dobddbboooooobooobood

ogooaod
0 0o0oooooo0 oooooo

o0 0
0 0o0oooooo0 oooooo

oogogag
uooooooo ooog o

oooooooono
ooogooooooooo
No.25
020050 500

gbobobobobobobobobobobobobobobobobobobobo
gooboboooon

gbooboboooboobobooboobobooboobobbooboooboobon
gbobobobobooboboboboboob

oooogg

OOooooooo

00000000 0Oo0O0oO0ooooo

0103-0023 0DOOODOOOOOOO 34-1 00O0OOOOOO 5F

TEL : 03-5200-2681 FAX : 03-5200-2684

E-mail : asaka-opir@jpma.or.jp0 O O [ kawakami-opir@jpma.or.jpd O O O
URL : http://www.jpma.or.jp/opir/



I PP R PP 1
A O PP P PP TPPR R PPUPPPPPIIN 1
A 1 PPN 1
1300000000000 00 0 O OO wttttiiiiiiiieiiiiereeeereereeseeeeeeeeeereeeeermremr.. 2

22 T R 4
20 T R 4

22 e PR 4
220 PR 6
220 A 7
22 T 7
2.2 L [ L0 ittt 7
22 T PR 8
22 T PP 9
22 PR 9
22 I 9
2.3 Center for Drug Evaluation and Research (CDER) ........cccccooeiiiiiiiiiiieeeeeeeeiciiineen, 9
pZ2 O A 01 = PR 9
pZ T 01| = o TP 12
B2 B 01 =1 o 0 12
2 T 12
2.4.1 Investigational New Drug Applicationd INDO .......cccccceeeeviiiiiiiieeeee e 13
2.4.2 New Drug Application NDAL ........eeeeeeeiiiiiiiiieeree e e e e ceree e e e e e e e e s srree e e e e e e e e ennnes 15
2.4.3 AAVISOrY COMMITEEE ....uuviiiiiei ettt e e e e e e e e s e e e e e e e e anes 16
2.5 [ L [ ettt 17

0 I 19
I T 19
3.20000000000000000000000OD0TD0 ceeiiiinns 19

1 PR 19
1 I 21
R I 0 TR 21
3ACPERODOOOOOOOOOODODO OO OO s 22
1 PP 22
K I 24
3.4300000000000000000ODODOD i 25
D [ [ [ eetttuuuuueettte 26



41 000000000000 i s 28
2 OO PP O PR PUPRR 29
e T PP T RPN 31
T PP 33
5100000000 ODODOD0 w i e 33
Rt I I PP 33
T I OO PR PPPRPTPPPRPR 34
ST I PP P PP PPPR 36
S52 0000000 OOOOODN e e 37
T/ A I OO PP PPPRPPPPRRI 37
S22000 00 T DO LDttt ettt sreee e 38
TR T I PSP O PR PUP R 39
LG I PP OURO 41
6.1 0000000000000 0O0OODODN (e 41
6.2COEROUO0OOOOOOOOOOOOOODN wiiee e 42
LG I I I SO U PP PPU PR 43
LI I OSSP PPU PR 44
LI I I OSSP P PP 45
LG I I PSSP PPUP R 45
7 PP a7
0 S I I 0= OSSO PPPRR a7
711000000000 DD i a7
7120000000000 00000 it 50
72 0000000000000 0O00DO0ODODL t e 70
7.3 CDER LI L0 LI DI L0 ittt et e e e e s e e 81
S I I I SO R PP 86
L I PP P TP PPPRTPUPRN 91



10000

11000000

gogoboooboboooobuoodbboooboouobooobobouoooboobo
ggbboooobooobbuodobobuoooboooobbooobbbooboboo
ggboobdoogoboboobobooobbooobuoodbbuooobbbooobobg
ugbobooobbooobbooobbodbobuooobbooobbbooono

l20000000000bo04d

20040 4000000000000 0DO0O0ODOO0ODODOOODOODODOODOOOO
0000000000000 oDO0oOo0oO00oo0oDoooDooOoOoooDbooon
0000000000000 0oo0oO0ooDmboooDgoooooooDoooon
000000 od0oodooDb0o0oo0ooD0obO0o0ooDooDOooDoooDOooDOooDooon
0000000000000 DO00Do00oo0ooO0ooOo00ooDOoooOooDOooOoOoon
oooooo

00000000000 Food and Drug AdministrationO0 OO O FDAO OO OOO
O0@o0o00o0d0oodooDbO0o0oo0oDo0b00o0ooooDOooDoooDOooOoDboOooon
O0O0publicheathOODODOODOOODODOOOO0ODOOODOOOOODOOOOODOOO
0000000000000 DO000oO0oO0o0ooD0ooOoo0oDOooODoOooDOooOoOOon
000000000000 bO0DO0O00000oDODO0DOooDU0oDOODbDOooDOooDooOO
000000000000 0D00O0D00OFDA ODO0ODOODOOODOO0ODOODOODO
Center for Drug Evaluation and ResearchD O O O CDERO OO0 O0ODOOOMMOOO
000000000000 0DO0D000Do00ODOo0D0bOOo0DOoooDoOoOooDOooon
Dooooog

0000000000000 00oO00oo0oDOO0ooooOOooooooooDoOog
000000000000 0DO00O00DOD0DOO0bO0DOO00oDOoOooooDOoDoOoOon
0000000000000 0DO00o0o0oO0DO0bOo0oOOoDOoOoDOooOooDoOooon
000000000000 00O0DOOoooooo

FDAOOOOOODOOODOODOODOO0O0O0O01997 00 FDAODOOODOODOO
0000000000000 00DO0O0D0192 000000 oDOoOoooOooao
O Prescription Drug User Fee ActO D O OPDUFA) D O DO OOOODOODODOOO
000000000000 00O00000000O0000ODOD0O0OFDA ODOODOODO
O0Mo00o00000o0DoOoO0o0o0moooO0ooooooooDoogooboooon
000000000000 00O000O00DO000D0D0o0oDOooODoOOooDOooOoDOn
000000000000 00O000O00O0DO0O0D0D0o0oDOooOoOo0ooDOooOoOon

_1_



gobbogobbooobbuoobbbodbbooobboboobobobooobbood
ggbboooobooobobiooobbuooUbkkDA OODDODOOO0OLODOOOOLDOO

oobooboooooboobobooobDobooboobbooboDoboooobooOo Yo
COERUODOODODOO0ODOOOODLObLOODbLODLODODbLDOOLOODbODOn

gobbooooboooboboooboooboooobbooobboonobooo

gobboobobooobboobbooubb kFbAO0ODLDOO0ObDDbOoooooDoo

goboboooooggo

1.3 0000b00o0bobobooobon

O0000000odoooodooooO00oooooooDooooooooooood
0000d0oooO0oo0ooodooooOooooooOoooooooooooooon
0000ooOd0ooo0o0oo0oodHPOOOOOOOODOOODDOOOODOOOO
0000o0o0odoooo0ooooooooooo0oogoooooHPOOOOO
O0000o0oodoooooooooo

O0000boooooodoooooooooooooooooooooooogog
00000oo0odooooOoo0ooDooo0oooooooooooooooggo
00000oO0odoooood0oooooooooooooooooooooooog
000000O0od0ooDoOoOooooooooooogooooooooon
O http://www.pmda.go.jp/jyohokokai.htmi]

00000 ooo0o0ooDodoooooooooooooooooooood
00000oO0odoooo0o0oooo0o0ooooogoooooooooooon
oooooood

O0000b000o0bOobOUonnFreedom of InformationActU D00 OO OO
0000000000000 0000CDER O00OO0O0ODOOO0ODOOODOOO
00000oO0odooooodooooooooooogoooooooooooog
00000oo0odooooooooo0ooooooooogoooooogoonoog
00000o0odooooO0o0oooo0ooooooooooooooooooon
oooooo
[0 CDER Freedom of Information Office Electronic Reading Room[]

O http://www.fda.gov/cder/foi/(]
00000o0o0d00oo00oo0o0ooDo00mooooooooooooood
O0000ooodoooooooooo



m JO0O0d

1) Food and Drug Administration] INNOVATION OR STAGNATIONL 20040
O http://www.fda.gov/oc/initiatives/criticalpath/whitepaper.pdfl



2 0000oooooon

2.1 00000000000

2.1.100b0bo0ooood

20040 400000D00ODLO0ODLDODODOOOODOUODOOLDODODODODLO
gogbogbboooobbobbooobboobooobbooobboonbboo
gboboobobmoboooobobobo 3gbooboobobuoobobo
ggbobogobooobbooobmuoobbmooboooboboooobood
ggbbogoobooobobooobbooobuooooobooobbooobog
ggbooobooboooboodobuooobooobbooooobooooboooogd
ggbboogooboogobbooobbooobboobobbooobooobog
ggbooobooobbooobobobbbooobboobobbooobooobog
goood

gogbbooobooobobuoobdooobooobbooobboooboobobag
gboboooboboooobobobboboboobobobboobo s 100
gogoood



BEREEHEHL

HEEEF

HEEEFEH

HEEEFE=M

REHREETHMBEER

g
REMESE. WEE.
FHIVEE - BES

(N

~ )
TEIR#E AE. WIRB=E AR
RZE. £ERERE. KB ERERE
(BEEHD . KRBEE. ﬁ&%ﬂi&%:‘fﬂ:j
-

[ HLRERE. ABMESRE )

(BB HFILLSY)  hiRthiE R AEE,
FEHRRE BRERERE,
\ﬂa‘uﬂ&%ﬁmﬁs FUILX—RE, lﬁ%

~ J
BAEBERER
—REFEED
ERERERLN
S RETE REEAD

O http://www.pmda.go.jp/johokokai/sosiki.htmIO
0000000000000 ooODoHPODODODOODODO

O http://www.pmda.go.jp/pdf/pmdakanbumeibo.pdfd



ggboboooobboogbobuooobbodoobuoooboooboboboooboboon
ggoood

cygUobobOoOoobbOoOobbbOoOonboOoOoon
cygoobhOoOoOobobOoobLbOOoOobbOOn

cyonpoboOoOobbOoOnDObOOO

cygbbouoOonoobooOoboobobOoOonbDbd

cygpobuoonoooboOoOoobobDOOn

ggbboooobooooboooon

ggbboooobogbbooobbuooobooobobooobbaonboo
cygUobobOoOoobbOoOobDbbOoOonoboOoOoOon
cyggbobouoonoOooboOobDbObLOOonDbLOoOd
cygbboOonobObOobDbObUOO0ObDbLOoOo0booooboboOo
gobbooobobobobobobooobooobbuooobobooonon
goboooboboooboobooobood
ggboobogobooobboognbooo

O

e}

e}

0oo

000000002920 0000000 17800120050 40 10000
00000 0017000000000 OODOODO2005040 2700000
O http://www.pmda.go.jp/pdf/jyuten2005.04.27.pdf0]

2.1.2 000000000

oono
gogobdobbooboomoooboob bbb boobnba
ugobdooobboobbooobbooobood

ugoood

ygboboooobooobbooobobuooobbooobbooobboobnobag
Umobombommdobobhbdoomwobooobooobbooooboog
ggoboboobtooobobodooooboboooboboooobboooobbbooobnog
ggbobooobooobboobbbooooboboooobooobboobobooo
gogbobdooobbooobbooobbooobbooobDbbooobbooboboOon
uoboboooboooobood

bbb eyddbboooboooooiicHobooobooooooooooo

_6_



ggbbooooboobobbooobbbogobboobobbooobooobog
gogbboooobogobbooobobood

F—Al
£ ™)
TEHMA
\ / EEEME
Pt
#HE BER E
F—L2 B
AR S
THEMA

2.1.2 00000000000

ooooo
O0000000d0ooos0000ooo0ooooooooooooooood

000oooo00oooo0oooodooooomooooogoooogoog
20040000 500000000000000DO0O0O0ODOOO0O 120000

20040 4000000000000 0O0O0ODO0O0OO0OOOOOOODOO 80%000

0000000000000 000oO000ooo00onD ed00OoOdOoOO 50%

O0000o0oodoooooooooo

O http://www.pmda.go.jp/pdf/joho_pdf/joho-2-1.pdf0]

220000000 bOoonon

2.2.1 00

gogobdodooobooobobbooobbooobbboobbooobbooobo
ggobobooobbooobbooobbooobobooobbooobomboooo
ggbobdooobbuoobbooobbooobooobnboo



/[ EXmERMBRSHE SEREFIR

) fa 4 - 185
LB &£ | BEEME F—LEE .
BEN SRS R EEMERE nE

HEENODTILELT—av-EE

BEEEMBEI EEEME L HEEMR

TEMERORE - BEROAR
ITEMERELD

EEICFDHBLHY

S
EEEES [ #msma | s=@zcecmmLisr—sn)oss
L TBHEAD R
= = = EAEEERLNE (FELEEER)
i E R EPR | smemx | JASEET )
BESFIGHET | zzsma | . | smzez
ARBEESC3IEHERM

Y,
ELER \ /
(BEHRBENE)
B

E=-RRME
TE

EEFHEE

2.2.2 0000000

gododoodoooboooobooooooobooobooooooooood
oot ooooboooooboooboooooboooood
oot oooboooooooobooooooooood
ogoooad
gododoodooboboooobooooboooobooobouooooooao
O http://www.pmda.go.jp/shinsaanzen.htmlIC



2.2.3 00000

gobbooobooobobuoobbbooooobooobbooobooobobg
ggbogbboboooobooobbooobooobbooooboobooobog
ggbbooooboobboboooouooobboobobbooobooobog
gogbbooooooobobooobbooobd

2.2.4 0000000

gobboooobooobobuoogobbooobbooobboooboooboon
ggbboooobooobobooobbooobbbooobbooobooobog
gogbobooooood

ggbbooooobooobbbooobboooboooobooobbad

2.2.5 0000000000

ggbobddoboobbdooddoobooobbooobbboboobboobnba
ggbbdoogobboobbooobbooobboobbuooobzoibgooog
gbooboobodobbobooobboooobboooobobobuobooboboo
ggbobdoogoboboobbooobbboobbooobbooobooobnobg
ugbobooobooobooooon

2.3 Center for Drug Evaluation and Research (CDER)
2.3.1 COERO OO OO

FDA 0OJ00O0OQOO00ODOOOO0ODOOOOOO CDER O Center for Biologics
Evaluation and Research(CBER) U O D 0O OO OO0 COEROOODOOODODOOO
0000000000000 CBEROOOODOOOODOOOO20030 1000000
00000o0d0oooO0@ooooooooDmogoooooooooogon
COEROOTOOODOOOOODOOOO
O http://www.fda.gov/cber/transfer/transfer.htm(]

O0000OCDERODDOODOOOOOOOODODOO



oo

200000000 COERODO CBERODOOODOO 2735000000000000
0 Y00 0 0 O 030 Medical Reviewerdd 336 0 00 O O O O OO0 Chemistry Reviewers[

0 32300000000 Statistical ReviewersO 0 980 0000000 OOOOOO
Oooooon

Reviewers in the FDA
N=2,735
Statistical Data for CDER/CBER,11/2000
Reviewes (98) FDA Office of Budget

. Computer
Ad L
min Specialist

—

Chemistry
Reviewers

Consumer Safety
Officer (339)

Project —
Manager /
Pharmacis:

47

Medical Reviewers

(336)

General Health Ph |
Science (185) armaco ogy} Pharmacology/Toxicology

Physology Reviewers (~204)
Toxicology

COERODODU0O0ODODOODODODO2004000 CODEROODO 223700000
00 20

O http://www.fda.gov/cder/cderorg/cder.pdfl]
O00D000O000o0oOoO0oOO0oo0ooD0ooooDoooDoooooDooo

O http://www.fda.gov/cder/directories/keyoffic.pdf]

_10_



CDER U O[O

Office of
Clinical
—1 Ph | d
Bf"ma“ o8y an Office of Office of
iopharmaceutics ,
Generic New Drug
Drugs Chemistry
Office of T T
Medical Policy , : '
[ Office °‘;, | Office of Office of
a;m:aceu ica Biotechnology Testing and
clence Products Research
|| Office of Ofﬁ.ce of Office of
Regulatory Training and Compliance
Policy Communications P
Office of the
Center Director
Office of Office 9f Office 9f
Management Information Information
& Management Technology
Office of [ |
||| Pharmacoepidemiology
~and Office of Office of
Statistical Science Drug Safety Biostatistics
Office of
Counter Terrorism
and Pediatric
Drug Dev . Office of Office of Office of
|| Office of Drug Drug Drug
New Drugs Evaluation 1 Evaluation I Evaluation IO
I I |
| | |
Office of Office of Office of
. Drug Drug Drug
— fome of Evaluation IV Evaluation V Evaluation VI
Executive Programs

O http://www.fda.gov/cder/cderorg/cder.pdfll

_‘I‘I_



2.3.2 COERUUOODODO

COEROD0ODOU00DODOOUODODODODODODODOOODO
0 CDER Report to the Nation[d
O http://www.fda.gov/cder/reports/rtn/2003/rtn2003.htm0

