7.5 6.6 26 6.5 8.2 7.6 10 6.2 5.5 1.9
2006 53 8.1 12.2 21.1 42 9.3 15.4 21.0 11 5.9 0.0 17.3
2007 65 10.8 12.9 18.1 49 12.3 15.4 20.2 16 6.0 5.2 3.6
2008 62 11.1 11.3 6.7 39 13.2 13.5 7.6 23 7.4 7.5 1.9

381 6.8 9.8 13.9 281 8.1 11.5 15.0 100 5.3 5.2 8.6
GCP

2000 56 0.2 0.3 0.5 43 0.2 0.2 0.1 13 0.2 0.5 1.0
2001 30 0.2 0.2 0.2 20 0.2 0.2 0.2 10 0.1 0.1 0.1
2002 37 0.3 -0.1 2.0 26 0.3 -0.2 2.4 11 0.2 0.2 0.2
2003 26 0.3 0.4 0.2 23 0.4 0.4 0.3 3 0.3 0.3 0.0
2004 15 0.5 0.5 0.3 12 0.5 0.5 0.3 3 0.2 0.2 0.1
2005 36 0.4 0.4 0.2 26 0.4 0.4 0.2 10 0.3 0.2 0.1
2006 51 0.3 0.3 0.3 40 0.3 0.4 0.3 11 0.3 0.3 0.1
2007 65 0.4 0.5 0.7 49 0.4 0.6 0.8 16 0.3 0.3 0.2
2008 62 0.4 1.0 4.4 39 0.4 0.5 0.3 23 0.3 1.8 7.2

378 0.3 0.4 1.9 278 0.3 0.4 0.8 100 0.3 0.6 3.5
GCP

2000 46 7.5 8.0 4.5 36 7.9 8.9 4.6 10 4.1 4.6 1.9
2001 28 9.3 9.0 5.9 19 9.9 10.4 5.7 9 5.3 5.9 5.3
2002 32 6.8 8.5 5.2 23 7.6 9.5 5.2 9 5.5 6.1 4.4
2003 26 6.8 7.8 7.2 23 7.1 8.5 7.4 3 2.3 2.2 1.2
2004 15 5.6 6.5 4.3 12 5.2 6.6 4.5 3 6.5 6.0 4.7
2005 35 4.4 7.1 8.9 25 5.3 8.4 10.2 10 3.4 3.8 1.9
2006 48 3.8 4.0 2.7 37 3.8 4.2 3.0 11 3.5 3.5 1.5
2007 64 2.6 3.3 2.5 48 3.2 3.4 2.3 16 2.1 3.0 2.9
2008 58 1.5 1.7 1.2 38 1.5 1.7 1.2 20 1.5 1.7 1.1

352 4.0 5.5 5.4 261 4.7 6.2 5.8 91 3.0 3.7 3.1
GCP

2000 47 14.6 18.0 13.7 37 16.9 20.0 14.3 10 8.3 10.4 7.3
2001 28 13.8 18.3 19.1 19 14.9 19.8 17.4 9 7.6 15.0 23.0
2002 32 11.5 13.6 6.9 23 13.8 15.5 6.9 9 8.7 9.0 4.5
2003 26 12.3 15.6 15.9 23 12.6 16.8 16.5 3 6.1 6.5 3.1
2004 15 11.5 12.7 4.9 12 11.9 13.2 4.6 3 9.7 10.5 6.6
2005 35 12.9 15.0 10.6 25 14.4 17.1 11.8 10 9.1 9.5 2.9
2006 49 13.1 16.9 22.1 38 14.8 20.7 21.8 11 9.0 3.8 18.2
2007 65 14.9 16.7 18.5 48 16.2 19.6 20.7 17 9.2 8.5 2.6
2008 58 14.1 14.3 8.2 38 14.9 15.7 7.9 20 9.4 11.4 8.2

355 13.3 15.9 15.1 263 14.8 18.1 15.7 92 9.1 9.6 10.7  
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GCP GCP

9 GCP  31  29

GCP 11.6 2.8

GCP 0.1 0.2 GCP

7.9 2.3 19.0 5.8 GCP

GCP

 

 

 31 GCP  

0 10 20 30 40 0 10 20 30 40

Standard Review Priority Review

NDA to Start Start to End End to Notification NDA to Notification

Time (months)

19.0

7.9

0.1

11.6

5.8

2.3

0.2

2.8

 

 

 29 GCP  

N SD N SD N SD
22 8.7 10.3 6.4 18 11.6 11.8 6.1 4 2.8 3.3 1.6
22 0.1 0.1 0.1 18 0.1 0.1 0.1 4 0.2 0.2 0.0
20 7.2 8.6 8.8 16 7.9 10.2 9.2 4 2.3 2.2 1.4
20 16.1 18.4 11.5 16 19.0 21.6 10.7 4 5.8 5.7 0.8  

 

5.8. GMP  
GMP 2005 2008 GMP

 32 GMP

 30 2008 GMP 17.1

GMP 0.9 GMP 1.4

20.3 GCP

2008 GMP 8.0 GMP

2.0 GMP 0.7 12.9  
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 32 GMP 2005 2008  

0
50

10
0

15
0

2005 2006 2007 2008 2005 2006 2007 2008

Standard Review Priority Review

N
D

A
 to
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om
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et
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n 

of
 G

M
P 

In
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ec
tio

n 
(m

on
th

s)
G

M
P

6.9
12.2

12.924.8

34.0
18.0

17.3
20.3

 

 

 30 GMP 2005 2008  

N SD N SD N SD
GMP /

2005 5 20.2 28.8 20.5 4 21.4 31.0 23.0 1 20.1 20.1 -
2006 13 23.8 21.4 15.3 7 27.1 29.3 7.8 6 5.2 12.1 17.2
2007 30 11.3 17.3 23.3 19 14.4 22.6 27.9 11 9.6 8.1 4.8
2008 44 14.3 13.9 6.8 26 17.1 16.8 5.4 18 8.0 9.6 6.5

92 14.2 16.9 16.1 56 17.8 21.4 18.1 36 8.9 9.8 8.6

2005 0 - - - 0 - - - 0 - - -
2006 0 - - - 0 - - - 0 - - -
2007 30 0.5 1.2 1.5 19 0.5 1.1 1.5 11 0.8 1.3 1.5
2008 44 1.3 1.9 2.2 26 0.9 1.4 1.6 18 2.0 2.7 2.8

74 1.1 1.6 2.0 45 0.7 1.3 1.5 29 1.8 2.2 2.5

2005 0 - - - 0 - - - 0 - - -
2006 0 - - - 0 - - - 0 - - -
2007 30 1.2 1.5 1.6 19 0.9 1.3 1.2 11 1.4 1.8 2.1
2008 43 1.1 1.3 1.1 26 1.4 1.5 1.2 17 0.7 0.9 0.7

73 1.1 1.4 1.3 45 1.4 1.4 1.2 28 1.1 1.3 1.5
GMP

2005 4 20.0 16.8 10.1 3 17.3 14.2 10.5 1 24.8 24.8 -
2006 11 20.4 21.3 17.3 5 34.0 32.2 8.5 6 6.9 12.3 18.0
2007 35 17.0 22.6 27.4 23 18.0 29.0 31.9 12 12.2 10.5 6.0
2008 45 17.0 17.2 6.4 27 20.3 19.5 5.7 18 12.9 13.7 6.1

95 17.0 19.7 18.2 58 19.5 24.1 21.1 37 11.6 12.7 9.0  
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6 EU  
PMDA8 FDA9 EMEA10

2000 2008

 

 31 2000

2004 2.1

HIV

HIV

FDA Center for Drug Evaluation Research

standard review priority review orphan designation EU

EMEA centralised authorization procedure non-orphan 

medicinal products orphan medicinal products  

 31  

2000 2001 2002 2003 2004 2005 2006 2007 2008
NME 40 25 24 16 16 21 23 35 34 234

(%) (51.3) (44.6) (38.7) (34.0) (34.8) (34.4) (31.9) (42.2) (43.6) (40.1)

1 0 0 0 2 1 1 3 5 13
7 6 3 1 7 3 8 4 4 43

27 17 24 16 15 33 26 28 26 212
0 2 6 1 2 2 7 4 2 26
2 4 2 13 2 1 4 8 6 42
1 1 0 0 0 0 0 0 0 2
0 1 3 0 2 0 2 1 1 10
0 0 0 0 0 0 1 0 0 1

64 42 42 42 27 23 43 52 40 375
0 0 7 0 0 4 5 4 3 23

HIV 8 7 7 3 4 7 10 13 16 75
HIV 2 2 0 1 4 2 1 2 3 17

4 3 4 1 2 4 3 8 11 40
0 2 2 0 8 7 10 4 5 38
0 0 0 0 1 14 0 0 0 15

14 14 13 5 19 34 24 27 35 185
(%) (18.0) (25.0) (21.0) (10.6) (41.3) (55.7) (33.3) (32.5) (44.9) (31.7)

