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Table 2-1. Japanese hospitals categorized by the founder

Academic hospital Number® Non-academic hospital Number®
Public National university hospitals 65 National hospitals 242
hospital ~ (Ministry of Education)® (Ministry of Health and Welfare)

Prefectural or municipal 10 Prefectural or municipal hospitals 1,078

university hospitals (Prefectures, cities)®

(Prefectures, cities, towns)®

Private Private university hospitals 96 Private hospitals >8000

hospital

a These numbers are those of 1995.

b In parentheses are the founders for each category of hospitals.
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Table 2-2. Descriptive characteristics of the multicenter phase 11/111 studies in the
database (n=217)

Characteristics Mean (Ratio)* (Min — Max)"
Number of subjects per study 177 (15-570)
Number of institutions per study 51.7 (7-148)
Number of subjects per institution 3.99 (0.4-22.3)
Number of national university hospitals per study (a) 144 (27.8%) (0-50)
Number of municipal university hospitals per study (b) 2.5 (4.9%) (0-11)
Number of private university hospitals per study (c) 11.3 (21.8%) (0-35)
Number of national hospitals per study (d) 34 (6.6%) (0-14)
Number of municipal hospitals per study (e) 6.4 (12.4%) (0-33)
Number of private hospitals per study (f) 13.7 (26.5%) (0-64)
Number of public hospitals per study (a,b,d,e) 26.7 (51.7%) (0-84)
Number of university hospitals per study (a,b,c) 28.2 (54.5%) (1-89)

a The ratio of the number of each type of hospital to the total number of institutions per study (i.e.,
51.7).
b The range of each number (minimum — maximum).
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DEE DFHIZIFIZ x4 THH-7- (Table2-2 T54.5% & 45.5%, Table2-3
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IRFBMEHEDO RN H DD Tt F 2 5[11]. kMR sd LitZe
WEKID T a7 7 A NV RO EMEIIEREEZES (IRB) £0%EELE
CTHI-THH D Z bk, REICL > THEFICREREBENRKETHD, R
HARTIX, fEk, IRB LIEARPUMRLIEESR BIZIFEKERZER) DA N
—NER 5> TWDHEFRENE -T2, RBELZD X 5 REIKNART
bolebBZB2 b5,

Table 2-3. Estimated compositions of studies implemented in different types of
institutions (1995)

Public vs. private Academic vs. non-academic
Public Private Academic Non-academic
hospitals® hospitals® hospitals® hospitals®
Ratio to total 51.8 48.2 53.5 46.5
contracts (%)
<Category>
CNS 8.4 9.5 9.6 8.2
Cardiovascular 13.0 9.9 13.2 9.7
Respiratory 1.0 0.7 1.2 0.5
Gastrointestinal 4.6 3.8 4.6 3.8
Hormone 29 3.0 3.0 29
Metabolism 5.3 4.1 55 3.9
Allergy 2.6 1.9 2.7 1.8
Antineoplastics 3.1 1.6 2.3 2.4
Anti-infectives 2.7 3.9 3.2 3.5
Others 8.3 9.7 8.3 9.7

CNS = central nervous system.

a Each type of hospitals was defined in Table 2-1.
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& Table 2-5 (oW CIXRIELIE CRliH 4 %,

Table 2-3 /5, EFKEIDO X 4 712X 0, BI04 2 RBREEIR ORI F5 T
DENRBHDZ ENDID, TEbiemRIiE, ﬁm FREE, AR, L7 L LR —
E DT TIXERAIHFFEO S ML & < PRI, PUSRYYESK CIX
FSTIRBED SRR Em o Te, Fo, PrirEER 3K & FURIYERZRT &
Ao EDFEIRT, —MFbE L D b RFIRBEDO BN & o T,

AT EANIEBE & FASLHEPBL O sk

Table 2-4 \Z[ERSLHBEORERS NN L RABR O JE MR & OB EZ R LTz,
AR T A VAT, RIEEMNAREZ ¥ —12nb 2 L (ThbbA
BTh\wWZ L, Table 2-4 ®”Type of principal investigator”) &k
BRZINEAANLIRBEEIT A DOBIRIZH > 7, |H GCP T DIRERAAFEE RN 23 2N =%
BERIZIET HERIZ. HDDOKRF: « SIGHTEWRINOIFREE A2 BIRT 5 2 & 0%
WIEA D ZEIIAGIEBRTE H[16].
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Table 2-4. Characteristics of clinical trials preferred by public institutions

Model

Model 2
(Variables A+C)

Model 1
(Variables A+B)

Number of observations
Dependent variable

217
Number of public institutions in a study

Explanatory variables 25 variables 16 variables

Adjusted R? 0.90 0.91

P-value (F-test) <0.0001 <0.0001
Explanatory variables Coeff. (SE) p° Coeff. (SE) p°
Variables related to study design (A)