0oo
O00000000000PDUFA)DO0DOOODOOOODOOOOODODOODOO

0000000000000 00000000D0000000ONDADODOODOOD

FDAOOODOOODOOODODOOODODO00OO000O00O000D0me20000nooon

5000000000000000000000D00D00D0D0ODO0ODO0O0O0ODO 01997

O05000000000000PDUFADORO2O000000O0ODOODOONOI2003

OO000200700000000500000000000000PDUFAO M

0 Food and Drug Administration Modernization Actd

O http://www.fda.gov/cber/pdufa.htm

2.3.3CoERUDODOODOO

19980000 20020 000000000 PDUFAD D ODOOODOOODO O2002 0O
0000000000000 0D00000O000O00D00DOO 9o ooooooo 6
0000000000000 DO000O00O0DOD000O0DO0DOonD wvwoooooo
00 100000000000000D000D00020030000 200700000000
O PDUFAOODOODODOODOOODOODODOODOOODOODOO
O http://www.fda.gov/oc/pdufa3/2003plan/default.htmO

24 000000000000

O0d0OOooOOooOooooooOooooooboooobOoboooooooooooo
OO0bO00ooOOoooooogono
O http://www.fda.gov/cder/about/smallbiz/definitions.htm

_12_



PRE-CLINICAL CLINICAL NDA

RESEARCH STUDIES REVIEW
e s A qEssssss== Te=====" 1==== ===
1 1 1 1
1 1 1 1
1 1 1 1
1 1 ) )
e R
1 1 1
1 1 1 )
! ! ! :
: ' : :
I SYNTHESIS e | i
i AND PURIFICATION i |
1 1 1
: : \\
: <> > <>
i
1 1
1 1 1 )
: ! : :
i >
i
i i 1 | b1
1 1 1 1
! ; : : ™
; ANIMAL e i
! TESTING !
i i ! i L
: ; ,\\
i p
i : I//
: : [\
: >
i INSITUTIONAL P i L]
: REVIEW BOARDS ! ! ! A A
[ ] iNbusTRY TIME A A A
IND SUBMITTED NDA SUBNITTED  REVIEW
[[] FPATIME DECISION
<> SPONSOR/FDA MEETINGS ENCOURAGED
EARLY ACCESS: SPONSOR ANSWERS
A ADVISORY COMMITTEES e SUBPART E ANY QUESTIONS
FROM REVIEW

O http://www.fda.gov/cder/handbook/develop.htm[

2.4.1 Investigational New Drug Application INDO

ggbobdooobobooobbuooobbooobuooobboobDbboobob o
ggoobdoogoboobooboboodubbooobboobobbooobooobnobg
O0O00o0oO0ooDOo0o0O0OO0O0O0o0OO00On Investigational New DrugD 00000
UbobooobboobboobboobbbooobbuooubUudbLND
ugboboorDAOOUODODOOO0OODOOOO0DOOOO0bLOO0ObLDbLOOUOUOUUFDADT

_13_



gobboooboboobobbooobbuooobuoubbuoobobobOod INDDOD

gooboboogn

Applicant (Drug Sponsor)

A

IND
i i Review by CDER i i
Medical Chemistry Pharmacology/Toxicology Statistical
Safety Review < Sponsor Submits
¢ New Data
A
Safety finical
Acceptable for I((j: inical
Study to Hold Decision Ves
Proceed?
Notify Sponsor

Complete Reviews

Reviews

No

Sponsor Notified

Complete and
Acceptable?

v

Of Deficiencies

l

No Deficiencies

v

Study Ongoing*

*While sponsor answers any deficiencies

O http://www.fda.gov/cder/handbook/ind.htm[C

_14_




2.4_.2 New Drug Application] NDA]

NDAODOOOOODOOoOooooooooboobooboad

Applicant (Drug Sponsor)

No Refuse to File-

Application Letter Issued

Fileable?

Yes i
Review by CDER
Medical Biopharmaceutical
Pharmacology Statistical
Chemistry Microbiology
Advisory | ] Meetings with
Committee < Sponsor
Meeting v
No - =
] Additional Info or Revisions
: Reviews — » Requested or Submitted
Sponsor Revises [ »<_ Complete and (Amendment)

A

Acceptable?

Labeling nspection -
Review of Sites No Pending
Acceptable? Acceptable? Satisfactory
Q) ) Results

y

NDA Action

(1) Labeling in this context means
official instructions for use

(2) Manufacturing sites and sites where
significant clinical trials are performed

O http://iwww.fda.gov/cder/handbook/nda.htm

COERUDODOODOOONDAOUODODOODOOOODODLDOODOODODbDODODO
gogboboooooogood

_15_



O New Drug Application (NDA) Process[]
O http://www.fda.gov/cder/regulatory/applications/NDA.htmO
o J00DOODODDOD O Manual of Policies and Procedures(] MaPPs[

NDAOOOODOOOOODOODOODOO0O0ODOO000O0DO0ODODO0O0 COERODOODO
000000000000 00000000000000000DO0OCDERO O
O00D00oooooooooog

o 00000 DO Guidance documents]

NDA O ODODOO0O0ODOO0ODOODOO0O0OO0ODOOO0O0OO0ODOO0O0ODOOoDOoOoooOog
0000000000000 000DbO00o00oo0DO0o0oooooooDOooon
000000000000 00O00000bOo0o0ooooooooDOooooon
ooood

ocJ0000OD00ODDODODONDA Forms and Electronic Submissions[]

000000000000 0000DO0bO00Do00ooDoooooobooooog

O0000D0D00ooooooogon
O Electronic Regulatory Submissions and Review[]
O http://www.fda.gov/cder/regulatory/ersr/default.htm

2.4.3 Advisory committee

Advisorycommittee 0 000 000000000000 DOOO0ODODOOOOODOOO
FDAODOOOOOOOOOOODODOOO0ODOOOOoOooooooooooooooo
goooooodo* ooooo o oooooogor o Oooboooooooooge
000000000000 Advisorycommittee 000000000000 DOOOOO
000000000oooOo00ooo0o0oooo0oooooooorFDAODO
00000oo0odooooOoooooo0ooooooogooooooooooog
00000oO0od0oooodoooodooooooooooooooogooooo
0 FDA OO 0O OAdvisory committee 1 0000000000000 OOODOOOOO
ooooooogo
0 Guidance for Industry: Disclosure of Materials Provided to Advisory Committees

in Connection with Open Advisory Committee Meetings Convened by the Center

for Drug Evaluation and Research Beginning on January 1, 20000
O http://www.fda.gov/cder/guidance/3431fnl.pdfl]

0 0O I Human Drug Advisory Committeest] [ 0 O O OO O OAdvisory committees
0000oo00o0oooo0Oooodoooo0oooooooooooogoooogoo
oooooood
O http://www.fda.gov/cder/audiences/acspage/[]

_16_



FDA Consumer magazine 0 2004 0O 1-2 00O 0OODOOODODODODO Advisory
Committees: Critical to the FDA's Product Review Process(ll Carol Rados 0 OO 0O [
0000000000000 000O0DOO000 Advisory committeesO OOO0O0O0O0O
OO0ooooood
O http://www.fda.gov/fdac/features/2004/104_adv.htmiO

2.5 000
HEN RN
g uobooboodon 2920 CDERO 2,237 O
gz20050 40 10000 2004000
ggoood gooboogn gooogoo
goboboooood S50%0 00060000 WU UOUO 60O
gooboogn gooogoo
80%U 000 120000 0% OO0 10000

(008 0000000000)

PODUFAD O UOUOODOOOOODOOOOOLOOO0bLbOUOOobLbboobLbooao
ggbbooobooobobboobbuooobboooobbouoobbooboboo
ggoboodoobobuoooobboooobbbooobDbbooobLbbooaon
ggboobdoogobobooboboobobooobboobobbooobooobnobg
uono

_17_



m JO0O0d

1) D000, 0000 310 30 570020040
2) 0000O,FDAODODO OOODOO 2004

_18_



J3obooooooooooboon
3.1 00000000000

gbobooobobobuooboboboobobobbees tbonooobon
ggbbooooboboobooobbooobooobooooboboooooooboog
ggbbobboboooobooobbooobooobboooobooooboooog
ooooboooboobony obooboooobooony ooDobbooboooooo
gbobooobobobooboboouoobobobbo 20boboooboOoobog
ggboboobobobogbooobooobboobobbobobooobbooobog
gobobooboobogon
20040 40000000ODLOO0ODLDODODOOOODOUODOOLODODODODODO
20040 20 270J00000obO0ob00oobOoboobobobDo@mobobon
o22v70l6e LD UbOObOObObLbOObObOObObDObDOObObObOOn
gboboobobobooboboouooboboboobobo 2000DbObDO
gobbooooooobobooobboooobd
goboboooood
ocbooobboobbbuoonoboooboogoon
ocbbouoooboboobbooobbooobuooobbuooboboon
ognon
gogobobooooo
cbbooobbbooobbooobbooonon
cpobobobuoonoobbobuoobbooobbooobbboboobboon
gbobooobooobobooobobuooooboon
gogbbooobooobbuoobbbbooobooobbooobooobobag
gobbogobooobbooobboooboooobobooobboobboo
ggbooobooobogobooobbooobooobbooooboobuooonbog
gobbooobooobboobbooobbooboboooboobad

3.2000b0boooobobobboobobobon
3.2.1 000000

gogbboobbooobbooobboobboobooobooobooobbad
ggbbooobbooobboobobooobooooboooobboobboo
ggbboooooobobooobboooboobbbooboboooboooayd

_19_



goobobogn
gobboooobooobobooobooobbooobbooobooobon
ggbbooooboobobooobbooobuooobbooobbobooobog
ggbbooobbbooobbooobboobobooobbooobboonobog
ggbboooobooobbooobobooobbooobobobooobooobog
ggbboooobooooboooon
ocyguonoobDoOOd
gbobooobbooobooobbooobbooobboooboboooooo
goboodoboooobbooobbooobbooobboooobobooonon
goood
gobooooboobogboboon
gbobooobbooobooobbooobbooobbbooobooonoo
gooobbogobbooobooobooobbuooobbooooboooon
gbobogobooobooon
ggboooooobodgoo
gbobooobbooobooobboooobbooobooobooonoo
gobobobooogbobooobboouoooobooooonoobobooobooon
gobobooobobooobboooobboobobooobbooobooonoo
gbobogoboogbboooboobooood
gooogoo
goboboodooobobobbdooobbooobooobbooobboon
goboooboboooboooboog
ggboooooo
goboodoboboobbbooobbduoobooonobooobboonoo
gobobooobobooobboogboobooobobbooobbooobooonoo
goood
gobooobboobboon
gbobooobbogbobooobbooobbobooobooobobaonoo
gbobbogobobooobooobbbooobboon
gobooobboobboon
gobboodbobobbooobooobbboobbooouoooboon
gobbogobbogbobobbogobboobbboobbuooobooobn
gobobooobbogboboooobbooobbooobboooboboonoon
gobboodboboooboogbboobooobbooobboooobonoo
gbobooobbooobobogobobuoobobooobboooboo
gogbooooobobodgaoo
gbobooobbogbobooobbooogobboooboooboboonoo

e}

e}

o

o

o

o

o

_20_



gobooobogobbooobooobboobbboobooboboooon
gobobooobboobbooobooobooobbuooobbuoooobooooon
HEN
ocyuonooooOoO
gboboodoobooobbooobbopooobooobbooobooonon
gobooobbooobooooobbbbdoooouobboboboooooon
gbobobooobooooboooboboon
ocyguonoobDoOOd
gobbodgobooobbbooobbboobbooooobooonoboon
obooboooobo20b0b000oboboboboboobooboon

3.2.2 0000000000

ggbobdooobooobbooobboodbbooobboobobboobnba
ggobbooooobooooboboooobbbooobbbooobbbooaoon
ggboboooobooobbuodoobuoooboooobboboobbbooboboo
ggbobbooobooobbuodoobuoooboooobbooobbbooboboo
b 20040 5000000goboogd

ggobooooboosiapobogobobooobbooobbooobboobnobg
ggbobdoogoboboobbbooobbooobboobobbooobooobobg
g

oo boooobooob bbb booobbooboboobooon

3.3 COEROD O OO DOU

“O0(Priority) DDODOO0O0OOO0ODOODOOOOODOODODOODOOO
OO000bDO0oO00O@ OO(standard)” DOODOOODOODOOODOODODOOOOODO
gogbbooggoNDAOODDOOOLOO0bLbOoobobbooobooobog
gobobooooooooboon

ggon
gobboodobobuoogoboboooobooobobuooobbooonboooo
ooooobooboobobOobDooDobo@muoboboboooooboooooboon
obooooobobo@uoboobobooboooooboobobooooooooeGo
obooboobooboboobobooooboobboogwuooboooooooobooo
gogbboooobooobobooobbooobd

_21_



gooo
gbobogoboogboobooooo

000000000000 000000000000D0ONDAOOOO The 45-day
meeting 00 0000000000000 DO0ODOOOOOE0 DDOO0OOODOOO
oOooooog
0O MAPP 6020.3; PRIORITY REVIEW POLICY[O
O http://www.fda.gov/cder/mapp/6020-3.pdfQ]

3.4 CoERODUDO0O0ODODOOOODbODbDODO

3.4.1 0000

OO0ooooooog

FDA 0000000000000 0OOO0ODO0O0ODOOO0OOO0ODOO0O0oOOoDooooDOog
0000000000000 000D0000000000 MAPP45121000000
00
MAPP 4512.11 FORMAL MEETINGS BETWEEN CDER AND CDER'S EXTERNAL
CONSTITUENTSO
O http://www.fda.gov/cder/mapp/4512-1.pdfQ]

o TypeAMeetindlO 00O 00000000000 ODODOODOOODOOODOOOO
00000000000 DOO0O000O0O Special Protocol Assessment 00 0000
000000000000 000D0D00000D00O0OFDA DODOOOODOOO
00 3000000000000D00000D0O0D 3o000DODOoOooOoOooDOd
000000000000 000 4000000000DO000O00D0OO0

o Type B MeetingO (1) pre-IND meetingsd (2) end of Phase 1 meetings (3) end of
Phase 2 meetings (4) pre-NDA meetings 0 0 000000000 OOOOOO
O0D000000000OFDADOODOODOODOOD eO0OOODOOODOOO
0000000000 e00D000D0O0OD0ODODOO00ODOODODOODOODOOODO
0140000000000000000FDAOODOODOIDOO00O0O0O TypeB
MeetingO ()0 (40 10 0000000O0O0O0ODO0O

o Type C Meetingd Type A TypeBmeetingOD OO0 OO0 O O0OO0OO0OOOOODOO
000000000000 0000O000O00D00D0D0000O0OFDA DODOOO
0000000 7500000000000000D000000O0 75000000
0000000000000 00000b0 140000000000000000

_22_



O00D000ooopooooood
o Independent Consultation for Biotechnology Clinical Trial Protocols
O000000000O0O0ODNAOOOODOODODOOOODOOODOOO
0000000000000 DO0000DO0O0DOO0DO0o0oooooDOooDOood
000000000000 000O0ENdof Phase2meetingd 000000000
000000000000 000000000 FDAODOODOOOOO0OO
20040 8O0 00O0DO0U0ODODOOODOODODODOOD
O http://iwww.fda.gov/cber/gdins/bioclin.pdf]
o Special Protocol Assessment (SPA)
SPAO0O0O0DO0O0DOOODO0ODOODODOODODODOO0ODOODOOODODODODOO
000000000000 0000000O00o0ooO0ooooDoo0ooDooDooon
000000000000 00O0bO0DO00o00bo0o0oooooooooooo
000000000000 0D00 o0noooooooooooDoooon
000000000000 000O0000O000O0DO000ooooo0oDOoOO
000000000000 0000000000O000O0bOo00DO0O0D 4500
000000000000 0D0000 sPAletter 00O OO0ODOO0DOOODOODO
000000000000 0DO0000oooooooobooooDooooooon
0000000000000 0d0oO0oo0ooO00ooDooooooooDOooooon
0000000000000 000000O00O000O0ooO0oDoooOoooOood
000 TypeAMeetingOOOOOGOOOO
000000000000 00000bO0o00o0oo0ooDoooooobooooog
000000000000 0000000bO00DO0bOo00oD0oooDOoooOooon
000000000000 00000O00bO00ooD0oDo0ooooooooDOooon
000000000000 000000000oO00o0bOoooDOoooOoogo
000000000000 0oDooooooo
000000000000 0DO0000O00000obO0o0ooDobooooooonog
O0D0D0000O0D0O0O00OFDA ODOODOODOODOOODOODOODOOODOOO
000000000000 000000DO00oOooo
O Formal Dispute Resolution: Appeals above the Division Level(
O http://www.fda.gov/cder/guidance/2740fnl.htm[
SPAODOOODOODO 20020 50000000000
O http://www.fda.gov/cder/guidance/3764fnl.htm[

_23_



3.42 000000000 00d

199700 FDAOUODOOODOODODOODODODOOODOFDADOODOODOODOO
0000000000000 00000000000000D0000D0O 00D Fast track
O0O0OPDUFAOODOOOODOODOOODODODODOOODODOODOOODOODOODO
OO00oO00ooooooooo
0 FDA Modernization Act of 1997 CDER-Related Documents(]

O http://www.fda.gov/cder/fdama/default.htmO

O Fast Track

199700 FDAODOOODOOODOODOOODO0ODODODODODODOODODOoDOoOOoDOOg
000000000000 DO00ooO0oooO0oDoooDOoooD0ooDoOooDooDOoooOoon
O00D00000000O0FastTrackDOOOOOO INDODODOOODOODOOODO
O000000000000FastTrack 0O O0O0DO0O0O0O0OOOOFDAODOOODO
000000000000 0000000000000ONDAODOODOODOOO
0000000000000 0O00o00oo0mobooooDoooDooDmooooon
000000000000 0000000000000O0FastTrackDOOOOO0O
0000000000000 DO00Do00o0bOoO0bOoO0oDO0DOooDOoDOoDooon
OO0oDO0ooooooo
O Guidance for Industry “Fast Track Drug Development Programs — Designation,