PMDA 2004 4 0 0 0 0 5 26 42 70 76 219
(%) (0.0) (0.0) (0.0) (0.0) (10.9) (42.6) (58.3) (84.3) (97.4) (38.1)

78 56 62 47 46 61 72 83 78 583  
 

HIV HIV  
 

 33  32 EU

2000 2008 19.1

12.0 EU 15.2 9 EU  32

2008 20.2 12.8 EU 13.1 7.4

7.1 0.3  33  

2008 25.3 13.0

EU 13.0 EU 16.6

6.1 EU 13.4

EU EU

EU
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 32  

PMDA FDA EU EMEA
N SD N SD N SD

2000 70 20.2 28.1 21.9 97 11.0 16.4 15.8 20 17.3 17.1 3.8
2001 56 16.6 24.0 19.1 66 12.1 16.7 10.9 34 15.8 15.3 4.9
2002 62 15.5 20.9 18.9 78 12.9 18.9 14.8 28 16.4 16.4 2.5
2003 47 18.6 20.8 14.9 72 13.3 21.9 24.8 14 14.7 15.6 4.9
2004 46 16.8 18.2 14.8 107 13.0 19.2 14.8 31 18.1 18.2 5.0
2005 61 20.9 20.4 14.3 75 10.2 17.9 18.1 20 15.9 16.0 3.7
2006 72 22.8 28.7 19.9 94 10.5 20.1 18.1 40 15.8 16.4 4.9
2007 83 20.0 25.1 20.7 69 10.0 14.7 14.0 53 13.5 13.5 4.4
2008 53 20.2 22.3 11.5 79 12.8 18.9 24.0 46 13.1 12.5 5.4

550 19.1 23.6 18.3 737 12.0 18.4 17.7 286 15.2 15.3 4.9

2000 56 25.4 32.4 22.3 77 12.0 17.9 16.3 19 16.6 17.0 3.9
2001 42 21.5 27.0 18.5 55 12.9 18.4 11.0 28 15.8 15.2 5.0
2002 49 15.4 22.2 20.9 64 12.2 17.2 12.7 24 16.4 16.3 2.6
2003 42 19.0 21.9 15.2 57 14.8 22.7 24.6 9 12.6 13.8 4.7
2004 27 18.5 22.1 16.9 83 13.0 20.3 14.8 25 16.9 17.3 4.5
2005 27 26.1 29.7 13.9 55 13.0 21.3 19.6 16 15.8 15.5 3.3
2006 48 28.7 33.6 21.4 78 12.9 22.9 18.6 32 16.4 17.1 4.8
2007 56 22.2 28.5 22.7 49 10.4 17.5 15.2 40 12.4 12.6 4.2
2008 29 25.3 25.3 10.0 66 13.0 17.7 10.9 40 13.0 12.1 5.4

376 21.6 27.4 19.6 584 12.8 19.6 16.5 233 14.9 14.9 4.8

2000 14 10.9 10.9 6.9 20 6.4 10.9 12.1 0 - - -
2001 14 10.3 14.7 18.4 11 6.2 8.2 4.6 3 12.9 11.4 2.7
2002 13 16.3 16.0 6.7 14 24.3 26.9 20.8 4 15.9 16.8 2.3
2003 5 10.9 11.5 8.5 15 8.8 18.8 26.3 5 19.2 18.9 3.5
2004 19 12.3 12.8 9.2 24 9.0 15.4 14.2 6 21.3 21.9 5.7
2005 34 11.0 13.1 9.8 20 6.0 8.6 7.5 4 19.8 18.0 4.9
2006 24 16.9 19.0 11.7 16 6.0 6.2 2.3 8 12.2 13.4 4.0
2007 27 15.4 18.1 13.6 20 6.0 7.9 6.8 13 15.5 16.3 3.9
2008 24 16.6 18.6 12.2 13 6.1 25.2 55.1 6 13.4 14.7 4.8

174 13.5 15.5 11.6 153 6.1 13.7 21.3 49 15.2 16.5 4.8  
EU 2000  1 2001  3  
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7  
7.1.  

 34  33 2008

NME 78.4 6.5 19.1 1.6

104.3 8.7

NME 2008

32.1 2.7 18.4 1.5 52.4 4.4  

7.2

 

 34  
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NME 187 NME 155 NME 230  

NME 256  
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 34  

82.4

24.8

88.1

16.0

27.6

15.6
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NME

 

NME 187 NME 155 NME 230  
NME 256  

 

 33  

N SD N SD N SD

2000 43 79.6 77.9 34.6 67 28.3 31.9 20.1 43 113.7 110.5 39.1
2001 24 74.5 77.3 32.0 39 16.8 26.1 21.4 24 97.3 99.2 38.1
2002 26 64.1 62.3 30.9 43 17.7 25.2 19.0 26 83.4 87.0 39.2
2003 24 56.0 62.2 34.9 29 19.1 23.2 17.3 24 73.2 86.9 43.2
2004 17 63.6 64.3 30.8 28 18.3 19.4 18.2 17 81.0 88.3 32.0
2005 34 54.2 65.8 42.7 47 24.0 25.4 13.1 34 87.0 93.2 48.2
2006 51 60.9 70.6 53.9 72 22.8 29.1 20.1 51 87.1 100.0 57.7
2007 63 52.4 59.0 36.2 83 20.0 25.1 20.7 63 76.2 85.3 42.4
2008 60 44.6 66.6 52.7 78 19.0 20.0 11.0 60 67.3 88.3 57.4

342 59.5 67.1 42.1 486 20.6 25.5 18.4 342 85.5 93.3 47.5
NME

2000 33 79.6 78.3 29.2 40 31.8 34.5 22.2 33 115.8 113.1 32.9
2001 17 66.9 69.7 29.8 22 18.5 25.0 18.6 17 93.4 92.9 38.8
2002 22 66.8 68.2 29.9 24 21.0 29.1 22.1 22 94.4 94.8 37.5
2003 14 68.8 67.7 18.8 15 20.5 23.1 14.9 14 87.2 92.4 29.8
2004 11 88.8 74.9 32.1 16 19.9 22.1 23.4 11 115.7 102.6 29.7
2005 16 69.2 71.6 36.0 21 25.0 26.9 15.6 16 99.7 102.6 36.1
2006 19 66.1 75.0 50.0 23 25.1 36.3 28.5 19 94.8 109.4 58.2
2007 28 61.3 70.5 40.5 35 21.4 30.2 28.1 28 92.2 102.7 49.8
2008 27 78.4 91.4 57.1 34 19.1 21.3 13.2 27 104.3 115.5 62.2

187 70.8 75.1 38.7 230 21.9 28.3 22.0 187 102.4 104.4 44.6
NME

2000 10 82.4 76.7 50.6 27 24.8 27.9 15.9 10 95.2 102.2 56.4
2001 7 88.1 95.9 31.5 17 16.0 27.5 25.1 7 102.7 114.5 34.1
2002 4 27.6 29.5 6.0 19 15.6 20.3 13.2 4 41.9 44.0 5.8
2003 10 35.9 54.4 49.9 14 18.6 23.2 20.1 10 57.0 79.1 58.0
2004 6 41.5 44.7 16.1 12 17.2 15.8 6.6 6 61.8 61.9 14.6
2005 18 35.7 60.7 48.3 26 22.3 24.2 10.9 18 53.6 84.8 56.7
2006 32 54.1 68.0 56.6 49 21.3 25.7 13.7 32 79.5 94.5 57.5
2007 35 42.3 49.7 29.9 48 19.6 21.4 11.9 35 63.8 71.4 29.2
2008 33 32.1 46.4 39.1 44 18.4 18.9 8.9 33 52.4 66.1 42.5

155 40.0 57.5 44.1 256 19.4 22.9 14.1 155 63.8 80.0 47.5  
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7.2.  
3

 34

 

 34  

NME/NME

/

/
/

PMDA
/

 

7.2.1.  
2000 2008 486

 34 306

63.0%  35

SD 67.9 42.7 26.8 18.5 94.6 47.4

 35 4 342 67.1 42.1  41 5  

 35  

SD

67.9 42.7 0.9 228.8
26.8 18.5 1.4 135.4
94.6 47.7 10.3 253.5

*1

NME  0.46 0.50 0 1
 0.14 0.34 0 1

 0.73 0.45 0 1
 0.28 0.45 0 1

2  0.38 0.49 0 1
 0.46 0.50 0 1

2004 4 PMDA  0.45 0.50 0 1
 0.23 0.42 0 1

 0.34 0.48 0 1
 0.36 0.48 0 1

P1 3  11.40 13.36 1 93
P2 3  0.36 0.48 0 1

 0.50 0.50 0 1
 0.53 0.50 0 1

N *2 306  

N (%)
21 (6.9)
2 (0.7)
5 (1.6)

14 (4.6)
11 (3.6)
29 (9.5)
6 (2.0)

