2.Matters concerned (3)

B. Consultation and Review at PMDA
a. PMDA established in 2004 — Right Thing at Right Timing

Reviewers
+236

2000 2001 2002 2003 2004 2005 2006 2007 2008 2009

= HRMA: :

2.Matters concerned (4)
B. Consultation and Review at PMDA (2)

b. PMDA and Industry commitment toward 2011 FY
New targets : Total review time (April, 2007)

Fiscal 2006 * Fiscal 2007 Fiscal 2008 Fiscal 2009 Fiscal 2010 | Fiscal 2011
Total review time (months) 21 21 2021 18 16 12
Ordinary
products | goyemment reviewtime 13 13 1213 12 1 9
(median) | (months)
Applicant review time 8 8 8 7 5 3
{months)
Total review time {months) 13 12 12 11 10 9
Priority
@ review time 6 6 6 6 6 6
{months)
Applicantreview lime 6 6 6 5 4 3
{months)

* For fiscal 2006 the results up 1o January 2007

PRMA
GTKlym 1/ 3 12
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2.Matters concerned (5)
B. Consultation and Review at PMDA (3)

C. Approvals of NDAs (2004~2008)

Fiscal 2004 | Fiscal 2005 Fiscal 2006 Fiscal 2008
Applications Application Application
from fiscal s from fiseal s from fiseal
2004 2004 2004+
No. of Approvals 49 60 24 77 49 79 77
N 8.6mths. | 12.0mths. | 8.6mths. | 13.7mths, | 105mths. | 9 mihs. 9.0 mths.
Priority Authorities [65%} [50%)* 183%} [39%}* {59%]) {10%}* {10%]
+ {Median)
Standards
TotalReview | 13-5mtbs. 224mths. | 16.2mths, | 21.7mths, | 19.2mths, | 18.9mths. | 18.8 mths.
Time Agreement
No. of Approvals 22 18 9 24 20 20 24
Authorities 2.8mths. | 8.9mths. 2.8 mths. 7.3 mths. 6.4 mths. 7.4 mths, 7.3 maths. 6 mths.
(Median) 8.6%) {28%]* 156%} [42%])* 50%} {32%])* {33%)
Priority
Tolal Review 45mths, | 20.4 mths, 4.9 mths. 15.6mths. | 13.7mths. { 15.6mths. | 15.4 mths, 12mths.
Time
No. of Approvals 27 42 15 53 29 54 53
Authoritles 123mths. | 14.2mths. | 103 mths. | 155mths, | 12.8mths. | 11.2mths. | 112 mths. | 13 mths,
(Median) {41%] {41%)* [73%} {23%])* {41%] 57%]* {57%}
Standards
Total Review 23.4mths. | 22.4 mths, § 18.1mths. 274 mths, | 203 mths. | 22,1 mths. § 22.0mths. 21mths.
Time

Note : The percentagein{ ]is the number of reviews completed within 12 months of application for Total” and “Ordinary products™ and
wilthin 8 months for priority review products.
* : The figures include applications filed priar to March 2004, which were excluded from the Midterm Plan target.

.

+ NDAs since Aprif, 2004, n
GTKiym MM\A p

2.Matters concerned (5)
B. Consultation and Review at PMDA (4)

However,

®Neither PMDA or the industry are
satisfied with this,

Because

®The product — candidates reviewed
at PMDA are not the same as
overseas.

GTKlym i M 14
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3. Challenge
The R&D Process :
Long, Complex, and Costly

FIBERE 2 he RAO Frowey Log (hnpex. ad Oatly

£ 800-100CD
Curnpoaedys

PRMA :

3. Challenge (2)

A. MUIti'Regional CTs (PhRMA-Japan companies)

a. Stance on Multi-Regional (National) Clinical Trials among
PhRMA companies (US-subsidiaries) in Japan.