Development, and Application Review”
O http://www.fda.gov/cber/gdins/fsttrk.pdfd

O00FastTrack 000000000 DOO0ODOOODOODOOODOODOODO
[0 CDER FAST TRACK DESIGNATED PRODUCTS APPROVED SINCE 1998
O http://www.fda.gov/cder/rdmt/internetftap.htm(

O Accelerated Drug Development Program Subpart EO D
0000000000000 0DO00O0DoD0DO0ooooDOooooooooDoOog
0000000000 0o00ooooDoOobOoooOly oooooooooooDoooo
000000000000 000000000000D000 FDAO OO OO Pre-IND
meetings End of Phased meetingsD 000000000000 DOOOO2) OO0OO
0000000000000 0D0D0O3) 000000000000 D0O0n0 FDA O
“ modified medical risk-benefitanalysis” DO 0000 O04)000000-00000
000000000000 bO00oD0ooO0oDo0oDOoooDOooDoooOOoooOoDg 4
O000OOSubpart ED 00 ODOO0OO0O0ODOOOOOODOOOY000O0O00OOOO
000000000000 0DO00O00o0DO0DO00OO0oDOOo0ooDOoooDOoDoOooon
0000000000000 00D0O0DO0o0ooDOoooDOooDoooon

_24_



SubpartED D00 OOO0OOODOOOOODOOODOOODOODOOODOODOOO
O Biological Products Approved under Subpart EOJ
O http://www.fda.gov/cder/rdmt/BIOAPPR.htm[

O Accelerated Drug Approval Program Subpart HO D
0000000000000 0DO0DOoO0O0o0ooDO0oDoDO0ooDOobOboooDOoDOoOog

000000000000 0oDooO00ooO0oDo0oDoooDOooDoooOoDooOoOoon

O00000000000o0o000oooOoOo"oo0o0oo0ooooooooooo

000000000000 0DoD000O0oo00oOoo0oDobOoO0bOoOooDoooDOooon

000000000000 bO0DO0O00000oDO0DOooDU0OoDOObDOooDOooDooDn

000000000 0DO00DO0000oDO0ooO0ooOODOoooDOooDo
SubpartHOOOOODOODOODOUOMmMOOODODODDOODODOODODODODOODOOOO

0000000000000 O0O0ooOooDooood
SubpartHOOODOOOOODOOODOODODODODODOODOOOO

O NDAs Approved under Subpart HO

O http://www.fda.gov/cder/rdmt/accapp.htmO

O000000000O0O0O00Osurrogate endpointtD OO0 O0O00O0OO0OOOOO0O
0o0o0oodboobooobooobooobbooobbooooboooboon
000000 bogoboooo

.43 0000000b0buobooobobonog

ggobooobooobbooobboobooobbooobboobnbag
ugbobooobobooobbooob 200000

U Treatment IND
000000000000 0oooD0oodooooDoooooooooood
000000O00oo00ooo0oooo0ooooooooooooooooog
0000000000000 00000 TreatmentINDOOOOOOOODOOOOO
O000000oo0doooooooooooooooooooooogg
O00000ooDOo000oooOooooooooooooooooooooooogg
000000O00d0oooO00ooooOo FDAODOOO0ODOOOOODOOOO0
O0000000o00ooDooOoooooooooooooon
O http://www.fda.gov/cder/handbook/treatind.htm[]

_25_



O Parallel track

AIDSO0O0O0O HIiVvOOOOODOOODOOOOoOoDOoooooooooooooo
000000000000 0000DO0oO AIDSOO00DO0O0OOOoDOoOooog
O http://www.fda.gov/cder/handbook/parallel.htmO

3.5000
00 0d
oooooo 0000000000000 oOooooooooooood
0000000000000 OoOoooooooooooog
oooooo Oo0o0o00oooooooo
oooog
oooo goooad O Formal Meeting
oooooooood O Special Protocol Assessment
oooDoooboo O Fast Track
O Subpart H
00 Subpart E
ggoooooooo U Treatment IND
obopoooboog O Parallel track

ggoboooobooooobo* bboodoobor booobooobbooboobag
ggoooooobodoboobbooobbuooobobbooobbbooobooobnobg
ggboobdoogobooboobobodoobboobobbooobbboobboobonobg
ggboobdoogobooboobbooobboobboobobbooobooobnobg
ggboobdoogoboobooobbboooobboobobbooobbboobboobobob g
ggbobooobooobboobbboobbbooobboouobbooboboo
ggbobooobboobbooobbooobuooobboooo

ggbobooobooobbbooobobboobobuooobbooobboonb o
ggboobdoogobobooobbboooobboobobbooobbboobbooobog
ggboobdoogobobobooboodbbooobboobobooonbooooobnobg
ggboobdoogobooboobbooobbooobooobboobbooobobg
ggboobdoooboboobboodubboobobbooobbboobbooonbg
ugboboooboooboog

_26_



m JO0O0d

1) Mark Mathieu, New Drug Approval In The United States, PAREXEL 2002

_27_



4 0god
4.1 000000000004

FDA D0OdOgoooboodooooobbooobooobbooobooobobad
ggbboooobooboboobooobobobboobobobooobooobog
goobobbooobboobobobooboboooobboooboooonoobooo
gobbooobooobboobbbooooboooobboooobboobobooo
ggbboooobbogobbooobbooobboobobobooobooobog
gjoobogobboooboogbobbonobobooobboooobooboon
ggbbogoobooobobooobbooboobbooobobooooboobod
gobbooobbooobbooobooooboooobobooobboobobooo
gobbogobooobboobbooobboooo

oicHODODOOOO

000000 IcHOOOOOODOOOOoDOOoooDoooooooooooooog
0000000000000 0oDoooooDmo0oooboooooDoooOoo oo
000000000000 0DO0DoDoOs000b00000bO0o0ooDOoooOoDOoOn
000000000000 HPODODUODODDODOOUODODODODOODO
O http://www.nihs.go.jp/dig/ich/ichindex.htmI

ggboboooooboonoo

gobbooobbooobboogobbooobooobbooobooobobag
gboboooobo icHoooobooboooboobobooooboboooooboobog
gobbogobbooobbuooobbooboboooboooboboobobood

gogbbooobobuoobbooobbboobbooobboooboooobog
ggbboooooboobobooobbooobooobboouobbooobog
gobboooobooooboooon

gobboooobooobbuooobbooobboooobobouoonobooonoon
gobbogoboobbobbooobboobbobuooobuoooboonbobooo
boboobobobuoboboboooobobuoobOobo 1980-1988 OO
gogoood

_28_



oooooo
O O O AdvertisingO O O /0O O O Clinical/Medical OO O O /O O O O Clinical
PharmacologyJ ICHO O OO OOOO0OO0OO0OODOOO0OOOO0ODOODOOOOOODOOOO
0000000000000 DO0o00ooO0oO0oo0ooOooOoO0oDDOooOoOoDOooOoOon
0d
0 Guidance Documents[
O http://www.fda.gov/cder/guidance/[]
0 O O O http://www.fda.gov/cder/guidance/guidlist.pdf
000000000bO000o0o0ooU0oO0DOobOOoooDOooDOoooooOooog
OO00oO00oooooooooo
0 Guidance Agendal]
O http://iwww.fda.gov/cder/guidance/guidance-agenda.htm(

4.2 000000

ogbbooobbooobbuoobobbodbbuodmmooz2u 10 280000 bd
ggboobdoogobobouboodobbooobboobobooobboobboooog
ugbobooobooobboobbboobboobobooobboobboon

ugbobdooobooboobbbooobbooobuoooobbooobbod

000000000000 Review diagrams(]
00000ooo0dooooOoOooooooooooogo
oJ0D0O0OODOUDDODOODOODOODOODOO
oJ0D00OO0OU0DDODOODOUODOODUOODDODOODOODOODOODOO
oJ0D00O0DOU0DDOOODUOUODOODUODODOODOODOODOODDODODOODOODO

0
oJ0D00OO0OU0DDODOODUOODOODUUODDOOODUOODOODOODOOOOO
00000oo0odoooooooooooooogoooogooogoooogg

0000o0oO0odoooOoooo0ooooOoooooooooooooooooon

O0000000000OCDEROD COEROOOOOODOOOOODOOOOOODOOOOO

0000000000000 0 weh OOOOOODOOOODOOOOODOOOO

0000oo0odoooooooooooooood

_29_



O0O0OCDERO 400000000D00OODOOSO0OOODOOOOODODOODOO
OO0oOoooooog
Division of Anti-Infective Drug Products (Nasim Moleding)
Division of Antiviral Drug Products (Stanka K ukich)
Division of Neuropharmacological Drug Products (Greg Dubitsky)

o

o

o

o

Division of Oncology Drug Products (Susan Honig)
o Division of Oncology Drug Products (Grant Williams)
O http://mwww.fda.gov/cder/reviewer/[]

00000000 Good Review Practicel] GRPO

GRP 00DOOO0ODODOODOOODOODOUODOODODOODODDODODOODO
0000000000000 0000Do0DOoO0bOoO0DO00oDODODoooDOoDOoOoon
000000000000 0DoOooo

O Reviewer Guidance Conducting a Clinical Safety Review of a New Product
Application and Preparing a Report on the Reviewld 0 DRAFT GUIDANCE O 1996
011000000020050200000000000000
O http://www.fda.gov/cder/guidance/3580fnl.pdf

0 O O Guidance for Reviewers Pharmacology/Toxicology Review Format O 2001
050000000000
O http://www.fda.gov/cder/guidance/4120fnl.pdfd

GRPUDUOOOOOO40 0000000 oboboooobobonobo
ooboooooboooyswooooooooooboooobooobooooboooo
ggbbooobobogboboboobbuoobboooboooobooonoobooo
goboboooood

cygdpoboOoobobObbOOoOoobOooobbOoobbboouoUbboobooboDo

gobboodobboouooboboooboooboboobooboooboboo
gooo
cygbobuoOonoOoboobbOooobbOooobOooobboobboobboOad
gbobogobbooobooobbooobboooboad
cygbbuoOonooOoOobbbOoObbOoooboooooboobDoboboboobad
gobooobobooobooobboooboo
cygdbobbUooOoUoboobobooobbboooooobobooooboboboooooon
gobogobboooboo

_30_



0 Good Review Management Principles and Practices (GRMPs) for PDUFA Products
GRMPs OO OODOOODOODO 20050 40000000000000000CDER

OO0 CBER 000JOO0OODDODO NDA 0OOO0O0OOOBLAD Biologics license

application0 0 0 000000000 DOODDOOOOOODODODDOOOOOOODODOO

CDERO CBEROUOODODODOODODOOUODOODOODOOODODOOODOOODOO

00000000 0oO00o0o0o0ooO0bOo0bO0o0oDO0obOoOooDOoooOooDoOon

0000000000000 000O00O0O00Advisory Committee Meetingd O 0O OO

000000000000 00O0DOoooooon

O Guidance for Review Staff and Industry(]

O http://www.fda.gov/cber/gdins/reviewpdufa.pdfl]

000000000 0OD0O0OMaPPs Manual of Policies and Procedures(]
MaPPs0 COEROO0OO0O00DO0ODOODOOODOOODODOODODOODOOODOODOO

0000000000000 DO00000O0D0D000O0DO0OD0OD0OCDER OOODO

O00oO00oooooooogo

O http://www.fda.gov/cder/mapp.htm0O
O0O0OCBERODUOUODOUODODODUODOOOOOOODOOODODO

O Manual of Regulatory Standard Operating Procedures and Policies] SOPPs[

O http://www.fda.gov/cber/regsopp/regsopp.htm

4.3 000

gogbobodbobooobbuooobboobobuooubLboo FDbADDOOOOD
ggbobdoogobbdodobbooobboobbooobbooobbbobnb GrRPUO
FDA OOUOOOooobooobbooobbooobboobobbooobooobobog
ggobooooboboooobbuoooobbbooobbbooobbbooaon
ggbobooobobooobbooobbooobd

_31_



m JO0O0d

1) Nancy D. Smith, Good Review Practices at the FDA, Drug Information
Association Workshop 2004 0 2 0O

_32_



sguooobooga
5.1 000000000040d

5.1.100b0boaoo

oooooo
0000000000000 0000Do0bO0o0ooDoooDooDoooOooooong
0000000000000 O0odHPODODODODOODOOODOODODO
o00DODOODOUODODOUODOUODODOODODODOOODODODOODODOO
000000000000 00o00oooooooooo
od00D0O0ODOUODODODOUODODUDOODODODODUODUODOODOODOODODOO
0000000000000 03000000b00o0oooDooooooog
O http://www.info.pmda.go.jp/shinyaku/shinyaku_index.htmlIO
000000000000 0oD0doooooooooooooooDoooon
O http://www.pmda.go.jp/kenkyuu/syounin.htmi

goboboooooogood

gobboooobooobobboobbooobbooobboooobobooonon
oo 1200bdbgobooboboboobobooooboboboooboobg
ggoboobooooo

oooooo
Drugs@FDA D000 O0OOO0O0ODODOOODODOOOODODOAOOd (Approval letter,
Medical review, Statistical review, Label, 00 0) 0000000 OO0OO0DOOO0O
000000000 0oooooooooon
O http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm0]
1998000 20040 40000000000 0O0ODODODOODOOTCOOOOOO
OO00D000O0ooooooooooog
0 CDER New and Generic Drug ApprovalsO
O http://iwww.fda.gov/cder/approval/index.htm
0000000000000D00D019980 1000000000 ooooooog
OO0 labelOO0D0O0OD0OO0ODOOODODOOOOOOOODOOO
O Customer Drug Information
O http://iwww.fda.gov/cder/consumerinfo/default.htm

_33_



000000000000 0D00D00000(Oncology Tools) OOOOOOOOO
0000000000000 DO0000o0Do0oDO00oOO0obOOo0ooDOoooOooDoOoon
0000000000000 0O000o0o0oo0oOo0oDOoooooDOoOoDd
O http://www.fda.gov/cder/cancer/approved.htm(]

O http://www.fda.gov/cder/cancer/Japan-approved.htm

CBEROUODODOODO1996 0 00000000DO0ODO0O0ODOODODOODOOODO
OProductsD 0000000 DOODOOOOODO
O http://www.fda.gov/cber/products.htm[]

O0OOCBEROO COEROUOODODODOOODOOODOODOOODOODOODODOODOOO
O Approved Products Transferring to CDERO
O http://iwww.fda.gov/cber/transfer/transfprods.htm0

5.1.2 00000000

00000oo0od0oooooooOooooooooooooooogoooogg
O000000O0d0oooooOoooOoz20020000000000000DOO00O0O
O000oooooodHPOOOODOOOO
O http://www.nihs.go.jp/pmdec/youkoso.htm[]
000000000ooDoO0o00ooo0oooDoOoooooog 1le00ooOod
O000000000DoooOOooOosedddn=4000000O0OOO0O
000 17000000000 ODOOOO20050 40 2700
O http://www.pmda.go.jp/pdf/jyuten2005.04.27.pdf]

0 CDER New Drug and Biologic Approval Reports0 0000000000 0OOO
00000oO0od0oooo0o0oooo0ooooooogooooooooooog
ooooooo

o Approval Times (In Months) for Priority and Standard NMEs and NDAs (In

Months)

1993 0000000000000 0O00O0U0O0OOoDODODOOoDOOoDoDd
O approval time, review timel D0 00000000000 O0OOOOOO0OO
O0000D000002004 OO0 O00O0DO0O0ODOOOODOOOODOOOOOOO
60000000021 0000000000000000DOOO00DOOOO0
00000000000 6.000024.70000000approval timed 000 M

_34_



o NDA Accelerated Approvals Report
SubpartHO OO DO OODOOOODOOOODODOODOOS1000000000
SubpartED O 00000 DOODOO0ODOODOOODOOO700O0ODOODOOOOODO
o000
o Fast Track Designation Reports
19980 000Fast Track 0000000 OOOODOOO3800000000O0O
Fast Track 0000000000000 DOODOOOOOOOeO0OOOOOOOO
000002004 0009%4%M00000000
New Molecular Entity (NME) Drug and New Biologic Reports
1998 0000000 0ODO0O0OD0O0ODOO00ODO0DODODODODODOODOO0ODOOOO
0000200400 3100020040 0000CBEROOODOODOODOOODOODO
O000000000000200400 50007
Investigational New Drugs (INDs) Reports
1986 0000 INDODODODMDODOODOODDOODOOOI2004000 12,778
00000000 000oOoooOg200400 1,8370000000000000O
First Action Performance Reports (FY Cohort Closeout Stats)
000000000000 0000D000O00o0o0oooooooooooog
O0D00000opoz0300000000 190000000 820000000
O0000000e6e0001I00000D000DO0OODOODO 100%0000000
New Drug Applications Approved by Therapeutic Potential and Chemical Types
1993 0000000 0DO000O0DO00DOO0DODO0ODODO0ODbODOO0ODOO0O0DOOO
O0D0O000002004000000 250000000 880000 1130000
ooood
New Drug Application (NDA) and Biologic License Application (BLA) Approvals

e}

e}

e}

O

o

by Calendar Year
000000000000 0D000D0O0DO00Dz2004 0O0OODODOODOOODOO
ooood
o Number of NDAs Received by Calendar Year
19700 00000000000 NDAOODODODOOOD200400 108000
Oo0Doooo
o New Drug Approval Rates
1998 00 0DOO0ODOOO NDAODODOODOODODODOOODODOODODODOODO
000000000000 0000D000020030000000 12000000
000000000000 000000 4700000000 34%00000
O http://www.fda.gov/cder/rdmt/default.htmO