11 (3.6)
4 (1.3)

21 (6.9)
8 (2.6)
8 (2.6)

47 (15.4)
35 (11.4)
3 (1.0)

13 (4.3)
26 (8.5)
20 (6.5)
1 (0.3)
9 (2.9)

12 (3.9)
306 (100.0)  

*1 0= , 1=  
*2 486 3 306  
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486 25.5 18.4  11 7.1 342 93.3

47.5  33  

/ /

2  35 0 1

46% NME 46% 45% 2004 4 PMDA

23% 36% Phase 2 3 53% *2

11.40 1 93

21  

 35  36  35

* * p <0.1, ** p <0.05, *** p <0.01  

NME NME

Phase 2 3

2

PMDA

NME PMDA

 

 35  

-7.1

8.9

-9.9

0.2

-13.1

4.5

-8.8

-6.9

11.1

4.3

-6.9

2.9

4.9

-20.6

-20 -10 0 10

-0.7

-2.6

-2.9

0.1

-2.2

0.8

-9.2

-7.6

-6.6

-2.0

2.1

-1.0

1.7

-2.8

-10 0 10

-7.9

6.3

-12.9

0.3

-15.3

5.3

-18.0

-14.5

4.5

2.3

-4.9

1.9

6.7

-23.5

-20 -10 0 10

NME

2

PMDA

P1 3

P2 3

*****
***

***

**

******

** **

**
***

*
*

 
* p <0.1, ** p <0.05, *** p <0.01  

 

 

 
*2 2000 2003 4 7  
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 36  

SE p SE p SE p
NME  -20.6 5.8 0.000 *** -2.8 2.4 0.239 -23.5 6.2 0.000 ***

 4.9 7.8 0.529 1.7 3.2 0.588 6.7 8.4 0.429
2.9 5.5 0.604 -1.0 2.3 0.657 1.9 6.0 0.755

-6.9 5.5 0.210 2.1 2.3 0.363 -4.9 6.0 0.414
2 4.3 5.1 0.398 -2.0 2.1 0.336 2.3 5.5 0.676

 11.1 4.9 0.024 ** -6.6 2.0 0.001 *** 4.5 5.3 0.388
2004 4 PMDA -6.9 5.1 0.180 -7.6 2.1 0.000 *** -14.5 5.5 0.009 ***

 -8.8 7.0 0.211 -9.2 2.9 0.002 *** -18.0 7.6 0.018 **
4.5 5.4 0.410 0.8 2.2 0.724 5.3 5.9 0.369

-13.1 5.8 0.023 ** -2.2 2.4 0.356 -15.3 6.2 0.014 **
P1 3 0.2 0.2 0.308 0.1 0.1 0.230 0.3 0.2 0.161

P2 3 -9.9 5.1 0.055 * -2.9 2.1 0.167 -12.9 5.5 0.021 **
8.9 5.0 0.074 * -2.6 2.0 0.196 6.3 5.4 0.242

-7.1 5.4 0.190 -0.7 2.2 0.740 -7.9 5.8 0.179

-15.5 28.3 0.584 -0.2 11.6 0.983 -15.7 30.5 0.606
9.5 19.5 0.625 -9.2 8.0 0.253 0.4 21.0 0.986

-27.3 13.4 0.042 ** -7.2 5.5 0.193 -34.5 14.4 0.018 **
-33.9 14.5 0.020 ** -9.8 5.9 0.098 * -43.7 15.6 0.005 ***
-10.0 11.1 0.369 -8.7 4.6 0.057 * -18.7 12.0 0.119
-36.7 17.9 0.042 ** -9.3 7.4 0.205 -46.0 19.3 0.018 **
-31.7 14.9 0.034 ** -10.5 6.1 0.086 * -42.3 16.0 0.009 ***
74.8 21.3 0.001 *** -4.8 8.7 0.587 70.1 22.9 0.002 ***

-13.9 12.6 0.271 -4.3 5.2 0.410 -18.1 13.5 0.182
-32.6 16.1 0.044 ** -8.5 6.6 0.200 -41.1 17.3 0.018 **
-29.3 16.1 0.071 * -4.9 6.6 0.458 -34.2 17.4 0.050 *
-21.3 10.5 0.042 ** -9.3 4.3 0.032 ** -30.6 11.3 0.007 ***
-23.3 11.4 0.042 ** -9.1 4.7 0.053 * -32.3 12.3 0.009 ***
-50.5 24.8 0.042 ** 60.4 10.2 0.000 *** 9.9 26.7 0.712
-28.7 13.9 0.040 ** -12.2 5.7 0.033 ** -40.9 15.0 0.007 ***
-24.5 11.4 0.033 ** -11.9 4.7 0.012 ** -36.3 12.3 0.003 ***
-25.3 13.4 0.061 * -5.3 5.5 0.334 -30.6 14.5 0.036 **
-49.0 39.8 0.219 -17.3 16.3 0.291 -66.3 42.8 0.123
-30.8 15.3 0.045 ** -6.3 6.3 0.313 -37.2 16.5 0.025 **
-43.8 14.0 0.002 *** -9.3 5.7 0.106 -53.1 15.1 0.001 ***
99.6 11.0 0.000 *** 46.7 4.5 0.000 *** 146.3 11.9 0.000 ***

N 306 306 306
p 0.000 0.000 0.000

0.226 0.304 0.280  

* p <0.1, ** p <0.05, *** p <0.01 

 

7.2.2.  
397

 37  36

 38 SD 26.2 18.9 7.2.1

26.8 18.5  35

NME

2

 

PMDA
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Phase 1 3

 

 

 37  

SD

26.2 18.9 1.4 135.4
*1

NME  0.53 0.50 0 1
 0.13 0.34 0 1

 0.71 0.46 0 1
 0.27 0.45 0 1

2  0.30 0.46 0 1
 0.39 0.49 0 1

2004 4 PMDA  0.43 0.50 0 1
 0.30 0.46 0 1

 0.36 0.48 0 1
 0.41 0.49 0 1

P1 3  10.68 12.93 0 93
P2 3  0.37 0.48 0 1

 0.51 0.50 0 1
 0.53 0.50 0 1

N *2 397  

N (%)
23 (5.8)
3 (0.8)
6 (1.5)

18 (4.5)
12 (3.0)
35 (8.8)
8 (2.0)

12 (3.0)
9 (2.3)

29 (7.3)
9 (2.3)

10 (2.5)
68 (17.1)
41 (10.3)
3 (0.8)

21 (5.3)
42 (10.6)
23 (5.8)
1 (0.3)

10 (2.5)
14 (3.5)

397 (100.0)  
*1 0= , 1=  
*2  

 

 36  

-0.1

-3.7

-5.0

0.1

-3.8

0.8

-7.8

-9.1

-6.1

-1.3

1.4

-1.9

1.7

-2.2

-10 0

NME

2

PMDA

P1 3

P2 3

**
**

**

**
*

 
* p <0.1, ** p <0.05, *** p <0.01  
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 38  

SE p
NME  -2.2 2.0 0.261

 1.7 2.8 0.545
 -1.9 1.9 0.321

 1.4 2.0 0.471
2  -1.3 1.9 0.514

 -6.1 1.8 0.001 ***
2004 4 PMDA  -9.1 1.8 0.000 ***

 -7.8 2.3 0.001 ***
 0.8 1.9 0.656

 -3.8 2.0 0.055 *
P1 3  0.1 0.1 0.061 *

P2 3  -5.0 1.8 0.006 ***
 -3.7 1.7 0.033 **

 -0.1 1.9 0.956

2.7 9.6 0.781
-9.2 7.3 0.206
-2.7 5.0 0.587
-7.2 5.7 0.204
-5.2 4.2 0.220
3.6 6.4 0.573

-9.7 5.8 0.093 *
-5.9 6.3 0.348
-3.9 4.6 0.401
-5.9 6.2 0.345
-4.5 6.0 0.453
-8.1 3.9 0.039 **
-6.4 4.3 0.137
62.4 9.9 0.000 ***

-11.0 4.8 0.024 **
-13.3 4.2 0.002 ***
-3.5 5.1 0.497

-16.9 16.1 0.294
-7.1 5.9 0.233
-6.9 5.4 0.202
46.6 4.1 0.000 ***

N 397
p 0.000

0.338  
* p <0.1, ** p <0.05, *** p <0.01 

 

NME PMDA
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8 PMDA  
PMDA

PMDA 100

PMDA

I

 

1 1  

PMDA  37  38 4

A 80 100 B 65 79 C 50 64 D 0 49

 39 PMDA 3 A B

PMDA

PMDA 2008 A 31.0% B 50.0%

2008 1 4

 39  40  

 

 37 PMDA 2006 2008  

18.6 60.5 18.6 2.3

4.4 35.6 57.8 2.2

2.6 23.7 65.8 7.9

0 20 40 60 80 100
% of PMDA's Grades

2008

2007

2006

A: 80-100 B: 65-79 C: 50-64 D: 0-49
PMDA %

 