Study length (month) 0.12 (0.06) 0.03 (0.05)

Phase (0: phase 11, 1: phase I1) -2.19 (0.90) -1.27 (0.83)

Double blind (1: double blind design) 0.60 (1.20) -1.19 (1.12)

Placebo use (1: placebo used) 1.26 (1.30) 1.18 (1.20)

Length per subject (week) 0.07 (0.04) # 0.06 (0.04)

Type of principal investigator -2.53 (0.95) ** -3.48 (0.81) **

(O: public sector, 1: private sector)

Number of subjects 0.00 (0.01) 0.01 (0.01)

Number of institutions 049 (0.02) ** 0.50 (0.02) =**
Variables related to specialty® (B)

Psychiatry -4.41 (1.92) *

Neurology 159 (1.66)

Gastrointestinal medicine 2.44  (1.78)

Endocrinology 6.68 (1.81) **

Cardiology 3.15 (1.76) #

Dermatology 2.80 (1.94)

Anesthesiology 6.64 (2.30) **

Ophthalmology -0.15 (3.04)

Obstetrics and gynecology 1.59 (2.05)

Nephrology -3.66 (2.08) #

Otorhinolaryngology 412 (2.22) #

Orthopedics -0.43 (2.20)

Pediatrics 6.38 (2.69) *

Urology 0.12 (3.55)
Variables related to drug categoryb ©

Central nervous system -0.71 (1.35)

Cardiovascular 527 (1.25) **

Allergy 321 (151) *

Metabolism 0.46 (1.61)

Antineoplastics 7.14 (1.61) **

Anti-infectives -4.72 (1.65) **

Coeff. = regression coefficient for each variable; SE = standard error.
a P values for each t-test. ** p<0.01; * p<0.05; # p<0.1.

b All these variables are dummy variables.
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PAZE DM DOEST ("Phase”) OREBATH -7, Tk, 2 3MHRERTIX
EANLIRBE DB Y . FALIRFED SN2 D Z & & d, SE0E
TIATITABR OB (EREEE. HREHE) 2R TERLEENATND Z
EDD, 5 3AHRERO N EREER OSIEN S\ 2 L BNEMIC SR O S
I AL L TWD L IEE 2 E, Z OB E Ui, K¥Wbta & TeE A
IRBEDHAMTVEN S D ATRENE, & D WIIBEOMO T e —r 3 VHIRE
Zoivd,

Fo ETVL 2 & BT, RSINEREMERIZ ("Number of institutions”)
DFEITK 0.5 TH Y | MOLEBOLELZE LIz ETORY TR 6Rd-o
77

ARBCEA - BER AT X L AT, R (Tpsychiatry”) ., HiEY
JEE ("anti-infectives”) IZBWTHDOBBRNA LN, T OBER
ORI, FANIFFRICB N TE LS E SN TND Z ERNRB Iz, Wiz, 7§
Bienfl ("endocrinology” & “cardiovascular”) ., FELE
(anesthesiology”). /NEFl ("pediatrics”), HlEEEHE
(*antineoplastics?”) [T EDHREE R LTz, ZiuH OB IFRE T
Do

B5H  KFRBE & —RABE D Lk

Table 2-5 ([ZRFIRBEOFERSINHL & 5 REER D 8255 O BAFR IR 5 Bl
ST DRER AR T

AR OHOHELT ("Phase”) (X RFHEEE L AOHBICH -7z, EFZ /L1 T
1%L~V THE Th - - NEFEEEE% ("Number of institutions”)
DIRENT0.44 TH o T2, BT /L 2 1BV THERE % (Number of subjects?)
DIFREPHE ThH o2, TORE SIS hotz, Table 2-4 OfER L i
D, RISEMOPTE & OBMRITBIE S o T,
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Table 2-5. Characteristics of clinical trials preferred by academic institutions