_35_



5.1.3000b0000noobouooonon

oooooo

0000000000000 ooO0obO00oDooDo0oDOoooDoooDomaog
000000000000 0DO0000Do0DOoO0D0OOo0oDOoooDOooOooOooon
00020040 800000000180 00000000000
00000 O00DO0O000D00ODO000 ODODO00DO0bOO00D 100002004
01010000 0000001e0000000D0O00ODO0O0ODOOODOODOOOO
O http://www.pmda.go.jp/pdf/20041111torikumi.pdfC]
O0000000000OO0200503000000000000000000DO0O00O0O
00000001480 000000000000 20040 30000000000 87
00
O00017000000000 ODOODODO20050 40 2700
O http://www.pmda.go.jp/pdf/jyuten2005.04.27.pdf0]

goboboooooogood
gogoood
gobbooobobogobobooobbooobbooobbuoooboooonoon
gogbbogobobogbobuoobobuoooobbooobooooobooobog
gogbboooboboooboogboobooooobooobooooooboon
20040 90 270000 bOb0OO0D Diozbgouoboboboobobon
ooboooooboooboooooboooobooo)ypoooooboooobooo
Oobooobooboobooooobombooboobooboobooooobooo
ooo3)ooooooooboooobooobbooboooobooobooo

oooooo
O0000000000O0Advisory Committee 0000000000 O0OOOODODOO

OO0 FDAODOODODOODO0O0ODODOO24 0000000000000 0OODOOMODO

0512 000000000000000000O0O197000000000 NDADO

O00D00000OO00oOoOoDooooon

O Number of NDAs Received by Calendar Year[

O http://iwww.fda.gov/cder/rdmt/numofndareccy.htmi]

_36_



OO00oO00ooooooooo

0000000000000 0DOO0DODoO0ooDoDOO00ooOO0bOoooDoooDooDOog
000000000000 000D000000D00D0 9000000000 Ninety-day
conference 00 00000000 O0D0O0O0OOO0ODOODOODODOOOOODOODOO
000000000000 00O00ooooOoooOooooon
O CFR Title 21 - Food and Drugs: 314.102 Communications between FDA and
applicantsd
O http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=314.10
20

5.2 0000000000000

5.2.1 0000000000

OO00oO00ooooooooo
000000000000 00 16e0000000D00ODODODOO 4900000
oood
00000 O00DO0O000D00ODO000 ODODOO00DO0bOO00D 100002004
01010000000 000 1e0000000DOD0O0O0O0O0ODOOODODOOn
O http://www.pmda.go.jp/pdf/20041111torikumi.pdf]
O0@o0o0o0d0o0o0ooobO00oo0ooob0oooooDooDoDooDooooOog
O00D00ooopooooood
O http://iwww.pmda.go.jp/shonin/tikensoudan.htmliC

O Formal Meeting O O O

200300 00000000DOOCDEROO CBERODODOOODODOOODODOOODO
O0000OOoOoOO00o00ooDo000obooDo00oo0oDoDoDOoOoooDoDoOoOooOoo
0 MeetingRequests014 0 0 0000000000 0OO0OOO0OO0OOOODOOOO
0 O O Scheduling Meetings0 30- 75000 [ O0000O0O0O0OODOOODOO Meeting
MinutesO300 0000000 0OD0D0O0O0DO00ODOODOOODOOODOODODO2003000
O0000 Type BmeetingO OODODODOODDOO0OO0OOOOB0000000O0OOO
0O000OCDERDO 73.4%[0424 /57411 CBER 0 97.6%0205/2100 0000000
0O FY 2003 PERFORMANCE REPORT TO THE PRESIDENT AND THE
CONGRESSO
O http://www.fda.gov/oc/pdufa/report2003/pandpgoals2003.htmlI0

_37_



O Special Protocol Assessment (SPA)O O O
000000000000 000DO00DO0bODO0bO0o0oDOooDooD2003 00000
00 92%0

5.2.200000000000

O000000o0od0oooO0o0oooOo0ooooooooooooooooOogg
0000o0oO0odooooOoooooooooHPOOODOOOOOOOODOOOO
000000o0doooOoooooogooooooooogon
O http://www.pmda.go.jp/kenkyuu/kaihatsu.htmli

0000000od0oooOooooooooooooooooooooooogo
O http://www.pmda.go.jp/kenkyuu/k-o-fan.htmlC]

00doDo000ooo0od0ooo0ooooo0ooooooooooooogg
O00000000d0ooDooO0ooooOoOoOooD 1000000 OO0O0OoDOoOOng
00000ooodoooo0o4100000000
00000 ODO000000000ooo00 DodooogooooDo 100002004
0110100000000 001600000000000D0DO0000DO0O0O00O0O0O
O http://www.pmda.go.jp/pdf/20041111torikumi.pdf]

0000000000000 0000 ClinicalTrials.GovO OO OOODOO0OOOOO
00000000 0OO0OFDAODOOOOODODODODOODO National Institute of Health,
NIHOOODOOODOODOOOODODOOO National Library of Medicine)l OO 00O OO
O000000O0000ooOoO000oooooooooOooooozo000 2000000
O000000O00DOoo0oO0ooooOooooOoggosoeoodoooooooooong
O00000o0oO00oooDoo00ooo0o0oooo0oooooogoooogog
000 NHOOOOODOOOOODODOoOOODOoOooOooDooooooooooooo
0000000d0ooDoo0oooo00mooooogoeonooonoooong
O http://clinicaltrials.gov/ct/gui/c/r[]

OONDAReportsd 0001986 0000 INDOODOOODDOOOODOOOOO
000000o0o0o0d0ooo0o0oooO0ooooOoOogs120000o00ooog
0
O Number of Active INDs at the Close of the Calendar Year[

O http://www.fda.gov/cder/rdmt/cyactind.htm[]
0 Original INDs Received[]

_38_



O http://www.fda.gov/cder/rdmt/Cyindrec.htm

0o0o0oooooooogn
0000000000000 0ooOb00oooooooooDooooon
IFPMA O International Federation of Pharmaceutical Manufactures and
Associationsd 0 2005 0 1 0 6 0000000ODODOOO0OEFPIAOEuropean
Federation of Pharmaceutical Industry and Associations 0O 0O PhRMA

O Pharmaceutical Research and Manufactures of America0 D0 OO0 00000
000000000000 PhaseD 00000000 O0ODODOODOOODOODOO
0000030000000 000000bO00DO00oD0DOoooDOooooDooo
000000000000 000000o00oO0o0ooooooooooooood
000 10000000000000000

0 JOINT POSITION ON THE DISCLOSURE OF CLINICAL TRIAL
INFORMATIONUO

O http://www.ifpma.org/Documents/NR2205/joint%20position_clinical%20trials
.PDFO

0000000000000 00DbO000O0D0DO0DbO00DOOoooOOooDOooonog
O0000DoOoooooogon

5.3 000

ggobdooobbooobbuooobboodbbuoooboo0obboobnbag
ggbobdoogoboobooboboobbooobbooobbooobbooobbuonoboboo
ygodoooooooooboboboboboboobobobobbbobobooboooouououooaa
ggboboogoobooobbuodoobuooobboooobboooobbooboboo
ggbobdoogoboboobbbooobboooboobobooobbooobboooog
uogobdogobbodobtooob bbb ooobboobbbooaon

ggobooobobuodbboodoobboboobobuooobbooobboobnbag
ggboboooboobobooobooobbuoobobbuooobuoobbooboboo
ggoboogobooboodobbbooobboobobbooobbboobbooonobg
ugbobooobbooobbuoobobboooboboooboo

ugboboooobooobboobobnbbooobbooobbooobbooobnobag
ygbobdoopooobooobooobobooboobbbooobonbboOom™
ggbobooooboooboboodbboooobbuoobobbooobboobobooo
ggoboboooobooobobuodoobuoooboooobooobbboobobooo
ugobobooobooobboobobooobboobobooobooba

_39_



HEN g
goood gboboboodoobobodgd  Approval letter, Medical
g reviewO OOQOOQOOOOO
HEN
goood ggooooooobbbbb cooooooobbbboo

ggon

gooooooooooon
gooooooooooon
gooooooooooon
goo

ugoooooooon
ggon

ogooooooooooboo
uono

OO0D0O0O0 NDAOODOO
OAdvisory Committee O 00 O
OO0DOoOooooog

uooobodan

gooboodan

goboooooooon

gooooaoan

ggooooooooooo
ggoodgdHpPO OO
ugobooooboboonoo

OClinicalTrials.Gov O O O 0O
Oo0o0ooDoooooon
OO0oDo0oooooooon

OINDOOODO

goboboodHPOUOOODOOODDOOO

_40_



el uodoooobooobbuooooonon

00000ooOoooOo0od0oooOooooooooooogooogoooogg
0doooo000oo0oooo0oooooogoooooooooogon
00000oo0odopooodoooogoDooo0oooooooooDoogooooo
00o0doOoHPOODODOOO0OODODOOUOODOOOOOODOOOOODOOOO
oooooo
O http://www.pmda.go.jp/kusurijyoho.htmi
O http://www.mhlw.go.jp/topics/bukyoku/isei/chiken/O
000000o00oo0o00ooooooooooooooooooooooogg
0000000000000 0oo0oDo0oo0oodooooogouonOFEFDA
00000ooodooooooooooooooo

6.1 0dbbb0dbobooobbouoonbo

gobboooobooobobuooobbooobuoooobooobobooobon
ggbboooooboobobooobbuoooboooobbooobooboooonbogd
ggbboobboboooobooobboooboobbooobooobooobog
ggbogboooooobooobbooobooobooooboboobooobod
goboboobooboooboooon

O00D00000OO00ooooDooooon

19770 70000000000 0DO0O0ODOOODOODOOODOOOOODOOODOOO
0000000000000 00O0oO0oU0o0DO0bOo0oOOoDOooDOooDOooDoOooon
0000000000 0oO0DO0o0ooD0o0ooo0ooDooOoO0DO0ooDoooDOooOoOoo
OO00O00DoOoooood
O Investigational Human drugs : Clinical Investigator Inspection List[]
O http://iwww.fda.gov/cder/regulatory/investigators/default.htm

gogbobogoooogood
gbobooobobuoboobobooooboboobmoobobo3gbon
goboobogn
1) 00000ooob0oooobooboobD0obobooonDOoD FDAODODOODO
HEN
2 0jbo00oobo0obo0obooobOobooobooobobboobooooo
jy 0o0ooboooboooboobobooboooooobooobooooobobooboo

_41_



O Disqualified/Restricted/Assurance List for Clinical Investigators]
O http://www.fda.gov/ora/compliance_ref/bimo/dis_res_assur.htm[]

6.2 COEROUOD0ODOO0ODODO0ODLDObDODO

OCDEROOODOOODOOO

0000000000 0ooO00oDo00DoO00DoDoO00ooDoOgOnCbER OO
O0000000od0oooOoO0oooooooo0oooooOoooDooOoooDoooog
gooTCcCOUOdUOooDOOdUOODOO0O0400000000D00O00O00OCDEROO
0000oo0odoooooooooooooood
0 CDER Handbook[
O http://www.fda.gov/cder/handbook/index.htm[J

OCDEROOOOODODO
00000000 0CDEROOODOODOOONOOODOODOOOOOODOOFRDAOO
00000oo0odoooooooooooooood
0 The Practice of Pharmacy Compounding[]
O http://www.fda.gov/cder/pharmcomp/default.htm(]

oooooood
O00000000d0oDooO0oOoOdoooDooooooooooooooooood

OOFDA O0O0OOOO0O0ODOOOO0ODDODOOO0ODOOO0ODOOOOODOOOO

00000ooodooooooooood

0 From Test Tube To Patient: New Drug Development in the United States[]

O http://www.fda.gov/cder/about/whatwedo/testtube-full.pdfl]

Oo0o0oooodooooood

00000 COEROOJ0O0OO0OOO0OODODOO0O0OODOOOOUODODOOOOoOoOOod
0 OO O New Drug Development in the United States D 0 000000000000
000000oo0d0dooo0o0oooO0o0oDooo00ooDooOg FDADOOOO
0000000000D0O0000ooo0oo00Ooo0oooooogn FDA
OOOOINDO NDAOOOOOOPDUFAOOODOOOOOOOOOOODOOOO
oooooo
U CDER Learnld
O http://www.fda.gov/cder/learn/CDERLearn/default.htm]

_42_



6.3 0Udbbuounonbooonon

oooooo

O Consumer Education: What You Should Know About Buying and Using Drug
ProductstD OO0 0000000 O0OO0ODOODOO0OOODODOODOOODOODODOO
O00000oOoooood
O http://www.fda.gov/cder/consumerinfo/DPAdefault.htmO

O 0O O FDA Information for Consumers0 00000000000 0O0ODOOOO
000000000 0DOO00DO00o0ooooDoooDoooood
O http://www.fda.gov/opacom/morecons.htmlO

oooooo
O FDA Information for Older PersonsU 0 00000000000 OOOO0OO
0000000 Information for People Over 65 Years Old on Food, Nutrition,
and Cosmetics0 00000000000 DO0ODOODOOODOOOOODODOOOOO
0000000000000 00oO0bO0o0oD0o0ooDoDOoooDOooDoOobDoOooon
O00D0000O0O0OONIH O00OD00O0ODONIHSeniorHealth.govD OO0 00000
O00O00oOoooood
O http://www.fda.gov/oc/olderpersons/C]

ooood
Officeof Women'sHealth OO 000000000000 O0ODOO0OOOOOOOOO
O http://www.fda.gov/iwomens/default.htmO

ooood
OKIDS Home PageOl 000000000 0ODOO0ODOOOOODOODOOODOOO
O00D000O00ooOooDooooooooog
O http://www.fda.gov/oc/opacom/kids/default.ntm

OO0DoOoooooog
FDA's Office of Special Health Issues O O O O 10 Information for Patientsd O
O0000000000AIDSOO0D0O00O0ODO0O0ODOODO0O0ODOODO0O0ODO0O0O0OO
000000000000 0DO0DbOOoO0oOooODOooDOO
O http://www.fda.gov/oashi/home.htmlO

_43_



oOooooood
O Information for Health Professionals0 0 0 00000000000 0OO0OO0OO
0000000000000 00o00bO00o0OoD0oDOOoooDOooDOoOOoDOOooOon
oooooo
O http://www.fda.gov/oc/oha/default.htm

OO0ooooooog
O Information for Clinical InvestigatorsO O 0D 000000000 O0OOO0OO
0000000000000 O00ooOooDooood
O http://www.fda.gov/cder/about/smallbiz/clinical_investigator.htm[

OOopooooog
O Information for FDA-Regulated IndustryDO0 00D 0000000 OCOOOOOO
0000000000000 0DO0o0oDO0DooO0bOo0ooDOooOoDOooDOoOon
O http://www.fda.gov/oc/industry/default.hntmO

OO0pooooooog
FOAOOOODOODOOODODODO0ODO0DO0O00D000OFDADO webO O QOO
FDA OO0O0OO0OO0O0ODOODOO0ODOODOO0ODOO0ODODOO0ODO0ODOO0ODO0OO
FDA 00000000000 DDOO0OO0OO0O0ODDODDOOFDA NewsOd Recalls and
SafetyAlerts0 0000000 OOO0O
0 Media Contacts and Public Affairs [J
O http://www.fda.gov/opacom/moremedia.htmlIC
O0D000000 FDANewsReleases 0000000000000 DOOODOOO
OO0O0D0O000PressreleasesdI0 0000000 TalkPapersOOOOOOOOOO
O000OTalkPapers 0000000000000 O0ODODOO FDAOODODOO
000000000000 Oo0DO0bO0O0DODDbOo00oDoOooOoOO0ooDOooOoDOooo
000000000000 00O0DOO0O0oOOoDo
O http://www.fda.gov/opacom/hpnews.htmlO

6.4 FDAODODOOODOODO

FODAOOOOOOODOOOOOOODOOO0OO0OO0O0O0OO0D0O0O0D0OOODepartment
of Health and Human Services U 0 0000000000000 OOOOOOOO0O
000000000000 0000000000OOFDA NewswirelD FDAO O OO
0000000000000 0FDANews Digestl FDAOOOOOOOOOOOO

_44_



OMedWatchD OO OO OOODOOOOODOODOODOOODOOODOOODOOOO
O Sign up for FDA's Free E-mail Lists[]
O http://www.fda.gov/emaillist.htmlIO

6.5 0000

0 Laws Enforced by the FDA and Related StatutesJOJ 0 OO0 000 FDAOOOO
0000000 FDAOODOOOOO0ODOOO0OODOOOODOOOOOO
O http://www.fda.gov/opacom/laws/[]

0 O O Code of Federal Regulations CFROO OO O O00OODODOOOODOOOOOO
FederalRegister 1 0 0000000000000 0ODOOOOOOOOOODOOOO
000000000000 000O000ooDoogoOTide21 00000000000
0o00d0oooooooooooooooog
O http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch.cfm[]

6.6 UUOoOoOd

O00D000ooO0opooooood
FODAOOOOOOODODOOOOOOODODO0ODOO0O0D0OODOOODOrange BookOD O
O00D0000OOwebODOOODOODOODOOODOOODOOODODOOODOODOODO
00000000 O0O0OOorange Book Query]
O Approved Drug Products with Therapeutic Equivalence EvaluationsO Orange
Book[
O http://www.fda.gov/cder/orange/default.htm
0000060000 0DO0OU0DODOUODOUODODOODOODODODODOO
O http://www.fda.gov/cder/drug/shortages/default.htm#disc]