 38 2006 2008  

31.0 50.0 14.3 4.8

15.6 53.3 28.9 2.2

24.3 45.9 27.0 2.7

0 20 40 60 80 100
% of Applicant's Grades

2008

2007

2006

A: 80-100 B: 65-79 C: 50-64 D: 0-49
%
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 39 2006 2008  

N SD
PMDA

2006 38 60.0 57.9 8.6 40 85
2007 45 60.0 61.4 10.2 20 80
2008 43 70.0 69.4 8.2 40 83

126 63.3 63.1 10.2 20 85

2006 37 70.0 66.8 10.6 45 85
2007 45 70.0 66.6 9.4 45 80
2008 42 70.0 70.5 12.2 20 90

124 70.0 68.0 10.8 20 90
PMDA-

2006 37 -5.0 -8.6 11.1 -30 15
2007 45 -5.0 -5.3 12.5 -45 25
2008 42 0.0 -1.1 12.5 -30 35

124 -5.0 -4.9 12.4 -45 35  

 

 39 2008  

0 10 20 30 40 50 60 70 80 90 100
Grades

New Drug 1 New Drug 2 New Drug 3 New Drug 4

Bio 1 Bio 2 OverallPMDA

PMDA

70.0

65.0

75.0

70.0

70.0

70.0

67.5

 
70.0  

 

 40 2008  
N SD
29 75.0 72.1 9.5 50 90
29 65.0 62.2 14.8 30 85
25 70.0 70.6 12.0 40 90
28 67.5 67.5 9.5 50 90
9 70.0 71.1 10.5 60 90
3 70.0 63.3 11.5 50 70

43 70.0 69.4 8.2 40 83  
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9  
2000 2008

2000 2008 59.5

5.0 2008 44.6 3.7

Phase 2 3

NME 2008

78 1

 

2004 4 PMDA 9 20.6 1.7

2008 19.0 1.6

PMDA

2008

5 2011  

PMDA

PMDA

PMDA

 

2009

2010 7.2.1

 

PMDA

 



62 

10  

I II 2008 4

 

1. PMDA  

2.  

3.  

4. PMDA  

 

10.1. PMDA  
 

 1 2

 

 

 

 

 

 

 

 

 

 

 

 

GMP

 

 

FDA

 

 

 

  

 2 3



63 

 

 

PMDA GMP

PMDA

ID

 

 

PMDA

PMDA  

 

PMDA

 

 

 PMDA

 

  

 M2

 

 PMDA

 

 PMDA

 

 

 

  

 

 

 

 

 

 

  



64 

  

 PMDA

 

 PMDA

 

  

  

 

 

  

 

6 1

 

 PMDA general

 

 

 

 

 

 

 

 

  

  

 1  

 2  

  

 

GCP

PMDA

 

 PMDA

2009 4

ICH E2F DSUR

 



65 

 PMDA

 

 PMDA

 

 

 

  

 

  

  

  

 

PMDA PMDA

 

 

 

 

 

 

 

 

  

 

 

 PMDA

 

 

 

  

 

PMDA

PMDA



66 

PMDA

PMDA  

 

 

 

 

eCTD

 

 

 

 

 

 

 

 PMDA

 

  

 

 

 



67 

10.2.  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

PMDA

 

 

1 eCTD

 

 

 

 



68 

 

 

 

 

PMDA

 

 

PMDA

 

 

 

 

 

 

CTD  

 

CMC  

 PMDA

 

 

 

 

 

 3

7.5  

 CMC

1 CMC 6

GMP  

 

 

 

 

 

 



69 

 

 

 

1

 

 2 1 3

1

6

PMDA

4

1

CTD

 

 

 

 

 

 

 

 FAX

3



70 

2

 

 

 

 

 

 

 

 

 

 

  

 

 

 

X

PMDA

 

 

PMDA

PMDA

1  

 

 

 Q&A

 

 



71 

 

 

 

 

 

 

 2  

 

 

 

 

 

 

 

 

 

 

  

 

 

 2 6 1

 

 PMDA

 

 CTD M1.10

 

 



72 

 

 

 

1

 

 

 

 2

1  

 Master File

 

 

CTD

 

 PMDA

PMDA  

  

 

 

 

6

 

 ICH 3

 

 CMC

 

 FDA PMDA

1  



73 

10.3.  
 

  

 

X  

 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

 

 

 

 CMC 1

 

 

 

  

 

 

 

 



74 

 

 

 

 

  

  

  

 

 

  

 

 

 

  

 

2011

 

 FDA 1

 

 

 

  

 

 

 

 

 

 PMDA

 



75 

 

 

 

1700 Phase 3

 

 

 

 

 

 

 

 

Phase 3

CTD 2.5 2.7 Phase 3 2.7.6

 

 

 

 

 

 

Phase 3 CMC

PMDA  

 

 

  

 

 

IND Phase 3

CMC Phase 3

 

 

PMDA

 



76 

 

 

 

 

 

 

 Phase 3

 

 Phase 3

 

 Phase 1

Phase 1

 

 

CMC

 

 

 

 CTD

CTD

CTD  

 CMC

CTD  

 1 CMC

Phase 2  

 

1

 

 



77 

 

 

 

  

 

 

 

 

 

IND CTD

CMC

 

 6,011,400 10,190,500 1/2

1/2

1

 

  

  

 

3

 

 2009 4

 

 



78 

10.4. PMDA  
 

 PMDA  

  

 

 

  

  

  

  

  

 2  

  

 

 

 

 

 

 

 2 3

PMDA

 

 

 

 

 

 

 OJT

 

 

 

 

 

  



79 

  

  

 

 

 

 

  

 1 2

 

 

 

  

 

 

 

OJT  

 

 

 

 

 

 

 

 OJT

2008 4

OJT

PMDA

 

 



80 

 

 

 

 

 PMDA PMDA

 

 PMDA

PMDA  

 PMDA

PMDA

 

 

 

 

 

 

PMDA

PMDA

 

 

 

 

 

 

 

 

 

 

  

  

 

 



81 

 

 

 

 

 

 

 2 3  

 

 

 

PMDA  

 

 

 

 

PMDA  

 PMDA  

  

 PMDA

 

  

 A

B  

 

 

 1

 

 2 CTD 2.7.6

 

 3 CTD

 

  



82 

 PMDA PMDA

 

 

 

 

 

PMDA

 

 PMDA

 

 PMDA

2008 4 80

80

1

3  

 



83 

 
2007

2008  

 

1)  

No. 14 2003 12  

 

 

 

 

 

2) 2003  

No. 24 2004 11  

 

 

 

3) 2004  

No. 30 2005 8  

 

 

4) 1996 2005  

No. 35 2006 12  

 

 

5) 2007  

No. 37 2007 12  

 

 

 

6)  

No. 42 2008 9  
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42.3
71.4
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51.7

31.0
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80.3
67.4

58.0

81.2

64.9
68.9 66.3

90.3

79.1

75.4

34.7

 
59.5  

 

 41  

NME NME
N SD N SD N SD

1996 16 65.3 61.6 16.3 15 64.8 60.9 16.5 1 73.3 73.3 -
1997 16 85.8 91.3 36.4 12 80.3 83.8 31.7 4 118.3 113.6 45.4
1998 12 79.4 74.9 28.6 9 79.1 78.9 19.9 3 88.1 62.7 51.1
1999 24 85.4 85.2 35.4 18 90.3 89.9 31.5 6 71.4 71.2 45.4
2000 23 71.6 71.6 30.5 18 67.4 65.1 23.5 5 93.4 94.9 43.4
2001 30 41.0 50.6 30.9 17 58.0 56.2 26.1 13 33.4 43.4 36.0
2002 30 72.1 74.3 34.3 22 81.2 74.6 27.8 8 55.4 73.4 50.4
2003 32 63.6 69.1 44.2 12 75.4 85.3 47.6 20 51.7 59.4 40.1
2004 44 41.2 68.7 55.2 17 68.9 88.0 48.3 27 35.0 56.5 56.6
2005 40 53.4 59.2 44.6 16 64.9 77.3 57.1 24 43.4 47.2 29.5
2006 53 55.4 71.4 47.9 25 66.3 82.0 50.9 28 42.3 62.0 43.8
2007 20 31.6 38.1 30.6 6 34.7 38.2 30.6 14 31.0 38.1 31.8
2008 2 13.0 13.0 13.3 0 - - - 2 13.0 13.0 13.3

342 59.5 67.1 42.1 187 70.8 75.1 38.7 155 40.0 57.5 44.1  
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20.6  

 