Mar-06
Sep—06
Aor—07 (Sep 28,2007)
pr—0 :
Point-to-
r—— X
Nov—-07 consider
guidance on
Apr-08 global studies
Qct-08
Apr-09
o 2 4 5 8 10 Bumber of & . 18
I Done/Doing/Plan I No Plan] umber or compantes
1) PhRMA JITC/Clinical
GTKiym j 16
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3. Challenge (3)
A. MuIti-RegionaI CTs (PhRMA-Japan companies)(2)
b. Multi- Reglonal (National) Clinical Trials including Japan

Mar—06

Sep-06 (Sep 28, 2007)
Point-to-

Apr-07 Grm—— CONS1d et

- guidance on
Nov—07 global studies
Apr—-08 |
Oct-08
Apr-09

0 10 20 30 40 50 60 70 80

EI Done B Doing & Plan Number of studies

@I{N\‘& PhRMA JJTC/Clinical
I
GTK/ym 17

3. Challenge (4)
A. MUlti-Regional CTs (PhRMA-Japan companies)(3)
c. Scale of Multi-Regional CTs — Completed Trials -

Number of T.Patient | Japanese | Asian Therapeutic | Phase
countries (JIT :%) Area
28 1513 96 (6.3) 124 |N Urology ]
2 608 293 (48) 315 N Urology mn
7 160 15(4.4) - N Oncology (10
17 243 6(2.5) ki E Oncology i
3 480 320 (67) 160 E| Osteoporosis i
33 7500 344(4.6) - E | Osteoporosis [t}
- - - - E | cardiovascular L
10" 400 25(6.3) few E | cardiovascular ]
9 1200 230(19.2) 1006 | E Oncology n
(80.8)
20* 1300 130 0 N CNS 11}
3* 3545 40 3045 |E CNS(Mental Il
{iiness)
*: Up-dated 47 ] N : New Molecular Entity E : Line Extension
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3. Challenge (5)
A. MUlti-Regional CTs (PhRMA-Japan companies) (4)

c. Scale of Multi-Regional CTs — Ongoing Trials 1/4 — 1-11
Number of | Period | T.Patient | Japanes | Asian Therapeuti | Phas
countries | (Months) e (%) ¢ Area e
(JIT :%)
40 84 500 - - E| Oncology in
- 48 15000 - - N cv ]
50 156 8000 140(1.8) | 420(5.3) | E| Oncology i
42 : 60 8200 60(0.7) |135(1.6) |E| Oncology i
15 4Y 600 40 - E| Oncology | I/l
5 36 260 80 180 |E| Oncology | [i/ill
14 54 255 30(11.8) 25 N| Oncology | 1/l
14 48 876 50 60 N| Oncology |
20 36 15000 300 1500 ([N cv i
- 12 400 300 100 |E CNS i
5 6 480 100 420 |E Neuro- i
I AL A psychiathic
aTkym / &P X YVAA™ PhRMA JJTC/Clinical T

3. Challeng_e (6) .
A. Multi-Regional CTs (phrma-Japan companies) (5)

¢. Scale of Multi-Regional CTs — Ongoing Trials 2/4 — 1222
Number of | Period | T.Patient | Japanes | Asian Therapeuti | Phas
countries | (Month e ¢ Area e
s) (JIT :%)
20 36 709 72 150 N| Oncology i
22 24 1500 100 0 N Neuro- |
psychiathic
4 16 500 320() 240 E| Urology m
- Long - - E cv i
4 12 - - - N{ Urology i
- 22 - - - N| Oncology | Il
- 48 1200 - - E}] Oncology | I
- - - - - E| Oncology | i
- - - - - N RA 1/l
- 24 176 - - N| Oncology | I/l
- 60 290 - - N| Oncology | Il
¥ HRWA JJTCIClinical
GTKlym A 20
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3. Challenge (7)
A. Multi-RegionaI CTs (PhRMA-Japan companies) (6)