O00O00DoOoooood
000000000000 D0000D00O0OPediatric Drug DevelopmentO OO O 0O O
000000000000 DO0000o0oo0ooD0ooOo0oD0ooOoooDOoOooDOooOoOoon
0000000000000 O0DOOo0ooDOoooDOooDOooogon
0000000000 DO00000oOoODODbOO00o0ooooDbOOooOoooooDoOO
Advisory Subcommittee 0 OO OCDEROOIDOOOODOOOODODOOODODDOOOO
OO00oOoooood
O http://iwww.fda.gov/cder/pediatric/index.htm0

_45_



O000000000000000O0leveragingDd OOOOOOODO
FODAOOOOOODOODODOODOODODOOO0OO0O020030 2000020030 60

OO0 Leveraging OOOFDA OOOODODOODOODOODOOODOOODOODOODO

0000000000 0bO00O00DO00DO00ooDO0DbOo0ooDOoOooDoooDOoDoOoOon

000000000000 0000D000O00 FDAODODOOODOO0ODOODOOOO

DO000D0D0O000O0O0OleveragingD 00000000 ODOOODOOODOODOODO

0ooo

0 THE LEVERAGING HANDBOOK 0O An Agency Resource for Effective
Collaborations —[J

O http://www.fda.gov/oc/leveraging/handbook.htmlI

OO00D000O0ooooooooooog

1996 0 000OCDERODOUOO DIADODODODOODOODOODODOOODOOODOODO
OO00ooooood
O http://www.fda.gov/cder/present/[]

_46_



[QERERERERERN

gogobboooobodobobooobobooobbooobbbooobboobnbag
ugbobooobbooobobooobbbooobboobobooon

gobo0og20040 120020050 30
U 0 oodbboogob oBsdurbAOBOUOUOODOOO 30

7.1 0dooogoosdnn

7,11 00000000000

ggbobooobooooBsSbOuougoboboooobooonDn

gogoooggoog

ljmogoobooobobooooo
gbobboooboooooboooboboon
gobboodoboboogobbooobbobooobooba
gobboodbooooobooooboog
goboooooobod

20000obuoooboooooon
goboboodoobooobooonboboa
goboodobooobboonoboboon
gobbooobbooobobooobbooobooobboooo

tbogdbobuooobbuooobboonoo
gobobogobooooooooon
doboooobooobooobooboa
gobboooobooobooobbbooobboooubbooono

ggooogaooogon
ljmoggbbooboboboooboboooobbuoobLboon
gobbooobboooobooobbuooobooobboooboo
UgpThOOoU0dboboogobbooobboobobooobbooobbooono
gobooooooaon

_47_



20000000o00booboooon
ggobboooboooboobbuoobooboboobobooobbooboboo
gboboooobooooooooo
gobooobbooobbooobobooobogooboboonon
giINDOODOOODDbooobbuodgbobogooood

gogooaggood

mgogbooogooood
gobogobobooboboooboboooooooobon

20000b0oooobobuooooboon
gbobogoboogboboooboobooood
gbobooobooobbooobbuooooboon
gboboooobooobboooboboan

gooooobobooobobg
gbobooobbooobooobboooboooboad
goboogbbooobobooobbuoobobooobboooboo

goooaggoodadoooggoogggooodon

gogobbooobooobbooouooooboobobooobbooboboo
HEN
gogobobuogbobboobobooobboobbbuooobboooboad

gogoooodgooogoo

1ggobooooon
gobooobobooobooooo
gobooobobooobooobboogboo
2000000000000
gboggbobooobbooobbooooboboooboboooooobobo
gooogobood
gbobooobobooobooobboooboo

goooggoooggo

lmgoboogbobooobboon
gbobogobooooon

_48_



2000000000000
gobooooooboodgon
goboboooooogd
gobooooooboodgon

gogoooogooogoo

gobooobobooobooobboooboo

gogobbooobooobbooobboooboooboooboooboboo
0

gbobogobboobobooobbooobooobboooboad

_49_



7.1.2 000000000000O0DO O

EENEEF=)

ggboobooobooobbod buooobboooobobobooobbooboboo
gobboodobooobooobbbooobbo obood
goboodobooobbooonoboboon

U Dooobobbooooooooon
gogbbdooobbooobbuooobbooobuooobbuoooboobobo

bbb obbooobbooobbboobbooobooobo
goboboodobooobbooobbbooobbbbooooobbooobboo
gl U UUUOd
goboboododbbuodoooobooobbooobbooobboobboo
gobboodobooobooobboobbooobbbooobboooboon
gooboodobobtbooodoobboooobbbdo™oobbboooa
gooboboodbbodobobooobooobbooobbboobboooa
goboogoobooobbuooobboooobuobboobnbuouooboboobo
gobboodobooobooobbooobboobbuooobboobbon
gl U UUUOd
goo

U boooobooooood
googodobooobooobobobbobobbuooobooobobobod
gobobooobooobobooobbuoobobuoooboboon

googoboobuogobodoboobooobooobboobbboobboobbag
goobboodobooboooobobbooooobbouooobbboooobobobg
doboboodoobooobooobooboa

U boooobooobbooooooooogoog
ugboboooboboobbooobbooobdgd

googoboobuogobooobbooobooobboobbboobboobbag
goboboodoobooobbooobboooobbbboboooooooboobooog

_50_



gogobobuogobooobbooobooobbooooboboobboobog
gbmbomobbbooooooobobooobbuoooboooboboo
goboboogbboobobooobbooobbooobbobuooboobobooood
gobogobbooobooobbooobboobobood

gogbodoobooobobooobooobbooboboobbooobbuooboboad
gbobooobobooobooobobobooobobooobooobboon

gobboogobbogbbooobbooobooooboouoonobooonon
gbobogobooobooon

Oo0oo0ooo0o0ooooan

U obobbO0obOOoooobOoooonbooooann

gogbboooobbogbobbooobobbooboboobbooobooonon
gbobooobboobobooobbooobooobboooboad

gogobobuogbobodbooboobbuooobooobbooobooobobd
gobooobbooobbooobobooobooooboboonoon

U oboboboobooooobooboaoo

gogbboooobbogbbbooobboooboooboobobuoonobooonon
gboboogoboboooobbuoooobobboooobboooobood
goboogbboobobooobbooobbooobooobobooobood
gobobuogdbobogoboboooboooboboboboooboooboboo
gobobbuogdbobogobobooobbooooobbuooobboooboboo
goboogbboobobooobbooobooobbooobooobood
gobooooobod

U obobbOoobooooboooa

gogbboooobbogbbbooooobbooboboobobooobooonoon
gobogoboooboogobooobbuoobobooobboonobood
gobbooobobooobooobbooobboonoboooon

UEMEA OD0O0OOO0O0O0OO0OO0O00obObOOooobbooobobooooobooan
goboggbbooobbooobobooooboooooon

_51_



U obobbOoobooooboooa

gogobboobbogooboobobooobbooobbooobooobobd
“bDogo” boobobooobboobboon

gobboooobboobbboobbooobooooboouooobooonon
gobogobogobogoobooobboobbooobboobobood
gboobbuogdbbogobobooobooobboobboboooooboboo
gboboooobooobobooobooboan

U obobobOobooobOoboobobooobOoooann

gobboooobboobbboobboooobobooobbooobooonon
gobobuogugobogoobooobboobbooobbooobood
goboogbooddgbibOrFDA O0O0ODOUOOO0DDLOO0O0ObOObOOOnLDbOoOn
OoOOoo0obOoobobooooboooboboooo@scoboooooooono
FDAOOOODOOOOooOoooobooomoobooobobooobooobobg
gobooobobooobooooo

gobboooobooobbuogbbbooboboooboooboboonoo

oooooan

U DboboboobooobOoboobOooboboobooboobooobOoooa

Oooobobobooobogbogzoe020 1028000000000 boobooon
gbobooobbooobooobobooobooobboon

UFDADO GRPULOODOOOODLDODLDOOOODLDODLDODODOODODOLDOO
goboboooobbooooboobuoooobbooooboboooomon
gbobogobbooobooobboooboooboad

gogobobbooboboooobooobboobbooobobbuoobooooo
gbobobogobboooogoobooobboobbooobbooobood
gboboodobobooobooobbooobobooobooobboon

oooooan

U oboboboobobOooboobooooboaoao

OO000OOnon-approvall DO OO0 OOO0O0ODOOODOODOOOOODOOOOODOO
goboggbboobobooobbooobbooobbooobooboboon
gobogoboogbooon

_52_



U obobboOobobOoooann
gobboooobooobbuoobobboobboooboooboboonoo

U obofbO0obOooooboobooboobOobooobooooa

gbobooobgobobooboboobobooobobbooboobobo 20
Oooboboo 2s00b00oooboboobooobobobouooboboonoog
gobooobboobobooobboooboobbooobbooobood
gbobogobbooobooobboooboooboad

gogbobogobbooboboboobobooobooobbooobooobobod
goo

gogobobuogobogoboboobobooobbooobboooboboobobd
goboodbboooooboboooobbooobbuooobboooboboo
goboooooon

goooooonod

U obobbOobobOooboOobooobOoobooboooa

gobboooobooobbuoobobbooboboon

gogobobuogobooobobooobooobooobbooobooobod
goo

U obobbOobOooooboooann

gobboogobboobbboooobboobobooobbuooobooonoon
gooo

gogobobuogoboboooobooobboooobooobboooobobo
Oz20-30000boboobobooobobuoboobooboooobobo

gobobooooboobbooobOorbAODDDOO0OODO0OO0DOO00n
gooo

goooooo

U oboboboobobOooboobooooboaoao

ooboooBbOUobooboobuobooobobobooboobobboobobon
DooooBOUOooOobOobobOoOobOong

goboboooobogn

_53_



U obobobooboooooboaoo

gobobooooboon
gobbooooboobobooobbooobuooobbooooo
gobbooooboogbbooobbooobooonoboo

020040 120 270000

_54_



BAAIOEEQ

gobbooobooobooobbno oboodo booogo
gbobobodobgboobobooboouoboobbobooonooboooon

U obobbOoobooooboooa

gogobobuogobooobbooobooobbooobbooobooobobd
goboodobboooboboogbboooobbobooboboooboboo
gobogobooobbogobooobbuoobbooobobooobood
gobooboooooodgd

gobboooobbogbbbooooobbooboboobobooobooonoon
gobbooobboobobooobboooooobobooobboobobood
gbobboogbboobbuooobboobobuoobbooobbooobood
gobboogbboobbuooobbooboboooobboooooooobood
gobogoboogbooon

U oboboooboboood

gogobobuogoboooboboobobooobboobbooobooobobd
gobogobooobbuogobooobbuooboboooboboooobood
goboodbobooobooobbooobooobobooobooobobood
gobboogbboobobuooobboobbuoobbooobboobobood
gooogoo

U obobboobOoooobooooboobaoao
gobboooobboogbbuogbobbooboboooboooboboonoo

Oo0oo0ooo0o0ooooan

U obobbO0obOOoooobOoooonbooooann
gogobobuogboboboooobooobboobbooooboboonoooo
gbobooobboobobooobbooobooobbuooobooboooonon

_55_



U oboboboobooooobooboaoo

gobboooobobooooooboooobbobooonobboooooooDo
gbobbogobogbobogoobooobboobbooobbooobood
gbobboooodbbogobobooobbooobbooboboboobobboo
goboggbboobobooobbooobbooobboooboooboon
goboogbboobobooobbooobooobbooobobooobood
gboboodbbooobooooobbooobobboboobobooooboboo
gboboogboboobobooobobuooobooobbooobooob

U obobobOobooobOoboobobooobOoooann

gogobobuogobogboboboobobooobbooobbooobooobobd
goboodoboobbooobobooobooobobooboboboooooboboo
gobobooobobboooobobboooobbbooooboboooooboboobg
gobbogoobbogoboboobobbooobbooboboboboooboboo
gbobooobboobobooobbuooobooobboooboo

oooooan

U DboboboobooobOoboobOooboboobooboobooobOoooa

gogbboooobbogbbbooobboooboooooboboonobooonon
gbobbooogdbobooobbooobbooobbuoobbbooooboboo
gbobobogobboobbooobooobbuoobooooobboooboon
goboggbbooobbooobobooooboooooon

gobboogobboogbbbooobbdooobooobobuooooobooonon
gobobbuogdbobogobobooobboobooobbuooobboooboboo
goood

goooooo

O ODobooobOOobooobOooooboooooooaooan
oobooobooo

_56_



gbooboooboooobooooboood
OO000OOplacebo0 0000000 O0ODOOODOOOOODOOODOODOODOOO
gboboooboogbboooboboooobooon

U obobbOobOOoOooobooboobooboboobOooboonboooann

gogogbboobobooogobbooobbooobboooobobooobobo
20 000b00booboboobobooboboobooboboboobobg
goboodobboobobooobbooobbbboobbbooooboboo
gbobboodbbooooobobooobbooobboobboboooooboboo
gobobogobboobobooobooobooobbooobbooobood
goboogd

goooooonod

U obobobobOooooboooobooboood
gbggobogobbooobbuooboobobbuooobobobooooooboobooo
gooo

gogobobuogobooobbooobooobbooobbooobboobobd
gbobooobooobbooobboooobooon

U obobbOobOooooboooann

gobboogobboobbbooobbdooobooooobbuoonobooonon
gbobooobboobobooobbbobooobobooboboboooboboo
gbobogobooobbooobbuooooboon

goooooo

U oboboboobobOooboobooooboaoao

gogbbooboooobobooobooobboobbbooboboooboboooon
goboougdbobogoboboooboooboobobuooboboooboboo
gbobooobboobobooobbuoobobooobooobbooobood
gobogobooobbogobboobobuooobooobbooobood
goboggbboobbuogobboonobooboboooboboooobood
gobooooooboodgon

_57_



U obobobooboooooboaoo
gobboooobboobobbooobboooboooobuooooonbooonoon
gobbooobbooobooobbooobboobobood

gobbbooobooobobooobooobboooobobooonooboooonoon

gogoo

020050 20 20000

_58_



BABIBSRES

goboboooooodg boobo bodgoob
gobogobboooboo

goooognoooogooonogood

Oob00oobbOOobOo0obO0oboobooboobooobDbobOOobDOoOoDbDUbPhasedd
goboooobuooobooobbooobooobooobbuoo1oobooa
gbobogooolo-is0osecobbgbooobooboooobobobooobon
gobbooobobogobobooobooobbooobbobuoonooboooonoon
gobbobooobogobobooobbbooobbooobbuooobooonoon
goood

goooooogoogogoo

UFDAUOOODO INDODOOOOOOoooDboobboooboobboobobood
gobbooobbooobbooobbooobbuooobbuobbO0dgUnIND
gogbboooboooobbuoobbooaoobbbbooobboobooobobad
gogbbooooboooboooobbooobbooobbuooobooonoon
gogbboooboobbooobbooobooboobooobboobooobobag
gogbboooboobooobooobboobbooobbooooooboba
gobbooooboogbbboobbooobbooobbooobbooonon
gogboboooobobuoobobboooobbooobbooon sboooooad
goo

gboogbbobooobobooooobooobbuoobobboobobbooonoboboon
gobbboooboooboboooboouobbooobbuoooboooonoon
gobogoooobbooobooobboobbooobboobooobobag
gogbbooobbooobbuoobbboodbbooobooouoobooonbobag
ggbbooobboogobbooobbooobboobobobooobooobog

UIND O00O0Oogobbboooobboooobobboooobboooonooog
gobboooobooobobooobooobbooobbooobooooobn
gobobod FbA0DO0O0ODObOO00ooboobobooobboobooobobg
gogbbooobooobboobboboodbbooboboooobooobobag
goboboooood

gogobboobooobbooboboboonobooobooobbooobboooon
gobbooooboooboboogobooobbooobbboonoobooonon

_59_



gobobooooooobbuoonoobobooon
Oobotuoboboboobobobuooboboboboobobobooboon
gobboooobooobboogobboobobooobbooobooobobg
gobboobbooobboooboobooobooobbooobooobobag
gboobooobobobooboboobob 28300 bobooooobnbon
gobbooobboooboboooboboobobuooobbooonboboobo
gogobboobooobbdoobooboobobooobboobbooooboboonon
gobbogoobooobobuooobboobooobbooobobuooboobn
gobbooobobooobbuoobbboodbbooobbooobobooonbobg
gobboooboooobbuoobooobooobbooobooobooobobag
gogbbooobobogbbooobbogd

oooooan

ggbboooobboobbboooboboooobboobbooobboonoooo
gobboooobbodgooboooobbooobooobbooobooobobag
gobbooobbogobbooobooobbooobbuooobooonbog
gobboooobooobobuooobbooobbooobboooboboooonon
gogbbooobbooobbuoobbboodbboooboooboboobbobog
gobbooobbooobobooobooobbooobbouoonooooonon
gobboogobbooobbogobooobbooobbooobooonbobad
gogbbooobbooobboogobbooobooobbooobooobobag
gobboogoobooobbogobboobbooobboooobooobobg
ggboboodooboboogoobobuooobboooobbbooobbbooon
goboboooood

goobboooboooobobabbooobbooooboabbooooboboon
RN

oooooan

ggobbooobooobbbooobbuoobobooobbooboobbooonon
gobbogooooooboobbood

gbogbbogobboooobooobboobbooobboonoboooon
gobbobooobooobobooobooobbooobbouoonooooonoon
gobobooboobooobooobon

ggobboooboogbobboobbuooboboobbooobooobboooon
gobobogooboooboboobobobooonon

_60_



ggobbooobooobobbooobobobbooobobooobboobooan
gboobboogoboooogooboooobbuooobboobboobooboag
gogbbooobbooobbuoobbboodbboobobbooobobooobobg
gobobogobbbooobodoboboooboboboooobooboooobon
ggboboodoboboogobbuooobboooobobbuooobbbooon
gogbbooobbooobbuoobboboodbboobooobboooboonbog
gobbbooobooobobooobboooobbooobbuooobooonoon
gobbmobboobbmooobooobooomoboooobooooboog

gbogobbogobooooobuooobooobbooobooobbooon
gobogboooobbooobboooboooooobobboooboobobg
gobboooobooobobuooobbooobuooooboooboboooooon
gogboboobboooobbaobooobbooobooobbooobooobobg
gogbboooobbodgoobooobbooobooobbooobooobobag
gobbbooobobodgooooobbooobooobbooobooobobg
gooboboogn