 42  

N SD N SD N SD
1996 29 60.5 69.1 24.6 27 60.5 69.8 25.0 2 59.4 59.4 23.4

1997 22 39.6 46.0 20.2 22 39.6 46.0 20.2 0 - - -
1998 15 27.7 32.9 19.6 13 26.1 33.4 21.1 2 29.6 29.6 1.9
1999 42 19.2 21.7 11.8 27 22.8 25.9 12.1 15 12.4 14.1 6.4
2000 36 15.8 20.3 16.1 24 16.7 24.1 18.3 12 12.7 12.6 4.9
2001 38 18.1 20.4 12.6 28 20.1 23.3 12.2 10 9.1 12.3 10.4
2002 40 23.5 29.3 15.8 31 23.7 28.9 14.4 9 21.9 30.4 21.0
2003 49 26.2 28.9 12.2 31 28.5 29.8 11.9 18 25.3 27.4 13.0
2004 60 19.9 21.8 10.3 37 25.1 26.5 8.3 23 14.6 14.2 8.5
2005 46 19.5 19.0 6.4 26 21.9 22.4 4.9 20 15.8 14.5 5.3
2006 70 18.6 18.0 6.9 42 19.3 19.7 6.1 28 15.9 15.5 7.4
2007 33 12.6 12.3 4.7 11 13.8 14.0 5.5 22 11.6 11.5 4.1
2008 6 2.9 3.5 2.1 3 5.0 4.4 2.9 3 2.3 2.6 0.7

486 20.6 25.5 18.4 322 23.5 29.9 19.6 164 15.1 16.7 11.7  
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 43  

N SD N SD N SD

1996 27 6.7 12.3 22.7 25 6.9 13.0 23.5 2 2.7 2.7 1.2
1997 20 5.2 5.2 1.4 20 5.2 5.2 1.4 0 - - -
1998 14 2.6 8.3 19.4 12 2.6 8.4 20.9 2 7.3 7.3 7.9
1999 36 2.0 3.6 5.2 24 2.2 4.3 5.8 12 1.4 2.1 3.7
2000 31 1.9 1.8 0.6 22 1.9 1.9 0.6 9 1.6 1.7 0.6
2001 34 2.2 2.3 2.0 25 2.3 2.6 1.6 9 2.0 1.3 2.6
2002 30 2.5 3.3 4.8 26 2.6 3.5 5.1 4 1.6 1.6 0.6
2003 41 2.9 4.8 7.7 25 3.0 5.5 9.6 16 2.7 3.5 2.7
2004 50 2.7 2.3 3.2 34 2.8 2.9 1.5 16 2.0 1.0 5.1
2005 38 2.4 2.7 2.3 22 2.7 3.4 1.6 16 2.0 1.7 2.8
2006 62 2.7 2.7 2.0 39 2.7 3.0 2.0 23 2.3 2.1 1.9
2007 28 2.6 2.7 1.5 10 2.6 2.5 0.8 18 2.6 2.9 1.8
2008 5 -4.0 -2.1 3.7 2 1.9 1.9 0.4 3 -5.0 -4.8 0.7

416 2.6 3.7 8.0 286 2.7 4.5 9.3 130 2.1 2.0 3.2

1996 16 72.2 74.2 27.3 15 71.8 74.3 28.2 1 72.5 72.5 -
1997 15 35.6 43.8 21.4 15 35.6 43.8 21.4 0 - - -
1998 12 22.2 29.0 20.5 11 21.7 28.9 21.5 1 29.1 29.1 -
1999 33 15.7 17.5 12.4 23 16.9 21.2 12.7 10 8.8 8.9 6.2
2000 30 10.7 14.3 13.4 21 12.7 16.6 15.5 9 10.2 9.0 2.6
2001 36 12.8 15.6 12.5 27 15.1 18.8 12.8 9 4.3 6.3 4.4
2002 36 19.9 25.1 14.3 29 19.3 24.2 13.2 7 22.6 28.6 19.0
2003 40 21.8 24.3 12.7 26 22.5 25.4 12.5 14 20.9 22.2 13.1
2004 54 16.9 19.3 9.9 37 22.0 23.1 8.3 17 11.5 11.0 8.0
2005 44 16.5 16.0 6.2 25 19.3 19.4 4.4 19 12.3 11.5 5.2
2006 63 15.7 15.8 6.4 39 16.9 17.1 6.1 24 14.1 13.6 6.3
2007 30 9.6 9.7 5.1 11 10.5 11.4 5.4 19 9.2 8.6 4.7
2008 5 0.0 0.9 2.3 2 2.5 2.5 3.6 3 -0.1 -0.2 0.3

414 16.7 20.9 17.6 281 19.3 24.7 18.8 133 11.7 13.0 11.1

1996 28 59.0 67.4 24.7 26 59.0 68.2 25.1 2 58.0 58.0 24.1
1997 22 38.1 44.3 19.8 22 38.1 44.3 19.8 0 - - -
1998 15 26.3 31.3 19.2 13 24.6 31.7 20.7 2 28.5 28.5 2.4
1999 42 17.7 19.5 12.1 27 20.9 24.2 12.0 15 10.2 11.0 6.3
2000 36 13.9 18.6 15.9 24 15.3 22.4 18.2 12 11.1 10.9 4.3
2001 36 16.1 18.4 12.3 28 17.5 21.2 12.3 8 7.4 8.4 4.6
2002 40 20.6 27.0 15.7 31 20.9 26.5 14.2 9 20.1 28.6 21.1
2003 49 24.5 27.1 12.1 31 26.2 27.9 11.7 18 23.3 25.9 13.1
2004 60 18.2 20.0 9.9 37 23.1 24.5 8.0 23 13.3 12.7 8.2
2005 46 17.3 17.2 6.1 26 20.1 20.7 4.4 20 13.4 12.6 5.0
2006 69 16.8 16.5 6.7 41 17.5 18.2 5.9 28 14.6 13.9 7.1
2007 33 10.2 10.8 4.6 11 11.9 12.6 5.4 22 9.8 9.8 4.0
2008 6 1.5 2.6 2.0 3 4.2 3.8 2.4 3 1.4 1.4 0.2

482 19.0 23.6 18.2 320 21.6 28.0 19.4 162 13.1 14.9 11.6  
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 43  

N SD N SD N SD

1996 27 59.6 69.0 25.4 25 59.6 69.8 25.8 2 58.4 58.4 23.9
1997 19 39.5 46.6 20.8 19 39.5 46.6 20.8 0 - - -
1998 14 27.6 33.6 19.8 12 25.5 34.0 21.5 2 31.0 31.0 0.2
1999 39 20.6 22.2 11.7 25 22.7 26.3 11.8 14 14.3 14.8 6.8
2000 31 15.1 19.3 15.3 21 16.5 22.6 17.6 10 12.0 12.5 3.9
2001 37 16.9 19.0 12.5 28 19.2 22.4 12.4 9 6.3 8.6 4.5
2002 39 22.5 28.1 16.0 31 23.0 27.9 14.4 8 19.1 29.0 22.4
2003 41 25.3 27.3 12.2 28 29.8 29.7 12.2 13 24.0 22.1 10.8
2004 45 21.7 22.3 11.0 32 26.6 26.5 8.5 13 7.2 11.9 9.8
2005 31 18.8 18.5 7.2 15 22.4 23.8 4.2 16 14.8 13.5 5.6
2006 47 17.9 17.9 6.8 28 18.5 19.6 6.3 19 17.6 15.5 6.9
2007 22 11.8 11.6 4.2 6 12.5 12.6 5.5 16 11.3 11.2 3.8
2008 3 2.1 2.4 0.7 0 - - - 3 2.1 2.4 0.7

395 20.9 26.0 19.3 270 24.6 30.8 20.3 125 14.0 15.7 11.7

1996 29 60.5 69.1 24.6 27 60.5 69.8 25.0 2 59.4 59.4 23.4
1997 22 39.6 46.0 20.2 22 39.6 46.0 20.2 0 - - -
1998 15 27.7 32.9 19.6 13 26.1 33.4 21.1 2 29.6 29.6 1.9
1999 42 19.2 21.7 11.8 27 22.8 25.9 12.1 15 12.4 14.1 6.4
2000 36 15.8 20.3 16.1 24 16.7 24.1 18.3 12 12.7 12.6 4.9
2001 38 18.1 20.4 12.6 28 20.1 23.3 12.2 10 9.1 12.3 10.4
2002 40 23.5 29.3 15.8 31 23.7 28.9 14.4 9 21.9 30.4 21.0
2003 49 26.2 28.9 12.2 31 28.5 29.8 11.9 18 25.3 27.4 13.0
2004 60 19.9 21.8 10.3 37 25.1 26.5 8.3 23 14.6 14.2 8.5
2005 46 19.5 19.0 6.4 26 21.9 22.4 4.9 20 15.8 14.5 5.3
2006 70 18.6 18.0 6.9 42 19.3 19.7 6.1 28 15.9 15.5 7.4
2007 33 12.6 12.3 4.7 11 13.8 14.0 5.5 22 11.6 11.5 4.1
2008 6 2.9 3.5 2.1 3 5.0 4.4 2.9 3 2.3 2.6 0.7