c. Scale of Multi-Regional CTs — Ongoing Trials 3/4 — 2.
Number | Period | T.Patient| Japanes | Asian Therapeuti | Phase
of (Months e (%) c Area
countries ) (IIT %)
- 24 160 - - N} Oncology T
- 24 540 - - N| Oncology i
- - - - - N| Osteop Il
24 18 1400 140 300 N! Oncology i
4 12 540 270 0 N| Respio |
32 24 1500 150 150 N| Oncology ]}
32 12 600 70 200 N| Oncology 1]
5 30 260 40 0 Ni{ Oncology ]
22 36 19500 - - N cv |
10 36 10000 - - N cv ]
- - 116000 | o o050 irckciinicd N| Osteop. 1
= RN — -
3. Challenge (8)
A. MUIti-Regional CTs (PhRMA-Japan companies) (7)
c. Scale of Multi-Regional CTs — Ongoing Trials 44—, .,
Number of | Period T.Patient | Japanese Asian Therapeutic Phase
countries | (Months) (JIT :%) (%) Area
- - 800 - - N| Respio 1l
2 - 250 - - N Respio fl
18 39 8044 450 ? N} Infection m
2 12 250 50 - N Insomnia b
26 66 660 50 ? E| Oncology ]
4 23 54 407 15?7 N! Oncology I
- 35 740 60 ? N Oncology 1}
2 12 700 350 - N CNS ]
35 60 1000 100 - N| Oncology ]
- 24 400 20 - N cv i
15 24 500 100 - N cv H
25 8(JAN) 1300 50 N uc T
GTKiym { PhRMA JJTC/Clinical 2
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3. Challenge (9)

A. MUlti-Regional CTs (PhRMA-Japan companies) (8)
Conclusion

B Current Situation

(1) The number of Multi National Trials has been
increased
-- Point-to-consider guidance on global studies (Sep 28, 2007) —

(2) Only three(3) cases of approval in Japan that
used global clinical data.

)
BhRMA JJTCIClnical A J,/GRN\A 23

3. Challenge (10)
B. Total Multi-Regional Clinical Trials in Japan

As of Jan. 30th

Dr. S.Toyoshima, PMDA

180



3. Challenge (11)
B. Total Multi-Regional Clinical Trials in Japan (2)

Development Phase of CTs

Phase

2%

Phase II
24%

As of Jan. 30th

Dr. S.Toyoshima, PMDA

== HRMA: :

3. Challenge (10)
C. Regulatory Cooperation in Asia

W April 2007 15t Tripartite Health Ministries Meeting
(China/Korea/Japan)

W April 2008 1st Tripartite Director-Generals Meeting
(China/Korea/Japan)

H April 2008 1st East Asian Regulatory Symposium
(China, Korea, Thailand, Singapore, Japan)

W January 2009 MOU (China SFDA & Japan MHLW)

For Strengthening Regulatory Cooperation in Asia
Dr. S.Toyoshima, PMDA

GTK/ym M 28
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3. Challenge (10)
C. Regulatory Cooperation in Asia (2)

China/Korea/Japan Director-General Meeting on
Pharmaceutical Affairs (April 14, 2008)

Agreements

1. SFDA, KFDA and MHLW agree to promote scientific research
cooperation under the legal background of each country in the Joint
Research Project on Ethnic Factors in Clinical Data with a view to
encouraging global development and sharing clinical data.

2. 3 Authorities initiate Information Exchange Scheme on general
pharmaceutical affairs.

3. Working group (WG) is to be established to promote the Joint
Research Project, the information exchange and other preparation
works. The 15t WG meeting will be held in November 2008 in Japan.

GTKiym E&N\A 27

3. Challenge (11)
C. Regulatory Cooperation in Asia (3)

Dr. Tokin / Dr. Kawai W.Teams in NIHW (Japan)

® PK Study
® Published database study under progress

® Planning clinical trials in healthy volunteers in
China, Korea and Japan / budgeted yen 240m
(2009~)

—Japan WG is going to propose plans to China and
Korea

PRMA:
GTK/ym _ / 28
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4. Doing it
Under collaboration with Worldwide
;authorities and industries

and Medical Devices (Draft)

Overview of the 5-Year Strategy for the Creation of Innovative VPharmaceuticals

To provide our populace with - To boost the Mintstry of Education, Cuture,
. accesstothebest = =~ pharmaceutical/medical device ° ‘mmmm"w’mﬁ“é"‘
‘ ph S O e e . phe b the driving oy
RS - _inthe:world .- force of Japan's growth — e Tt
= M aiming for d t in Japan and Japan's participation in si

global development

ensified collaboration between related -

stries, research institutes and indus
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