020050 20 90000

_61_



BAADEED

gboobooooob oB AO

U obobbOoobooooboooa

gogobobuogobooobboobobooooboboobbooobooobod
goboooboobbogobobooobbooobobogoboboboboooboboo
gobobooobobbboooobbboooobbboooobobooooobooboobg
gbobogoboogbboooboobooood

gogobobuogoboobobobooboboobobooobbooobooobobd
gdddodododoodooodoooooooooooooooOooOoo
goboodobobobogooobooobbooobbuoooboboooboboo
gbobogobboooboo

googobbogobbooobooobboobbboonobooooboooon
gbbogbbuogbobogoobooobboobbbooobboobobood
gobogobbooooboooood

U oboboooboboood

gogbobogdbboobbboobbuooobooobbooobooobod
gboobbuogdbobogobobooobboobooobbuooobboooboboo
gobogoboogbooon

U obobboobOoooobooooboobaoao

gobboogobboobbooobbooobooooobobuoonobooonon
gobboogbboobboobobooobooobbooobbooobood
gobobuogdbobogoboobooobbooobbuooobboooboboo
gobogobbooboboooboboooboooooboon

Oo0oo0ooo0o0ooooan

U obobCbOobOOoboOoobOobOboobOoooonboooann
UBTodoobooooobogobobooobooonobooobbooboboad
gobooobooobboooboboooobooooboboonon

_62_



gogobobuogobobooooboooobboooboooobobooobobo
gbobooobboobobooobboobooobbooobbooobood
gobbooobboobobooobbooubooobbooobooobood
goboogbboobobooobbooobooobboooboooboon
gboboodbbooobooooobbooobboobobbooboobboo
gobogobboooboboooboboooboooooboon

gbobooobobgooboob 200b0obooooobobobooobobuooon
ooobobo30boboboobobboboooobuoboobooboboon
gobobooobobooobooonboooo

U oboboboobooooobooboaoo

gogobboobbooooboobbooobbooobbooobooobobd
gbobooobboobbogobooobbuoobbooooboooboon
gobobooobobooobooonboooo

gogobobuogobogooboobobooobboobbooobbooboad
gbobogdbbooobbooobooobbuooboboooobooooboon
gboboogbobooobbooobbduoobu0uorRbA D000 boon
gobobogdbbogobobooobbooobobobogoooboooboboo
gbobboooodbbooobobooobobbooobbuooobboooboboo
goboogd

oooooan

U DboboboobooobOoboobOooboboobooboobooobOoooa

gogboboogobboooobooboboobobooobbooobooobobd
gbobogoboogbbooobboobbuoonooboood

gobboogobboobbooobbooobooooboooooobooonon
gobbooobboobobooobboooboobbooobboobobood
gobbooobboobobooobbooobbooobbooobooboboon
gobogobbooooboooood

googobbogobbooobooobboobbboonobooooboooon
gobboougobobogobobooobbooboobbuooobboooboboo
gobboogbboobobooobbooobbobooobbobooobood
goboobobogbobogoobooobboobbooobboobobood
goood

_63_



goooooonod

O ODob0o0oOobOOoobOOoboooooboooooonaa
oobooobooboobooooboooo

U obobbOobOooooboooann

googobbogobbooobooobboobbboonobooooboooon
gobboogbboobobooooobobooobbooobbooobood
gobbooobboobobooobbobobooobbooobboobobood
gogbbuogobbodoobooboooboboobobooobboooboboodood
gbobbooobboobobooobooobooobbooobboobobood
gbobogoboogboobooooo

gogobobuogobooobbooobooobbooobbooobbooboad
gbobooobboobobooobbooobooobboobbooobood
goboodobbooooobobooobooobbuoobbboouoboboo
gbobooobboobobooobboobooobbooobboooboon
goo

goooooo

U oboboboobobOooboobooooboaoao

gogbboooobbogbbbooobboooboooooboboonobooonon
g0 ooOoo
goboodoboboabogobobooobboobooobbuoooboooboboo
gobobuogdbobogobobooobbooobbooboboboobooboboo
goboogbboobobooobbooobooobobboboooboon
gboboogbboobobooobbooobboouooobboonobooono
gbobboodgbboobboobobooobooobbooobboonobood
goboboooobobboooobbboooobbboooobobooooobobog
gbobooobboobobooobbooobooobbooboboonobood
gboboooobooooooooo

020050 20 170000

_64_



BARIDEEG

gboobooooob oB BUO

U obobbOoobooooboooa
gogobobuogobogboboboobobooobbooobbooobooobobd
goboggbboobobooobbooobbooobbooobbooobbod
gobbogobboobogoobooobboobbooobboonobood
gbobogoboogboobooooo
gogbboooobobooooooboooobbobooobobboooooobooDo
goboogbboobobooobboobooobobooobboonobood
gobbooobboobbogobboobbuooboobooobbooboboon
goboodobobooobooobbboooooboboobobboobooboboo
goboogbboobobooobboboooobbooobbooobood
goobbuogdbobooobobooobobbooobbuoooboooboboo
gobooobobooobooonbooo
ggbbooooboogbbooobbooobooonon

U oboboooboboood
gogobobboobobooooboooobbooobbooobbooboobobobo
goboogbboobobooobboobooobobooobboonobood
goboodobobooobobooobbooobbdoouoooboooooboboo
gobobooobobboooobobboooobbbooooboboooooboboobg
gobooobboobobooobbooobooobboooobog oot O
gbobooobboobobooobbooobooobbuooobooboooonon

U obobboobOoooobooooboobaoao

ghboobobobooobboohoooobooobobooobboobobooooon
gbobogobboobobooobbooobboobobbuoooobobood
gbobobogdgbboobboobobooobooobbooobboobobood
gbobooobbooobod

_65_



Oo0oo0ooo0o0ooooan

U obobbO0obOOoooobOoooonbooooann

gogbboooobbogbobbooobboooobbooobobuoonobooonon
gbogobbuogbbogoobooobboobbooobbooobood
gobobuogdbobogobobooobooobboobooboooboboo
goboodobobobogobobooobooobboobobbooooboboo
gobobuogdbobogobobooobooobboouooobooooboboo
gobooobobooobooooo

U oboboboobooooobooboaoo
gogobobuogbobobooobobbooobbooobbooobboooobobo
gbobogobboobobooobbooobooobboooboad

U obobbOoobooooboooa

gogobobuogobooobboobobooobooobbooobooobobd
gbobboogbbobbogoobooobboobbooobboonobood
gobboougobobogobobooobbooboobbuooobboooboboo
gbobgobooobbooobbuogbboboooooboboonoboooobon
gobboogbboobobooobbooobbooobbooobbobodood
gobooobodbboooboboooboooboobobooboboooboboo
gobooobobooobooobboooboo

U obobbOoobooooboooa
gogobobuogobooboboboobobooobbooobbooobooobobd
gbobogobboobobooobbooobooobboooboad

U obofbO0obOooooboobooboobOobooobooooa

gogbooo DlAdd0bogooboooboooobooobbooboboad
goboogbboobobooobboboooobbooobboonobood
gbobooobooobobooobobuoooobooon

_66_



oooooan

U DboboboobooobOoboobOooboboobooboobooobOoooa

gogbboooobbogbobbooobboooboooobooooobooonon
gbobogobboobobooobboobooobbooobbooobood
gbobogobboobobooobboooooobbooobboobobood
gbogobbuogbbogoobooobboobbooobbooobood
gobogobbooobooobbdo booobobooobbooobood
gobbogobooobbogobboooboooobboobbooobood
gboboogbboooobbooobbooobooobbbodbbUOrRDA O
goboougdbobuoooboboooobbooobbuooobboooboboo
goobbooobboboouobooooobboooobbooobbooad
gobogobboobobobooobboobobooobbooobooood
gobogobboobobooobboobooobbooobboobobood
gobooobobooobooooo

goooooo

gogodbbooboboooobooouobbooobbooobboooobobo
goboggbboobobooobbooobbooobboooboooboon
gboboogbboobobogobooobooobbooobbooobood
gboboogbboobobooobboobooobbooobboobobood
goboggbboobogoobooobboobbooobbooobood
gbogbbuoguogobogoobooobboobbooobboonobood
goo

goooooonod

U obobobobOooooboooobooboood
gobbooobboogbobooobbooobuooobbooonooobo

gbggobooooobbobooogbboooobobooobboooobobooo
gobbooobboobboobobooobooobbooobboonobood
goo

_67_



U obobbOobOooooboooann

gobboooobobooooooboooobbobooonobboooooooDo
goboodoood® o0 gobooobobooobbuooobboooboboo
goboooooon

goooooo

U obobobooboooooboaoo

gboggodbobbouooboooboboobobobuoobbooobobooboad
goboogbboobobooobbooobooobboobbooobood
goboggbboobobooobbooobooobboobbooobood
gobbooobobooobbooobobboobbooobbooobbooobn

ooo0oooooooan

gogbboooobbogbbbooobbooobooooobobuoonobooonon
gogbbuogobbobogoobooobboobbooobbooobood
gobogoboooboogobooobbuoobobooobobooobood
g0 ooOoo
gobooooobod

Oo0oo0ooo0o0ooooan

gbogdoobogoobooogoobooboooooboon® bbroobboooont o
0 gbboooboooooob® o0 gbboobboooobobooad
gbobbooobobooobooobobooobboon

_68_



gooooooan

ggbbooooobd kFbAO0OODLO0O0bOoboooobooobboobboad
goboogbboobobooobooobooobbooobboobobood
goboboooobboooooobooooobobombooooboboood
gobooobobooobooooo

020050 20 220000

_69_



72 0000000o0BO0O0O00DODOOOOD

FDAOOOO

FDA OO C0O0OAssociate Directord

gobboodoobocugbbboodobuoobobbooobbbooobnobo
gobboodboboooorFrbAbO OO0 DO00b b0 b Oo0On
goboboodboobooobooobbooobbooobbo FDALDD OO0
goboogdboobooobuooo cobboobbbobbuoobnbooa
gooboooobood

FOAOOOOOOOOOOOO0O00d

OPublichealthOOODOOOOOO0OODDOOOOODOOOOOODOOFRDAOODO
000000000 00ODOoO000ooo0oooDoooooooooooooog
0000000000000 Dooo0oogrFDAODOOOOOOOODOOOOO
Oo00000O0o0oO00ooooOoooooOoooooo

OPublic health OO0 OO0 O0000OO00O0O0ODOODOO0OODODOOOOODOOOOO
0000000000000 0O000oo0ooooooooooooooooog
O0O0000O00DOO000DOoo00ooo0ooooooOooguoooogg
ooood

000000000000 000O000DoOo00oooooooooooooood
FDAOOOOODODODDODOOODODOOOODoOooooo

Oood0dooooooo0oDOoO0d00Doo0ooooOooo0oOoogooooo
O00000O0O0000DOoOO0Oo00oooo0ooooooogoooogg
Oo00000DoO0oO0O0ooDoOoooooogoooogo

[0 Goog Review Manegement Principles (GRMPs) D0 000000000000
Oo0000D0DoO0o0d0ooOoOooooooO0ooooogoooogg

O000DoO0d0d0oo0o0ooo0ooodooodoooooooogooogo
O000000O000DOoOoO00oooooooooogooon

OO00000000000DOoO000ooo0ooooooooooooooood
O00000O0000D0000O0D00Oo0ooooooooooooooog
200000000

_70_



0000000000000 00000o0obOo0oooooDooDooooooDOoon
0000000000000 00D00DO00D00D0oooooDooooooonDg
OOooOoOosopPPsO000D0ODODODODOOOODOODODODODOODOO
000000000000 0000D00oo00oo0ooDooooooobooooog
00

OO0000OApproval letterD] 000000000 0ODOODOOODOODOOODOOOO
O00000D0D0OO0OOreviewersreportsUD OO0 O0O0OOOOODOOOODOOO
O000000000ooogz205000000000000000

000000000000 0O000DO0O000D0O Consumer Safety Officers” OO
000000000000 00o00o00bo0ooooooooooooooooog
O000000000oooooooooon

ooo0ooo0o0oooood

gogobobuogbobbooobobooobboooobbooooboooobobo
g0 ooOoo
GRMPs D00 UO0OOOOODOODOOODLODOODOOODLDODOODUODFDA O
U PDUFADDUOOU0OO0OOOOO0DOOO0OODOOOPDUFAODDOOODOOO
goboggbboobobooobbooobooooobobbooobood
goboooooon

gobbooobbdd pPDUFADDOOOOOOO0ODOOO0

gobboogobboobbooobboooboooobooooobooonon
gbobbooobboobobooobooobooobbooobboobobood
goboodoboboooobbbooobbooobobdoooooboooboboo
gboboooboboooboibUdrRDA O0DDOUOOO0DDLOOO0O0bObOoonoDboOon
goboboooboboooboooboog

gogobobuogobooobbooobooobbooobbooobooobobd
oboobobz2300b0b0ooobobobooobobobuoobobonog
goboogbobooobobooobboooboogbbbodbkEDA OO0
gbobbooobobooobooobbooobboon

_71_



GRMPsOOO0000ODraft0 20030 7000000000
oobooogbono 20050 4000000000000

U obobobOobooobOoboobobooobOoooann
gobboooboboobobogobbooobuooobbooooo

U Dodoobobbooooooooon

dogd 2000000000000 000000000000000000000O0O
ddodoooooooodooooooboboDoooooooooboboUdCbER O
CBER

ga

oo ooooobooooooooboooo
aog

U obobobooboooooboaoo

gogobobuogobooobbooobooobooobbooobboobog
goboodoboboooobbbooobbooobboouooobooooobooboo
gobobbuogdbbooobobooobbooooobbuooobboooboboo
goobbuogdbobooobobooobooobboobobbooooboboo
oboobobooboboboosbuoboomo sbgbooobooboboon
obooboboobz230b0booobobobooobobobooobobonoog
goboodobbooobboouooobboooboboobboobooboobboo
goboooooo

U oboboboobooooobooboaoo

gogobbuogoboboooboboooobbooobboobboobobbobo
gobboodbbooooobbooobbooobobbbuooboboooboboo
gobogd

goo0ooooo0ooooan

O PDUFAOODOODOOODOOODOODLOODOOO

gbobooobdbuobolcooboboboobobuoobuobo spbuobo
gbobo4000b0bo00oboboobuoooboooobooobobognooo
gobooooooboodgon

_72_



gboboooboboboobob 3oobobuooboboood

U obobbOobOOoOooobooboobooboboobOooboonboooann

gogobobuogbobbooboboooobbbooobbooobobooobobo
gobogobbooobbuogobbooobbuogboobooobobooobood
gboboooobooobobooobooboan

0 CBERUO COERO0OOUOOOOOOODOOCLOODOOCLOODMOCLOODOn
gobboooobboobbbooobbooobboboboobbooobooonoon
gooo

U obobboobOoobooboboboobooboobobbooboOonbOoooDa
ooon

gobboogobboobbbooobbooobooooobobuoonobooonon
gbobooobboobobooobbooobboor&D 00nooooobooon
FDA UU0O0ODOOO0O0bOOoooobobooobooobbbooobobooobooog
goo

020040 100 290000

_73_



FDA Bir&Q@

gogbooooono ogb og bbogd
U FDADOOOO

goooooonod

U dboboboboOooobooboooa

gobboooobobooooooboooobbboooboboboooooooDo
gboboodobboobobooooobbooobobooboboboboooboboo
gbobboodoboboooobooobbooobboobooboooon

U obobboobOoboOoobOoboooboood

gogbboobouooobbooobooobboobbboobobooobboooon
gboobbuogdbobogobobooobooobboobbobooboobboo
gbobogobboobbuogobooobooobbooobbooobood
gbobboodoboboooobooobbooobboobooboooon

gobobooogoboboobboooobboodoborDA O0ODOOOO0OOO000
goboodbboougobobooobbooobboouoooboooboboo
gbobooobooobbooobbooooboon

U obobbOobOooooboooann
gbobooobobgobooboboobobuoobobobo sobboboboobon
gbobooobboobobooobbooobooobbuooobooboooon

U obobobOobooobOoboobobooobOoooann
UPMDAUOUOODOOOOFRFDADOOODDODOOODOOOODOOO

U oboboooboboood

gogbboooobbogbbbooobbooobooooobobuoonobooonon
gobobooooobbboobooboooobbooobbooobood
goboogd