486 20.6 25.5 18.4 322 23.5 29.9 19.6 164 15.1 16.7 11.7

1996 26 66.8 73.6 24.8 25 64.0 73.5 25.3 1 77.8 77.8 -
1997 17 42.6 44.5 12.6 17 42.6 44.5 12.6 0 - - -
1998 13 29.6 35.4 20.9 12 27.5 35.9 21.8 1 30.1 30.1 -
1999 29 22.6 24.6 13.8 21 25.0 28.9 13.5 8 13.9 13.4 6.1
2000 24 19.3 22.5 14.6 18 19.3 24.4 16.3 6 18.0 16.8 5.3
2001 29 18.8 20.0 11.2 21 21.4 23.5 10.7 8 8.2 10.7 5.8
2002 31 27.8 32.3 15.8 23 27.8 31.6 13.6 8 31.1 34.1 21.8
2003 26 27.9 31.7 11.9 16 34.6 34.1 10.7 10 26.8 27.7 13.3
2004 36 26.3 24.8 11.3 27 30.0 29.7 6.8 9 9.4 9.9 8.8
2005 27 20.8 20.9 8.3 14 26.2 25.8 6.2 13 17.8 15.5 6.9
2006 42 21.6 20.3 7.7 24 22.3 22.6 5.8 18 19.0 17.1 9.0
2007 17 14.6 14.2 5.1 6 15.4 15.1 5.2 11 14.5 13.6 5.3
2008 3 3.1 3.1 0.3 0 - - - 3 3.1 3.1 0.3

320 23.8 29.2 20.1 224 27.5 34.1 20.6 96 16.2 17.8 13.5  
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 44  

N SD N SD N SD

1996 27 6.7 12.3 22.7 25 6.9 13.0 23.5 2 2.7 2.7 1.2
1997 20 5.2 5.2 1.4 20 5.2 5.2 1.4 0 - - -
1998 14 2.6 8.3 19.4 12 2.6 8.4 20.9 2 7.3 7.3 7.9
1999 36 2.0 3.6 5.2 24 2.2 4.3 5.8 12 1.4 2.1 3.7
2000 31 1.9 1.8 0.6 22 1.9 1.9 0.6 9 1.6 1.7 0.6
2001 34 2.2 2.3 2.0 25 2.3 2.6 1.6 9 2.0 1.3 2.6
2002 30 2.5 3.3 4.8 26 2.6 3.5 5.1 4 1.6 1.6 0.6
2003 41 2.9 4.8 7.7 25 3.0 5.5 9.6 16 2.7 3.5 2.7
2004 50 2.7 2.3 3.2 34 2.8 2.9 1.5 16 2.0 1.0 5.1
2005 38 2.4 2.7 2.3 22 2.7 3.4 1.6 16 2.0 1.7 2.8
2006 62 2.7 2.7 2.0 39 2.7 3.0 2.0 23 2.3 2.1 1.9
2007 28 2.6 2.7 1.5 10 2.6 2.5 0.8 18 2.6 2.9 1.8
2008 5 -4.0 -2.1 3.7 2 1.9 1.9 0.4 3 -5.0 -4.8 0.7

416 2.6 3.7 8.0 286 2.7 4.5 9.3 130 2.1 2.0 3.2

1996 15 57.1 60.7 25.7 14 51.8 60.0 26.5 1 70.7 70.7 -
1997 13 31.7 38.6 22.9 13 31.7 38.6 22.9 0 - - -
1998 11 17.2 19.6 5.5 10 18.6 20.0 5.6 1 16.2 16.2 -
1999 27 12.4 14.2 12.9 20 13.4 17.8 12.8 7 1.7 3.9 6.2
2000 29 9.0 12.7 13.5 21 10.8 14.8 15.4 8 8.2 7.3 2.5
2001 32 10.7 13.5 13.0 24 11.6 16.2 14.0 8 5.4 5.4 3.3
2002 28 17.8 21.7 14.3 25 18.2 21.3 12.6 3 10.9 25.0 28.7
2003 37 18.4 20.2 11.8 23 19.3 21.1 11.4 14 16.4 18.7 12.6
2004 49 15.3 18.2 8.4 34 20.0 21.1 7.2 15 9.8 11.6 7.5
2005 37 13.0 13.6 5.4 21 15.8 16.6 4.7 16 9.7 9.7 3.5
2006 60 13.2 13.3 5.6 38 14.3 14.3 5.5 22 12.0 11.6 5.4
2007 27 7.0 7.4 4.6 10 8.3 9.6 4.8 17 5.2 6.1 4.1
2008 4 4.4 4.2 1.0 1 2.9 2.9 - 3 4.8 4.6 0.6

369 13.8 17.8 15.6 254 16.2 20.9 16.5 115 9.0 10.9 10.3

1996 16 3.2 4.0 3.0 15 3.5 4.1 3.1 1 2.5 2.5 -
1997 15 3.7 6.7 9.1 15 3.7 6.7 9.1 0 - - -
1998 12 3.1 4.8 6.2 11 3.3 5.2 6.4 1 1.0 1.0 -
1999 33 2.0 3.2 6.0 23 2.0 4.1 5.3 10 1.7 1.1 7.3
2000 30 2.5 4.2 5.2 21 2.9 4.6 6.1 9 2.5 3.0 2.0
2001 35 2.2 2.5 1.8 27 2.5 2.7 1.9 8 1.5 1.7 0.6
2002 36 2.0 3.9 5.9 29 1.9 3.5 5.3 7 2.1 5.4 8.0
2003 40 1.2 1.6 1.3 26 1.3 1.7 1.4 14 1.1 1.6 1.1
2004 54 1.2 1.7 1.8 37 1.1 1.4 0.9 17 1.7 2.3 2.8
2005 44 1.1 1.2 0.6 25 1.1 1.3 0.7 19 1.1 1.2 0.5
2006 63 1.1 1.2 0.7 39 1.1 1.2 0.8 24 1.1 1.2 0.6
2007 30 1.0 1.6 2.2 11 1.0 1.2 0.7 19 1.1 1.8 2.7
2008 5 1.3 1.4 0.4 2 1.1 1.1 0.2 3 1.3 1.6 0.4

413 1.4 2.5 3.9 281 1.6 2.7 4.2 132 1.3 1.9 3.2  
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 44  

N SD N SD N SD

1996 27 0.8 1.2 1.2 25 0.8 1.3 1.2 2 0.4 0.4 0.3
1997 19 0.9 1.5 1.3 19 0.9 1.5 1.3 0 - - -
1998 14 1.3 1.8 1.3 12 1.3 1.7 1.2 2 2.5 2.5 2.6
1999 39 1.2 2.5 3.5 25 1.1 1.6 1.2 14 1.4 4.0 5.4
2000 31 0.9 0.9 0.5 21 0.9 1.1 0.5 10 0.5 0.6 0.5
2001 36 0.8 1.1 0.8 28 0.8 1.2 0.9 8 0.7 0.7 0.3
2002 39 1.4 1.3 0.7 31 1.5 1.4 0.7 8 0.9 1.0 0.4
2003 41 1.0 1.1 0.5 28 1.0 1.2 0.5 13 0.9 1.0 0.5
2004 45 1.1 1.4 0.6 32 1.1 1.4 0.5 13 1.6 1.6 0.6
2005 31 1.1 1.5 0.6 15 1.7 1.6 0.6 16 1.0 1.4 0.7
2006 47 1.1 1.4 0.6 28 1.1 1.4 0.6 19 1.1 1.3 0.6
2007 22 1.1 1.3 0.5 6 1.3 1.4 0.5 16 1.1 1.2 0.5
2008 3 0.7 1.0 0.5 0 - - - 3 0.7 1.0 0.5

394 1.1 1.4 1.4 270 1.1 1.4 0.9 124 1.1 1.5 2.1

1996 27 0.6 0.4 1.2 25 0.6 0.3 1.3 2 1.0 1.0 0.5
1997 19 0.6 0.3 1.2 19 0.6 0.3 1.2 0 - - -
1998 14 0.1 -0.2 1.3 12 0.4 0.0 1.2 2 -1.4 -1.4 2.1
1999 39 0.2 -0.2 1.4 25 0.6 0.1 1.1 14 -0.1 -0.7 1.7
2000 31 0.8 0.8 0.7 21 0.8 0.7 0.4 10 0.7 1.1 1.1
2001 37 0.8 0.9 0.5 28 0.8 0.9 0.6 9 0.8 0.7 0.4
2002 39 0.9 1.0 0.3 31 0.9 1.0 0.3 8 0.9 0.9 0.3
2003 41 0.9 0.9 0.2 28 0.9 0.9 0.2 13 0.8 0.8 0.2
2004 45 0.9 0.8 0.5 32 0.9 0.9 0.2 13 0.7 0.3 0.8
2005 31 1.0 0.9 0.2 15 1.0 0.9 0.2 16 1.0 0.9 0.3
2006 47 0.8 0.8 0.3 28 0.9 0.8 0.2 19 0.8 0.8 0.4
2007 22 0.5 0.5 0.5 6 0.4 0.4 0.5 16 0.6 0.5 0.5
2008 3 0.2 0.2 0.0 0 - - - 3 0.2 0.2 0.0