_74_



U obobobobOooooboooobooboood

gogobobuogobooobboobobooobbooobbooobboobobd
b pPMDADUOOODOOOOODODOOOODOOODOOOOOOOOODOO0
O public healthCOOOOOOOOODOOODOOOOODOOODOODOODOO
gobooobboobobooobboobooobbooobbooboboon
goboodobbooobooooobboooboboobooboooboboo
gboboooboogbbooobbuoonooboon

goooooo

U obobobOOorFDAOOOOOOOCOOOOODOOO0Od
UFDA DDOOO0OO0O0bOOoOgobbooboboboobbooobbooobooon
gboboodbboooboooboboooobobbobooooooooobooood

U obobCbOoboooobOooboobooboobooooboaoao

UFDA DDOOO0OO0O0bOOoOgobobooobooboobbooobobooobooaon
gobogoboboobobbbooobbooobooobbooobooood
gobboggbboobobooobbobobooobbooobboobobood
goboogd

U obobCbOobOOoboOoobOobOboobOoooonboooann

UFDA DDOOO0OO0O0bOOoOgobbooboboboobbooobboooobooon
Ooobobooboboboooobgosbobooboboboboobooono
gbobooobobooobooobboooboo

gobbooboooobbooobooobboobbboobbooobboooon
gogobbuogdbobogobobooobooobboobobobooooboboo
gobbogobboobobooobooobooobbooobbooobood
gbobogobboobobooobboobobooooboooboboonbood
gbobbogobboobogoobooobboobbooobbooobood
goo

_75_



goooooonod

O000000b0o0oDoOooboOobOodbOPuUblichealthDOOODODOOODOODO
gobogobboobobogbobooobooobbooobbooobood
gobooooobod

gboggoboogbbooooobgoboobobobbooboboooboogo
gbobogobbooobooobboooboooboad

gbboooooboooboodbobooobobooobooobbouoooog

020050 20 20000

_76_



FDAOOOO

0000000000 O0OD00000O0 OO0O0oOdodgoDod  Dr. Ken Kobayashi
0O O FDA Senior Medical Reviewerd Medical Officer[]

FDAOOOOOOO0O0000

U FDAOOOOODOOOOODOOOOOOOoOo0OOobOoOobOOoOooOonbooooa

gogbboooobbogbobbooobboooobobooobbooobooonoon
OO0 FDADODOO0OOCMCUOOOODbOOOOOobOObOobDoobobooDoo
gbobogobbooobooobbogooboooboad

gogobobuogobooobobooobooobbooobbooobooobobd
goboggbboobobooobboo kFbAODDOO0ObODOOOb0bOoOn
gobbogdbboobobooobbooobbooooobboonooobood
gbobbogdgbboobobooobbooobooobobbboouoobood
gbobboggbboobobooobboobobooobboooboonbood
iU OooOoo
gbobbogdbboobboobbooobooobbooobbooobood
gobobooobooobbooobobooobogooboonon

O FhAOUOCOOODOOOOOOOOOOOO0OOooOOoOOoobOOoobooonbooooa
oood

UFDA DDOOO0OO0O0bOOogoboboobobooboobbooobbooobooon
gbobbogdbbooooooboobooboboobobooobboooboboodood
gbobogdbboobobooobboo0 kFDADDOO0OO0DOOO0DbO0n
U0 FDAOO0OO0DO0O00DO0O0bObOo00orbADO0ObDDOOooobOoOan
gboboodobbooobooob

gooooooan

O PDUFA O OODOOOOOCOOOODOODOOOOODOOODOODLOODOOn
ooon

gogobobuogobooobbooobooobboobobooobobooobobd
goboogbboobobooobbooobbooo kFDADDDOOO0DOO00
goboboodobboobobooooobboooboboobbboouooboboo
gobobooobobboooobobboooobbbooooboboooooboboobg

_77_



gbobooobboobobooobbooobooobboooboad

U obobboobOooooboobooboobOooboobooooboaoao

ggo-obpouoboobooooboboboobobooooboboobooon
goboboooobbboooobbboooobbboooobobooooobobog
gbobooobboobobooobboooboobboooboboonoboon
gbobooobbooobbbobooobooobbooobbooobood
gooo

U obobbO0obOooooooobooboboooorFDAODOOOOODOO0OOd
oooooon

gboboobobdobouo GeGrRPUONDDODOOOODUODOOLOODODODODO
gboboboodbboougobobooobooobobobbooboboooboboo
gbobmuomobobooobmooobobooobbuoooboboooboboo
ooob otooobobobooobobuobooobobobuoobobooboo
gobobuogdbobogobobooobooobobobbooboboooboboo
gbobboodbooobbuogobbooobbuoobobooobobooobood
gobooooobod

UFDA DDOOO0OO0O0bOOogobboobobooboobbooobobooobooon
Dooboooobobobboobuobo0obUbGerRP DODOODOODLDODODO
gbobooobboobobooobbooobooobbuooobooboooonn

goooooo

U obofbO0obOooooboobooboobOobooobooooa

gogobobuogboboboooobooobboobbbooobbuooboobao
goboogbboobobooobboobobuogboobooobobooobood
gbobooobboobobooobbooobooobo@merbAOOODDOOn0
gobboodbboooooboooooooboobooboboboboonoooo
FDA 0000000 bOogoooobooobbooboobobooobooboobbood

_78_



goo0ooooo0ooooan

gogbbooobbooobboooobbooobooobbooobooobobag
gogbbooooboobobooobbooobuooobobooobbooobog
gobboooobooooboooon

U obobCbOoboooobOooboobooboobooooboaoao

gogobobuogobooobbooobooobooobbooobooobobad
gobogobbooobbogobboobbuooboobooobobooboboon
gbomboooboogooboooobioo™obooonoboooobmoo
goboogbboobobooobbooobbobbbooobbooobood
gbobbogobiogobogoobooobboobbooobboonobood
gooogoo

gogobobuogobooobboobobooobbooobbooobooobod
gbobbooobboobobooobooobooobbooobboobobood
gobooooobod

U obobobobOooooboooobooboood

gogboboogobbodgooboobbuooobooobbooobooobobd
gobboodobbooooobobooobooobbooboboboboooboboo
gboboboooobboooobbboooobbbooooboboooooboooba
gobogobooobbuooobooobbuoobobooooboboooboon
gboboodobbooobooooobbooobboobobbooboboboo
gobooobbogbbuooobbooobboobobooobobooboboon
gobobogoobbboooooobuooobmoboboooobbooon
gboboodobbougooboboooboooobbooobbooonbooo
gobobogdobbooobooobobbooobbboboooooooobooood

U obobCbOobOOoboOoobOobOboobOoooonboooann

gbggooobooobbooobbboooooobobooobbooobobod
gobobooobobbboooobbobooobbboooobbbooooboboba
gbobobooobboobbooobbooobbooooooboboonobood
gbobooooooboodon

_79_



U obobboobOoobooboboboobooboobobbooboOonbOoooDa
ooon

googobbooobobooobooobboobbboonobooooboooon
gobobbuogdbobooobobooobooobbooooooboooboboo
gbobooobooooon

U obobboooOmoobooboboob@muoobobboobooonboooa
ubbodbdoboobbooboobooboobbooboobOobooobbooDo
ubooobobbooboooon

OFDAODOOODODOOO0ODOODOOOO0ODOODO0OO0OOOeivilsuitsDODOODO
gbobbooogdbobooobobooobbooobbdoooooboooboboo
gobobooobobbboooobboooobbbooooboboooooboooba
FDA U0O0ODOOO0O0bOOoooobobooobooobbbooobobooobooog
gbobbooobboobobooobooobooobbooobboonoboon
gbobooobboobbuogobooobbuoobbooobobooobood
OO0D0o0oooooobboobO0ooo0bo0omuoboooboOobOodpolicydd
gbobooobboobobooobbooobooobbuooobooboooonn

020050 30 230000

_80_



7.3 COEROOODODO

COER DD OD0DODOOODOODOODLOODOODODOODbDOODbUOUODO
gobboooboooobboooboboobobuooobbouoonoooo

- FDA's Review Process for New Drug Applications: A Management Review

Office of Inspector General 0 20030 3000000000000 0OPDUFAOODO
O00D0O0O0OFDAOODOO COERODODOODOOODODODODOOODOODDOODO
0000000000000 DO000O0DO0D0D00D00OD00ODCDER DODOOODO
0000000000000 00D00D0000000000DO00O00DO0O0DOCDER
000000000000 00O0000000000O 188000000000 72%0
OO0poO00oooooooogd

000000000 ONDAODOODOODOOODOODOODOOOOODODOODOOO
0000000000000 0000O0OD0bO0o0ooDobOo0ooDOoooOooDooon
O00000OPDUFAD D ODOODODOOODOOODOODODOODO

ooodd
000000000000 000 4010000 47%0
00000000000 720000 60%0

O000000000DOoOooOooooon 80O
O0D0D00000OO0O0oo200

gOop0oO0oO0z00100000000000000 1500000000

0000 FDAODODOODOOO
OOOCDERO 17000
000 D0O0O0OAdvisory committee 0 OO0 CODERO O OO

gobobooobogdgbooONDADDDOOODbLOOoO0ObbOooobbooonbDba
gogbbooooobogobbooobobood
ocyuponbuoOonooD FDAOODDOOODLDOO
o PDUFALOUODODOOODODOOODLOOOODOO
FDAOUOODODOOOooOoOooooooooobarkbAOODDODOooooboooon
gogoo
FDAOUOODODOOOOoOOoooooooboooboobood
FODAOUOODOOOooOoOooooboobogobooobbuooobooooboooo
FDAOUOODODOOOoOoOooooooon

e}

O

e}

e}

_81_



gobboobbbuogbbbooobbuoobobood NDAOODOOODDO
gobbogobooobboobbooobboooo

od00DOO0ODODDODOODODOODO
O0D0000 FDADOOODO S0000000000 40% 00000000000
0000000000000 00o00o0oo0bOo0oDOo00ooDOoooOooDooon
0000000000000 000000000D00000D0058%0 600000
0000000000000 0000oDO0booOO0bO 1I0000D000DODbDOODn
000000 25%00000000000000000000000D0D00DO0O0OO
000000000000 00FDAODODOOOD 87%00000000 FDA O
O00D000ooopooooood
ocODDOOOO0ODODOOODODOO advisory committees DD O O0O0O0O0OOOOOOO
00
FDAOOOODO 78%000000000000 81%0 advisory committees [0
0000000000000 D0D0D0D0D0D0D0D0D0DO0OD00000O00 advisory
committees 0000000000000 DO0ODOODOOODOOOOODOOODOOO
0000000000000 0Dadvisorycommittees 00O O OO0O0O0OOO 1998
000 19% 00000 2001000 12%0 000000000000 0000000
OO0 FDAOOODOODODOODOO0ODOO0ODO0O0ODOO00ODOO0DO0oooDoooooDoooon
oood
od00D0O0ODODDODOUODODDUODODODODODODOO
000000000000 0000D00000Oo0ooooooDooooooOoon
00000000000 0000000000000D0D000DOD0O0O00OD0OFDA O
0000 21%0000000000000000000000D00O0O00DOODOO
000 18% 0 0000000000000 0000D00000D0DbOoO00oDOooDO
000000000000 00O00O0O0O0o0ooOoooDoon
o00D00OO0DOODDOODODODOODODUODOODODO
COEROUI0ODODOOODOODOOOODODOOSB0% 000000000 FDADODO
000000000000 0D00DO0000Dz2001000CDERODOOODOODOO
000000000000 0000D0 84%%.9% 000000000000 5.5%
0000000000000 0O0000DO0bOO0bOO0DO00ooD0oooDOooDOoOooon
00000000000 0OCDEROOOONO 2000000 26%0 02001 000 24%
0000000000000 00000000O00D00O0D0OFDA ODOO0ODODOO
O00D00oOoooooboooon

_82_



od00D0O0ODODDODUOUODODDUODODODODODODOO
FDAOOODOO %O 0000000000000 0O0DO00DoD0oooooog
O0000000000CDERDOODOOODOODO 60%0 0000000000
000000000000 0D000000000O00000 25%000000 FDA
000000000000 00OO0DOoooooo
o00DUO0ODODOODODODOUODOUODOUODODODUODOODOODOO
000000000000 0000 NDAODODOODOOOODODODOOoooooog
0000000000000 0000o0o0D00DoDoooDOooDooDOoDboOooon
000000000 0DOO00DO00o0oO0oo0ooDoooDOoooood
O http://oig.hhs.gov/oei/reports/oei-01-01-00590.pdf0]

- CDER's Pet Peeves

COER ODODODODOODOO Jim Morrison 00O e-maill 000000 ODOOOO
COER O00ODO0O0O0OO00O000O0OO0OODDOODODODODOOOO Interactionsd O O
Operational and Submission Qualityd O [0 Expectationsd O [0 Gaming the System
00040000000000D00000O

O Interactions(]

0000000000 OooD0ooooooDooooooooooooooagg

oood

O0oDOo0oooooooooooon

000000000000 D000oooooooooooooooooooooon
OO0000000oooooooooooooooag

O0000000000000000000000ooooooooooooood
OO0D00oooooooooooog

0000000000000 0000o000o000ooooooooooooood
OO00D000ooooooooooooon
O00D00o00oDOo0ooooooDoooooooood

0000000000000 0000000oooooooooooooooood
O0000o000ooooooooooooooooooooon

O00000000000D0D0ooooooooooooooooooooooon
00

_83_



gobobbooobooobobobooobooobbooobbuooobooonoon
goo
gobboooboboobobooobboonobuooobbooooo
gobbooobooobbuogobbodobobooobooobobooboobood
gogobobuogobooobboobobooobbooobbooobooobobd
goboogd

0 Operational, Submission Quality[]
00000o00d0ooDodoooooooooooooooooooooooogg
oooooo
00o0000ooO0o0dooooO00oooo0ooDoDmodm@oooooooooo
000000000 00ooOoO00ooDO00o0ooDoooooooooooooog
000000000 oo0d0ooooooooooooogooooogon
OoO0oooogd
000000000000 000O00O0Doo00ooooooooDoooooood
OoOooooogod
0000000o0dU0ooDooOoooooooooooooooo
0o00d0ooooooooooooooood
O0000000o00ooooOoooooooooooooon

O Unrealistic Expectationsl]

COER 0D O0O0OO0O0ODODODO0OOUODODOODODOUOOODOODODODOO
000000000000 0D0O00000OD00O0O0b00O0DOO CbEROOODOODO
0000000000000 0DO00Oo00oO0DOO0bOo0ooOOoDbDOooDOooOooDoOooon
0000000000000 ooon

0000000000000 0O00D0O0DOO0o0ooDoooDOooDoOooon

000000000 0DO0O0DO0000DO00DO0o0ooooooDoood

0 Gaming the System[]
O0GamingtheSystem O 0000000000000 OO0ODOOOOOOOO
O0000oodooooooooo0ogoDoooOoooooOoooDoooooDooogoo
ooooooogo
000000000000 000O000DooO00goooooooDooooooood
000000000 0O0oDooOooooDooodooooooooo
OO00000000D00O000DoOo0ooooo0oooooooooooogd
0000000000 0000O0O000DOO00oooooooDooogooood
Oo00000o0oooooooooooog
00000o0oodoooooooooooooooooo

_84_



0000000000000 00O0O0DO00DO00oo0oooooooooooooo
0000000000000 0ooooDooooooooooog
0000000000000 0DbOOo0oDOooOoDOoDOoOoogn
0000000000000 0ooO0o0DOO0DO0oDOoOU0oOO0oDOO0b0ooooDooDOooDo
000000000000 0000 COEROOODO
000000200000 COERODODOOODOODOODOOODOOODOOOO
O News Along the Pike, December 1999 & January 20000

_85_



sguboooooooooboobbood

ggbobdooobtboooboboobobooobboobbbooobboobnbag
bbb mooobbooobmoobboobobobooobooobnog
ggoobdooobobuoogobboodbobuoobobbooobbbooobooobnobg
ggobooobobooobobuooobbooobooobboobbboboboobg

gdodooooooooobobooboobobooboobobobbbbobbobooooooagyg
ggbobooobooobboobbboobbboooobboooobbooboboo
ggboobdoogoboobooobobooobbboobobbooobbboobbooonobg
ggboobdoogoboboobbooobboobboobobbooobooobnobg
ggbobdoooobodobbooobbooobboobobbuooobooobnobg
ggbbdoogobboobbbooobbuooobuooubbooo1eeo oo g
O00O0bOOo0oO0obOoO0bO0O0OOo0obOO0bOoUoDOOobOoOOobDOobooboOo »ooogo
ggbobdoooboooobbodoobuooobbooooobooobbooboboo
0000000200 000000000DO0ODO0OOODOODOODODOOn
00 3d

ggbobooobobooobbuooobbooobpboooobbooubbooono
ggbobdoooboobbooobboodbuoobobbuoooboobbooboboo
ggboobdoogoboobooobouoobbbooobboooboobbooobnobg
goboboooboooobood

gogbobdooobobooobboodoubbooobobuooobbooonbbooono
goon

U oggobooogod

U dgdboboooboboooano

U dgogooogoo

gobboooobooobbooobbooobood

ggooaggood

HOOoOoooooooog
gbobooobobobuoobobobuoooobobobboobo 2000bDOO
bobboboobobd FDADCDERUCBERUO D 1000 1000O0ODODOO
gobbooobboooobboooboooobooooboooobboobbooo
ggbboobbobobbooobooobboobbbooobooobboooboo

_86_



goboboooooggo
gobboooobooobobouogbobooobboooobbooonooooonoon
ggbbooobobogbobboobbuoobooonomoborkbADOOOnDOd
Ooooo@7o0oO)y0oU0bo0O FDADODODODOOOODOODOODOODOODn
gogbbooooboogobbooobbooobboobobobooobooobod
ggbbooooobogobbooobbooobboobobobooobooobod
gobbogobbodoooboobobogooboooboboobboogn
gobogbbbogbboodboobobooobboobbuoobnobooonoon
ggbbooobbbooobbooobbuoobobooobbooobbooooobd
gobboobooboboooboboooboooobbboobbooobboobobooo
ggbboooobogbbooobbuooobooobobooobbaonboo

2) Jooooooogog
gobboooooobboooboboobooobbooobuoonooboooonoon
gobbooobooobbooobboooboooobobooobboonbbooo
goobobogn
gobboooobooobobboobobooobbooobbooobobooonon
boboobobuobobbodbouboobou 40b0bO0 GRMPsO D ODOO
gboboooboboboocerRPUOLDOODOODbOODOOD4000000LOODLOOFRDA
gboboGrRPUOUDODOOODOODOOOODODOOOODODOOOODODO
gobboooobooobobooobobooobboobbooobboobboo
gobbooooboobobooobbooobuooobbooooo

H OOo0oodoogoooogoo

gogbbooobbooobbuoobboobobooobbooobna soogooad
gogbogboboooobooobbooobooobooobooobooobog
ggbboooobooobobooobbooobbboobobobooobooobog
gobboooobooobbodoobooobooooboooobboobbooo
ggboboooooogood

gobbboooobooobobboooobooobbooobbuooobooonoon
gogbbboooobogobbooobbooobboobobobooobooobog
gobobbooobbbooobbooobobuoobboobobobooooobbood
ggbbooooboogbbooobobd

_87_



goooagoooadooodn

HOOoooooooogo
gobbooobooobboobbooobbooboobooooobooba
gogbbooobbooobbuoobbboodbbouooboooboobooobobag

ggbbooooboobobbooobbuogobbooobobooobooobog

UO0bOO0OFDA OODOO0OO0ODODOOO0OOOO0bObOo0o0bObooobooooboog

gobboooobooobbooobbooobbuoobbooobboonbbooo

goboboooobogon

gobbobbobooboboobboobobooobbooobbuoooooonoon
ggbbooooobogobbooobbooobboobobobooobooobog
ggbboooobooobbooobboobobooobbooobboonobog
gobboooboogoboboooboooobboobbooobboonbbooo
goobobogn

2) Joogdoooogoog

gobbooobbooobbuoobbboooobooobbooobooobobag
gogbbomobbooobboooooobobooobbooobuoomood
ggbboooobooobobboogobbuooobboobobobooobooobog
gobbooobooobboobbooobboobobooooooa

gobbooobbooobobuobbOrbA ODDOOO0LDbOoo0obbooonbobd
ggbbooooboooboboooobboobobooobbooobbooobog
gobbogoboooboboobbbooobboooobooobbboobbooo
gogbbooooboboooobboooobbbuooobbboooobobobooan
ggboboooooboooo

H UO00odoooooood

gobboooobooobobooobooobbooobbuooobooonoon
ggbbooooboobbooboobboobobboooboooboobobooo
ggbboooobobooobbooobbuoobobooobbooobbooooobd
ggbboooobooobobooobboooboooobooobbooobog
gogbobooooood

gogbbooobbooobbuoobbboodbbooobbboooboobooobobag
gobbbooobooobboooboooobboobbooobboonobooo
ggbbooobogobooobboooboobboobbooobooobog
gobboooobooobbooobooobooooboooobboonbboo
ggbboogoooboobobooobobd

_88_



goooggooodd

HOOooooooogo
gobboooobbooobobooobooobbooobboooboooboon
gobobooboboooobood
20030 40 3000bgooobOobuobobOo 3gbuoboboboobOobo
gobboooobooobboooboooboogobooobbooonoobooo
gobbogooooogobbooobooooboooobooobbboobbooo
gobbooooooobobooboboboonon
gboboboboboobobobobobobobboobbeboboboOonoO
ggbbobogoobooobbooobbuoobobooobbooobbooobog
gobbogobogobboobbooooboooonbooobboobboo
ggbbogooobooobobooobbooobdoooobobooboobooboonbobog
goboboooooboooobboooobbbuooobbbooooboboboooaon
ggbboooobooobobooobbooobuooobbboobobobooobog
ggbboogobbogboboboobbuoooboooobbooobooobbooo
ggoboooooo
gogbbooobbooobboobbboodbbooooboooboboooboba
ggbbooobboogobbooobbooobboobobobooobooobog
RN

_89_



m JO0O0d

1) 000000000 DO0O000DOO0OD0O0OD00O0 No.24 20040 1100
2) 00000000000 0OO00000DDOOOO 20030 40

O http://www.mhlw.go.jp/topics/bukyoku/isei/chiken/kasseika.htmlO

3y 000000000 0OD0OO0O0ODODO No.3 20050 50

_90_



9o 0ogag

goobbbobbuooooobobbbbooooan

gogoboooobooobobtooobboobobuooobbooobbooobbo
ggbooboogobooboobobooobbodobiobboobbooobooobnobg
goddooooooooobobobobobobobooboobbbbobbooboo0ouuouououoa
ggboboooboooubbodoobuooobooooobooobbooboboo
ggobobooobooobbodoobuoooboboooobooobbooboboo
ugooboooood

ggobdooobooobbooobboodbbooobboonbbboobnbag
ggooboboooobobooooboboooobbbmbboooobbooobnog
ggboobdoogobooboobbbooobbooobuoodbbboobobboooobooba
bbb bdodoobuooobbooboboo 10-200booobboooboOoa
ggbobboodooboboooobbuooobobbooodbobbooobbbo@moo
ggooboboooobobtooooboboooobbhkobboooobbooobnog
ggboooooooobuoodbooooboobboobobbooobooobnobg
ggbobobooobooobbuodoobuooobooooobooobbooboboo
ugobdooobooobbooobboodbbuooobbbboooobboboobog
ggobdooobooobbuooobboodbboooboo0obboobnbag
ggbbdoooobooobooboooobbooobbooobbooobboboo
ggbobdoooboboobbooobbooobuoodbboobbooobobg
ggboobdoogoboboobbboobbuoodbbbooobobooobooobnobg
ggboboooboobobooboodobbuoobobboooooobbooboboo
ggbobooobobbooobbuodoobuoooboboooobooobbooboboo
ggbobdoopoooobobooobbuoobuooobobonbbooobooobboon
ggboobdoogoboboobbbooobbooobooobbuoo obbooobobg
uoboboooboboooboboonobood
ggboboooboobuoobbooobbioobobuooobbuooobbooobnobg
ggboboogooboobooobobooobbooobuoooobboobobobooooog
ggboboooboboobbbodbbgobobuoooobooobbooobboOon
ugbobooobobooobbooobbooobood
ggobdooobobuoobbuooobboooboooobooobobboooboobg
ggboboogoboooobobooobboooboooobbobuooboboboooonog
uggobooboooobooobbuooobuoooobbuoobobboobboobobooo

_91_



gobobogobooobooboooobbooobbooboboooonoobooo
ggbbooooboobobbooobbbogobboobobbooobooobog
ggboobooooo

() OOODOOooOo

0000000000000 0D00ooO0ooooDO0ooDoooDoobooooooDoog
O00000Onooo0oooooodoooooooobooooDoooDoooDgo
000000000 00bO000O00O00DO00oDO00ooDobOOo0ooDOoooDOooDoOon
000000 od0oo0do0oDb0o0ooO0oD0bO0o0ooDooDOoDOoooDOooOoDoOooon
0000000000000 0DO0bO0o0oDoo0o00oo0oOoOoDoooOooDooon
000000000000 DO00ooO0ooOoOO0DOoDOo0oD0obOoOooDOoOooDOooOoOoon
0000000000000 0D0000O0000DO0o0DO0oDDODO0bOoOO0oDoOoOoDOoono
0000000 0oo00ooo0moooo0oooooooDoooooooogon
0000000000000 0DO00ooDoooD0oDOmooDOooooooooDOooo
000000000000 0oD0oo0ooDooooooooDooo

00O o0o0d0O0o0o0bOO00ooDO0ooDobOOooo0ooDOooDODOoooDOooooDoog
00000000 0DO00O00oO0DO00ooD0oDooDOoDooOooD0omooOooDoooon
000000000000 0DO00DOD0D000DOO00bO00bOo0ooDOoooDOoDOoOon
000000000 0O00oD0ooO0odb0ooOooooo0ooOoobOOoOooDboOoon
0000000000000 0oD0oo0oobO0obOo0ooDOoDOOooDOooDomoon
000000000000 0DO0000Do0DOoO0bOoO0DOOoDoooDOooDOoOOoooon
0000000000000 0000oO0ooO0bOoOO0oDOoooDOooDo

000000000 00O0bO00oO0oOoO0oOOo0ooDOooDoDO0ooDOobOoOooDOobDog
0000000000DOo0oood0oo0oOoooDoooooDoooooDOoooOoon
000000000000 0DOD00oOO00oO0DO00oDOobOOo0ooDOoooOoDoOoOoon
000000000000 0DO0000DO00OO0ODOO0DOO0oDOoDo

000000000000 0DO000O00oO0oODO0oDO00ooO0oDOoooDOooDOog
000000000000 DO000D0DO00DDO0societal perspectiveO 00000
O00D0Oo00D0d0000o0DbO0o000oDO0bO0o0ooDooDOooOoOooDOooOoDboOooon
0000000000000 00000000O00outcome0000000DOOOOO
00

0000000000000 00D0O0O0bO0o0ooooDoDOooDoooOoobDooDO
000000000000 0DO0000DO0DOO0OO0DO0DODO00OoooOoDOoOon
000000000000 0DO0000DO00OO0O0O00DOD00DOoo0ooOoDOOoOOn
00000000000 0DO00DO0DOO00D0DbOO00DOO0bOOoO0ooDODOoooOoDOoOn
000000000000 0DO0000000DOO00bOOo0ODOoDO0ooDOoooOoDOoOon
0000000000000 00O00OO0U0O0DOO0bOOo0OO0oDOOoO0oDOooOoDOoOn

_92_



gogbbooobbooobobogoboooobooobboooobooboon
gobboooboooboboobbooobbooobbooobboobboon

(2 DOO0OOoO0oOOoDOoOoOoOobOOoOooooooa?

gobbooobbooobooboboooboboobooobbooooooobobag
ggbboooooobobooobboooboooboooboboooooobogd
gogbbooooboooobobooobbooobd

ggodooooooboobobobobobboboobbobobobooooogoad
ggbbooooboobobooobbbooobboobobbooobooobogd
goboboboobobooobobooobooooboogoboooobboobboo
ggbboooobbooobbooobboooboooboboooonobooobog
goood

gobbooobbooobooboboooboboooboobbooobooboba
goboboooooggo

a. 000000000000 00000000000000000
b. 000000000000 ODOODOONOOOOO0O

c. 0000000000000 00000OO0onog

d. 0000000000000 000000000

e. 0000000000000 O0DOO0DOOO0

f 00000000000000000000000000000000
g. 00000

gogbbooobbooobbuooobobooobbooobbooobooobobag
gogboboobooobooobooobbooobooobooooobooooboobod
gobbooobbooobboobbbooobbooobbooobboobboon

gogoobbobooooooobbbboddggdite.bObO0O00oooooBbDOO
gogbbogbbooobboooboobbuoobooobbooobboobboo
gogbboooobooobbooboboooboogobooobbboobboo
ggbbogobooboobbooobbooobuooobobooobbooobod
gobobooboobogon

1) DO0OoOooooobooon

2) DooOooboooooo

3) J0ObOoooOoooooooon

4) DO0O0O0ODOOODOOobOOOobDOoOoboOoboO

5 00OO0bOoO0OboOooOOobOoboobooboOooDOobobboOoboobDobDoboboobooboo

_93_



OO0oDo00oooooooog

6) JDOO00OOoOooOO

7) 0000OD0OOOOpreferencelD 0000000000 0O0ODOODOOODOOODOO

8) I0UIDODUODOOODOOO

9 J0O0d0O0UDO0ODOO0DbOO00OO0U0ODOU0ODO0ODOO0ODUODODODO0ODODODOOd
Oo0ooood

10) 000000000000 o0oooOooDoooon

11) 0000000000000 oboooooooooo

11) 000000 D00O000uncertaintyd

12y 0O00o0dd

13) 0000

gogbbooobbooobbuoobbboodbboobobbooobobooobobag
gobbogobooobobuogobboobobooobooobobooboobood
gobbooooooobobuooobbooobbooobboooboooobon
ggbboooobooobobooobbooobbooobbooobobobooobog
ggbbooobobooboooboobboobobbooobooobboanoboo
ggbbbooobobogobbooobbooobbooobobooobooobog
gogoood
gogbmobboooboboooobbooooboobobuooobbooooobobag
gobboooobooobbooobooooboooobobooobboonbboo
oobooooboobooboooobognypoooooboooboooobooobo2uo
gboboobdoobobuooooobobooooob 200 1boooobOoobog
Nnoooooboooooooboobooobooooog)pooboooboboobooooo
gogbboooobobboooobboooobobbmobobooonooboboooobod
ggbbogoboboobbbuoobbboobbooobbooobbooboooad
OooobOooboooob0obOooboobDoboobobooboobOobo smoooo
gbobooobooboobmoboobobbobobooboboobooboboog
gbobooboboboobobooooobobo20bbobobooboobobog
ggodoooooooobbbobbobobbobbooboooodgouoooooao
gooboboboobooboboobobobobob ysgoobooooobog
gogbbogoboboobbooobbooobuooobboooboboboonoooad
gogbobobbooboooboodbooobooobbooobobooobooaoobd
gobobooobooogobood
bobod™@obooboboobooboboobuooboboobooboon
gogbbogoobooobobbooobboooboogobooobbboobboo
gmoooboboobobooboobobboboboobobboobooboobog

_94_



ggbboobboboooobooobboooboobboooobobooooboooong
gobobooooobooooboboooobbbooobbbooooboboboooan
ggbbooooboobobooobbooobuoooboboooboboobobood
ggbbooooboobobooobboooboobooooboooboooog
ggbbogboboooboobbuooobooobbooooobooooboooog
ggbbooooboobbbbooobbuooobboobobbooobooobog
ggbboooobooobobooobbooobuoooobooobbooobog
gobboooboooobbooobooooboooobbooobboobbooo
gobboooobooobbuoobbbooboboooboooboboonoo

gomgobbooobobboooobbooooboobobooobbooooobobag
ggbboooobooobobooobbboobbboobobobooobooobogd
ggboboooooogood

@ UOO0DOO0OO0OOODOOO0OoO0oOOO0OoOoOoOoOOoOooOoooo
gobbooobbooobbuoobbboodbboobobooobboobboobg
gobbogobooobboobbooobboooo

lioondooooooooooooobooo
Q000 1000 0000000000000 bbooboooboobooooobog
jy OOoobooooobooboobboobooooobboobooooOoooOoDo

ooooooo nyooooooomooboobobooobooooboooboo
gboboobobobobobooobgb coboooobobooooobonbog
gobtnogobbooobbooobboobobooobbooobboonobog
ooboooboobooonooooobogboooobbooboooooo™moboooo
gogbbobooobbooobooobboobbbooobooobobooboboo
gogbbbooobbooobbooobbooobboobobbooobooobod
O00obOob0obooOoboobOobooboobooboboobobobooboboooo2o
JyiooobooobooboboobooboobOhobboooooooobooboo
gobbogrogboboooboboobobboobobooobboobbood

Q000000000000 ToerishumanD OO OO0 ODOOO0OMMIOOODOO
00 1999 O Instituteof MedicineD D D OO O O0DOOO0OO0ODOOOOOOOODOODO
ggbboogooboobbooobbooobuooobboouobbooobod
ggodoogooooobbobbboboobbobbboobboooodgouoooooao
gobbboobobooobbooboboooobboobbooobboobboo
gogbbooobooboobbooobbuoobbobuooboboooboobboo
gogbbogooboobbooobbboobbooobbooobbooobod

_95_



ggbbooooboobobooobbuooooooboooobooooboobod
gobogbbooobbooobboooboobobuoonobooobboobboo
gobboooobooobbooobooooboogoboooobboonboboo
gobboogobbboobobooo@muoobobbooobboobobuomoboo
gobbooobooobboobbbooobooooboooobboobboo
gboboobobobobuoboboobobobobbowod1bboobobo
goboboooooooobogn
JyiooobobobbooboooooboobboooobobOoboobDoOobO

gboboooobgoobocrbbbogboobooobobooooboboooooboobog
goboboboobobooobbooobooooboooooboooobboobbooo
ggbbbogoobooobbooobbooobboobobbooobooobog
ggbbooobogbooobooobboobobbooobooobbooono
gobbooobobooobboooboooobobboobbbooobboobbooo
gobboooboooobboooobbooooobboooobboobbooo
ggbogboooboooobooboboobbooobboobobbooobooobogd
ggbboooobobboooobboooobbbooobooomoooobog
ggbbobooobboogoobobooobbbooobboobobobooobooobog
gobbooooooooboooon

gobbooooboooboboogbobooobbooobboooboooooboon
gobbooooooooboobbood

gobbooobobooobooobooboobboobooobbooobooobobad
UOOFDA OUOODOOO0ODODOOOO0OOLOOO0bObOooboboboooboooobogd
ggbbooooobogobbooobbooobboobobobooobooobod
goood

_96_