395 0.8 0.6 0.8 270 0.8 0.7 0.8 125 0.8 0.5 1.0

1996 26 1.9 2.2 0.8 25 1.9 2.3 0.8 1 1.9 1.9 -
1997 17 1.9 2.1 0.5 17 1.9 2.1 0.5 0 - - -
1998 13 1.8 1.9 0.4 12 1.8 1.9 0.4 1 1.8 1.8 -
1999 29 1.9 3.3 4.7 21 1.9 3.8 5.5 8 1.8 1.9 0.5
2000 24 2.2 2.4 0.7 18 2.2 2.4 0.8 6 1.9 2.4 0.7
2001 29 1.9 2.2 1.6 21 1.9 2.2 1.6 8 1.2 2.0 1.9
2002 31 1.9 2.4 1.2 23 1.9 2.2 1.1 8 1.9 2.7 1.7
2003 26 1.7 2.6 1.9 16 1.8 3.0 2.2 10 1.7 2.0 1.3
2004 36 1.7 1.7 0.7 27 1.7 1.8 0.5 9 0.6 1.2 1.2
2005 27 1.7 2.1 1.0 14 1.9 2.4 0.9 13 1.6 1.6 0.9
2006 42 1.9 2.0 0.8 24 1.9 2.1 0.5 18 1.8 1.8 1.0
2007 17 1.9 1.6 2.3 6 1.9 1.5 3.9 11 1.9 1.7 0.9
2008 3 0.7 0.5 0.4 0 - - - 3 0.7 0.5 0.4

320 1.9 2.2 1.9 224 1.9 2.3 2.1 96 1.7 1.8 1.2  
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 45  

N SD N SD N SD

1996 3 106.1 100.2 13.0 3 106.1 100.2 13.0 0 - - -
1997 11 6.6 14.8 28.4 11 6.6 14.8 28.4 0 - - -
1998 15 4.1 11.3 19.9 13 4.1 10.7 20.9 2 15.1 15.1 16.2
1999 38 2.3 3.6 4.7 24 3.0 4.8 5.7 14 1.5 1.7 0.7
2000 30 2.4 2.7 1.2 20 3.0 3.1 1.3 10 2.0 1.9 0.6
2001 37 3.1 3.5 1.7 28 3.8 4.0 1.5 9 1.5 1.8 0.9
2002 34 4.0 5.7 6.4 27 4.4 6.5 6.9 7 2.3 2.5 0.8
2003 38 3.8 5.0 8.2 27 4.1 6.1 9.5 11 2.6 2.4 1.2
2004 52 4.9 5.1 2.6 37 5.7 6.1 2.2 15 2.8 2.5 1.8
2005 43 7.6 7.2 3.8 26 9.8 9.7 2.4 17 3.4 3.4 1.9
2006 61 8.2 7.3 2.9 40 8.5 8.6 1.9 21 5.0 4.8 3.0
2007 25 5.9 5.9 2.8 8 7.6 7.6 1.6 17 5.3 5.1 2.9
2008 5 0.3 0.8 1.5 2 2.0 2.0 2.1 3 0.1 0.0 0.3

392 4.4 6.5 11.2 266 5.2 8.0 13.2 126 2.6 3.3 3.1

1996 3 0.1 0.1 0.0 3 0.1 0.1 0.0 0 - - -
1997 11 0.4 0.6 0.5 11 0.4 0.6 0.5 0 - - -
1998 15 0.4 0.4 0.2 13 0.4 0.4 0.2 2 0.3 0.3 0.3
1999 38 0.2 0.3 0.4 24 0.3 0.5 0.5 14 0.1 0.1 0.1
2000 30 0.2 0.3 0.3 20 0.2 0.3 0.3 10 0.1 0.1 0.1
2001 37 0.3 0.3 0.4 28 0.3 0.3 0.4 9 0.1 0.3 0.5
2002 34 0.2 1.3 6.0 27 0.1 0.3 0.4 7 0.2 5.2 13.1
2003 38 0.1 0.2 0.2 27 0.1 0.2 0.2 11 0.0 0.1 0.1
2004 49 0.1 0.1 0.1 35 0.1 0.1 0.1 14 0.0 0.0 0.1
2005 43 0.0 0.1 0.1 26 0.0 0.1 0.1 17 0.0 0.1 0.1
2006 61 0.0 0.0 3.5 40 0.0 -0.5 3.8 21 0.0 0.9 2.8
2007 25 0.0 0.1 0.1 8 0.0 0.0 0.0 17 0.0 0.1 0.2
2008 5 0.0 0.0 0.0 2 0.0 0.0 0.0 3 0.0 0.0 0.0

389 0.1 0.3 2.3 264 0.1 0.1 1.5 125 0.0 0.5 3.3

1996 3 4.1 6.0 6.4 3 4.1 6.0 6.4 0 - - -
1997 8 2.3 2.4 0.9 8 2.3 2.4 0.9 0 - - -
1998 14 0.9 1.2 0.8 12 0.9 1.1 0.7 2 2.2 2.2 0.4
1999 31 0.9 1.1 0.8 22 1.1 1.2 0.8 9 0.7 0.8 0.6
2000 25 1.3 1.7 1.9 18 1.5 1.9 2.2 7 1.1 1.2 0.5
2001 34 1.6 1.6 0.6 27 1.7 1.7 0.6 7 1.3 1.2 0.6
2002 30 1.7 3.2 5.5 25 1.8 3.5 6.0 5 1.6 1.6 0.2
2003 38 1.3 2.1 2.6 27 1.3 2.1 2.8 11 1.1 2.0 2.2
2004 47 2.5 3.7 3.3 33 3.0 4.4 3.4 14 1.1 1.9 2.4
2005 42 2.1 2.5 2.1 25 2.7 2.8 1.9 17 1.3 2.1 2.4
2006 60 1.8 2.4 3.4 40 2.0 2.8 4.0 20 1.4 1.5 1.4
2007 23 0.9 1.1 1.0 8 0.8 1.1 0.8 15 0.9 1.1 1.1
2008 2 0.6 0.6 0.3 1 0.9 0.9 - 1 0.4 0.4 -

357 1.6 2.3 2.9 249 1.7 2.6 3.2 108 1.1 1.6 1.7

1996 3 113.3 106.2 17.7 3 113.3 106.2 17.7 0 - - -
1997 8 10.2 21.2 32.8 8 10.2 21.2 32.8 0 - - -
1998 14 5.9 13.4 21.1 12 5.5 12.7 22.3 2 17.6 17.6 16.3
1999 32 3.8 5.4 5.4 23 4.4 6.5 6.1 9 2.7 2.6 1.1
2000 25 3.8 4.7 2.6 18 4.3 5.3 2.9 7 3.1 3.3 1.0
2001 34 4.7 5.2 1.9 27 5.2 5.8 1.6 7 3.0 3.0 1.1
2002 30 6.3 9.7 9.1 25 6.5 9.5 7.5 5 4.2 11.1 16.1
2003 38 6.0 7.2 8.4 27 6.2 8.3 9.6 11 4.3 4.6 2.6
2004 48 8.2 9.0 5.3 34 9.9 11.0 4.7 14 4.1 4.3 3.3
2005 42 10.2 9.8 4.3 25 12.8 12.6 2.4 17 6.2 5.6 2.9
2006 60 9.9 9.6 3.9 40 11.0 10.8 2.8 20 7.1 7.2 4.8
2007 23 7.2 7.1 2.7 8 8.8 8.7 1.9 15 6.8 6.3 2.8
2008 2 2.3 2.3 3.0 1 4.4 4.4 - 1 0.2 0.2 -

359 6.9 9.2 12.4 251 8.3 10.8 14.1 108 4.4 5.6 5.3  
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 46 GCP  

N SD N SD N SD
GCP

1996 22 16.0 33.9 36.6 21 16.0 32.8 37.1 1 58.0 58.0 -
1997 18 7.8 14.6 22.9 18 7.8 14.6 22.9 0 - - -
1998 14 6.8 13.7 21.0 12 6.8 13.6 22.2 2 14.3 14.3 17.1
1999 37 3.7 5.5 6.3 24 4.2 6.5 7.3 13 2.6 3.7 3.4
2000 29 3.4 4.8 7.6 19 3.6 5.8 9.4 10 2.8 3.1 0.8
2001 34 3.4 3.6 1.1 27 3.7 3.9 1.0 7 2.8 2.5 0.7
2002 32 6.2 7.7 7.3 26 6.2 8.4 7.9 6 5.4 5.1 1.8
2003 35 7.1 8.7 8.7 26 7.4 10.0 9.5 9 6.7 5.0 4.1
2004 46 9.7 8.0 10.0 36 10.7 10.6 3.7 10 3.2 -1.3 17.8
2005 38 11.2 10.4 4.4 25 13.2 13.0 2.8 13 5.5 5.5 2.2
2006 53 12.3 11.0 4.0 38 13.3 12.4 3.6 15 7.4 7.5 2.5
2007 21 8.0 8.2 3.1 7 11.2 11.3 1.9 14 7.0 6.6 2.2
2008 2 2.3 2.3 2.7 2 2.3 2.3 2.7 0 - - -

381 6.8 9.8 13.9 281 8.1 11.5 15.0 100 5.3 5.2 8.6
GCP

1996 22 0.1 -0.4 2.6 21 0.1 -0.4 2.6 1 0.4 0.4 -
1997 17 0.3 0.3 0.3 17 0.3 0.3 0.3 0 - - -
1998 14 0.3 0.3 0.1 12 0.3 0.3 0.1 2 0.3 0.3 0.0
1999 37 0.2 0.3 0.6 24 0.3 0.3 0.1 13 0.2 0.5 1.0
2000 29 0.2 0.2 0.2 19 0.3 0.3 0.2 10 0.1 0.1 0.1
2001 34 0.3 0.3 0.2 27 0.3 0.4 0.2 7 0.2 0.2 0.1
2002 32 0.5 1.7 6.2 26 0.5 0.6 1.0 6 0.3 6.1 14.2
2003 34 0.3 0.4 0.2 25 0.4 0.4 0.2 9 0.3 0.3 0.0
2004 45 0.3 0.4 0.4 35 0.4 0.5 0.4 10 0.1 0.1 0.1
2005 38 0.4 0.4 0.2 25 0.5 0.5 0.2 13 0.3 0.3 0.1
2006 53 0.4 0.5 0.3 38 0.4 0.5 0.4 15 0.4 0.4 0.2
2007 21 0.3 0.3 0.2 7 0.3 0.3 0.2 14 0.2 0.3 0.2
2008 2 0.2 0.2 0.1 2 0.2 0.2 0.1 0 - - -

378 0.3 0.4 1.9 278 0.3 0.4 0.8 100 0.3 0.6 3.5
GCP

1996 17 8.0 9.0 5.3 16 7.9 8.5 5.0 1 17.3 17.3 -
1997 17 6.6 9.3 7.2 17 6.6 9.3 7.2 0 - - -
1998 11 9.8 9.0 3.8 10 10.3 9.5 3.5 1 3.4 3.4 -
1999 31 7.8 9.0 6.6 21 9.4 10.8 7.2 10 4.6 5.2 2.3
2000 25 8.1 9.8 9.6 17 9.4 11.0 11.2 8 6.6 7.1 4.3
2001 34 6.2 6.8 4.5 27 7.6 7.7 4.6 7 3.9 3.4 2.2
2002 30 4.2 6.0 5.3 24 4.6 6.9 5.6 6 2.0 2.4 1.5
2003 34 5.4 5.7 4.0 25 5.5 5.8 4.0 9 3.3 5.2 4.3
2004 43 4.0 4.3 1.8 33 4.1 4.5 1.8 10 3.8 3.8 1.7
2005 37 3.0 3.0 1.4 24 2.7 2.8 1.4 13 3.1 3.4 1.2
2006 53 1.4 1.5 0.8 38 1.4 1.5 0.8 15 1.5 1.6 0.5
2007 18 1.4 1.5 0.9 7 1.8 1.5 0.7 11 1.2 1.5 1.1
2008 2 0.7 0.7 0.3 2 0.7 0.7 0.3 0 - - -

352 4.0 5.5 5.4 261 4.7 6.2 5.8 91 3.0 3.7 3.1
GCP

1996 17 26.7 48.7 38.6 16 26.5 47.0 39.2 1 75.7 75.7 -
1997 18 16.5 24.5 23.4 18 16.5 24.5 23.4 0 - - -
1998 11 19.1 25.3 21.9 10 18.8 24.8 23.1 1 30.1 30.1 -
1999 31 12.6 14.0 7.9 21 14.2 16.5 8.2 10 8.3 8.5 2.7
2000 25 12.7 15.0 12.3 17 13.8 17.3 14.2 8 9.4 10.1 4.4
2001 34 9.5 10.8 5.0 27 12.1 11.9 4.8 7 5.6 6.2 2.7
2002 30 11.0 15.6 10.3 24 12.4 16.1 8.9 6 8.3 13.5 15.5
2003 34 13.5 14.5 8.7 25 13.7 16.0 9.5 9 9.8 10.5 4.2
2004 44 14.7 12.8 10.9 34 15.6 15.8 4.0 10 8.3 2.7 18.9
2005 38 14.5 13.9 4.5 24 17.0 16.5 3.2 14 9.4 9.3 2.0
2006 53 13.3 13.0 4.1 38 14.8 14.4 3.7 15 9.2 9.4 2.5
2007 18 10.5 10.1 3.6 7 12.4 13.1 2.4 11 9.0 8.3 3.0
2008 2 3.2 3.2 3.2 2 3.2 3.2 3.2 0 - - -

355 13.3 15.9 15.1 263 14.8 18.1 15.7 92 9.1 9.6 10.7  
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2 PMDA  
PMDA 1 12

PMDA 4 3

PMDA

2004 4

PMDA

 

2007 4 5 1 PMDA

2011 2004 4

12 9 3,12

 47

2004 2007 70% 2008 80%

12 2008 50% 6

 

 

 47 PMDA  

2007 21 13 8 12 6 6
2008 20 13 8 12 6 6
2009 19 12 7 11 6 5
2010 16 11 5 10 6 4
2011 12 9 3 9 6 3  

 16  

 

 48 2008 3 %

12 6

 49 2004 4

PMDA
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 48  

2004 4
/ PMDA PMDA

N %* N %* N %* N %*

2004 - - - - - - 3 2.3 1.8 100% 49 13.5 8.6 65% 27 18.5 11.2 56%
2005 - - 24 16.2 8.6 83% 10 13.9 7.7 90% 60 22.4 12.0 50% 42 24.5 13.4 48%
2006 - - 49 19.2 10.5 59% 37 18.0 10.4 57% 77 21.7 13.7 39% 63 22.6 13.4 38%
2007 - - 73 19.2 10.5 60% 64 19.2 10.1 59% 81 20.1 11.6 54% 75 20.2 11.3 53%
2008 - - 77 18.8 9.0 70% 72 18.9 9.4 65% 79 18.9 9.0 70% 74 18.9 9.4 65%

2004 - - - - - - 0 - - - 27 23.4 12.3 41% 17 22.1 12.6 47%
2005 - - 15 18.1 10.3 73% 3 18.0 8.4 67% 42 22.4 14.2 41% 26 26.0 15.4 38%
2006 - - 29 20.3 12.8 41% 21 19.8 12.5 48% 53 27.4 15.5 23% 43 28.0 15.1 28%
2007 21 13 53 20.7 12.9 47% 44 21.7 13.2 45% 61 22.0 14.5 41% 52 22.6 14.5 38%
2008 20 13 53 22.0 11.3 57% 41 21.9 12.1 49% 54 22.1 11.2 57% 42 22.5 11.9 50%

2004 - - - - - - 3 2.3 1.8 100% 22 4.5 2.8 86% 10 7.9 4.7 60%
2005 - - 9 4.9 2.8 56% 7 11.5 6.9 43% 18 20.4 8.9 28% 16 23.1 9.0 19%
2006 - - 20 13.7 6.4 50% 16 16.4 7.8 44% 24 15.6 7.3 42% 20 17.1 10.0 35%
2007 12 6 20 12.3 4.9 65% 20 14.3 7.4 45% 20 12.3 4.9 65% 23 15.5 7.5 43%
2008 12 6 24 15.4 7.3 33% 31 15.0 7.0 45% 25 15.6 7.4 32% 32 15.3 7.1 44%  

*  12  6 %  
5.1  11  

 

 49  
2004 4
PMDA

/ N N N

2005 - - - 15 18.1 10.3 7.2 3 18.0 8.4 7.1 26 26.0 15.4 10.7
2006 - - - 29 20.3 12.8 6.9 21 19.8 12.5 7.0 43 28.0 15.1 10.0
2007 21 13 8 53 20.7 12.9 7.9 44 21.7 13.2 8.5 52 22.6 14.5 8.8
2008 20 13 8 53 22.0 11.3 7.4 41 21.9 12.1 7.6 42 22.5 11.9 7.8

2005 - - - 9 4.9 2.8 2.2 7 11.5 6.9 3.5 16 23.1 9.0 8.0
2006 - - - 20 13.7 6.4 6.0 16 16.4 7.8 6.1 20 17.1 10.0 6.5
2007 12 6 6 20 12.3 4.9 6.5 20 14.3 7.4 6.0 23 15.5 7.5 7.0
2008 12 6 6 24 15.4 7.3 6.8 31 15.0 7.0 6.0 32 15.3 7.1 6.0  
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