Model Model 1 Model 2
(Variables A+B) (Variables A+C)
Number of observations 217
Dependent variable Number of academic institutions in a study
Explanatory variables 25 variables 16 variables
Adjusted R? 0.82 0.82
P value (F test) <0.0001 <0.0001
Explanatory variables Coeff. (SE) p° Coeff. (SE) p°
Variables related to study design (A)
Study length (month) -0.02 (0.08) 0.02 (0.74)
Phase (0: phase 11, 1: phase I11) -244 (1L12) * -2.34 (L.17) *
Double blind (1: double blind design) 1.92 (1.59) 0.03 (1.60)
Placebo use (1: placebo used) -0.77 (1.74) -0.85 (1.71)
Length per subject (week) -0.00 (0.05) -0.03 (0.05)
Type of principal investigator -2.30 (1.27) # -1.16 (1.15)
(0: public sector, 1: private sector)
Number of subjects 0.02 (0.01) 0.02 (0.01) **
Number of institutions 0.44 (0.03) ** 045 (0.02) =**
Variables related to specialty® (B)
Psychiatry -3.52 (2.55)
Neurology 580 (2.21) **
Gastrointestinal medicine 0.65 (2.36)
Endocrinology 7.05 (241) **
Cardiology 7.60 (2.34) **
Dermatology 750 (2.57) **
Anesthesiology 0.43 (3.05)
Ophthalmology -3.47 (4.04)
Obstetrics and gynecology 0.73 (2.72)
Nephrology -2.76 (2.76)
Otorhinolaryngology 1.48 (2.94)
Orthopedics -2.78 (2.92)
Pediatrics 0.34 (3.57)
Urology -2.86 (4.71)
Variables related to drug categoryb ©
Central nervous system 338 (1.92) #
Cardiovascular 7.01 (1.78) **
Allergy 3.69 (2.15) #
Metabolism 0.90 (2.28)
Antineoplastics -0.81 (2.28)
Anti-infectives -458 (2.35) #

Coeff. = regression coefficient for each variable; SE = standard error.
a P values for each t-test. ** p<0.01; * p<0.05; # p<0.1.
b All these variables are dummy variables.
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A —EHTIE, T 1T, MR (Cneurology”) . fER#EH

(*endocrinology” & “cardiology”). /&% (*dermatology”) 73iIED
L 720 BT 2 THRBRAR DA ("cardiovascular?) 230130 ED
3 QALY

FAH BE

1IH ARG OHIK & RS

INETOREIT., BAROEEMEAZRIKLE L ThHhIZE EIT, Fh I i
EBR O - BHEIOS U T, BRBRA~OSIMRIN R > TN D Z & R
HHEDTH D,

PR 72 BEIC A DN, AOHTIZE T D HilH) L OBRA 2=,

£, Wb b1 7 A publication bias Z &, BIRAAL T 2D
ATREME KET%&V{N]'@if R LI RS 22 0 o TR S A FR S
TWRWATREE IR ICHER SN TWD, 72720, AREEIR U7z TERARREMN

DL %E&Ltﬁh%b%ﬁv%héfa%&%%%kﬁ“é’)%&/XTF?‘E%%
HI2ME LD L FETHD, T, LkE 45E0ARNOHME LD T
AR+ ThHAREELH D, L L, ARICBIT 2 EEIEG IR H3H
A IRISERI ORI Z N E L TV & Fio, FERIE S ORER T
INGAGETIREIN—SNTND Z 0D, EEAREHFICEL L, 46
D 217 REROMHIC KR Z MR H 5 L IFBEZ LR, Wby bH A —T 7 v
FEO/NBZ2FBRICBE L TiX, 2<loT7 e —FRnLETH D,

SHTETI/VAEKROZSMEICE LT, B2 BERor 28 H L2 ARE T LV TIL,
multicollinearity OREN, R A R TE2HIC L 50BN D
R PITFTWVAZ EIFBETER, LrL, KRETOONO BIJIEE LK
DIFEDEA, VA XERENIGGHLEHZETHHZ &, BEA L =Bl
ST EAIT> THRRICRKRE B RITR SN &0 n BERARBBEIE RV E
EZT,

Fro, AEEMA LIceT E, FERERERE ORI - & Bk o @M 4 B
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FiF2 60 THY, RBOEREORE 0 ACBMTHT LA Y — (ERHE
ok, dBRFEMEM, JIEEZE) oLy, EFX—varefrtr747
BEBECAESE L TEVIAALTEET VTRV, 51T, KRR % B i
LA, HBOT VA Y —OITEZFRIRFICE D IAALTE, XV EHERET LN
VETHD,

2T AFRDEFREED DRetth R O R EI OBLRD D

Table 2-4 KUY 2-5 OOHrfiRIZ, AROEREREI RN E DL 51
RRLIED, £io, YOS A TOEFMS L0 X5 afellz fle LTE
ERMLTVD L EXLND, BRAFOMRO > b, 25 Lkl % e
PR LTS L E X BN DIRKOERICET 5 5D Th 5,

F9. PUEGEHEORBRICE W TEANHREOSM (F5) NEn ik, #H
S BSIN AR X =BRSSBT SN TV A EEIZ R LT
WhH I EERT,

HOBGRFEBRO—E L L THRE SN TWDENIFREICIE, BNAOMIZE, i
TP AR, TEERAR A, NERE, T LAX—F0EROEFIREICE
s B 5 2 DR EMIE - IREX —7 v M LTEmBEnNFET 5 [18]. %
F oI, RARICENRFEE O % B AR LI EEBYR O 21T 7223, 21
OB EA OENREBESFAE L TV S iEIk O 24 (Cpediatrics”, CNS”,
“allergy”. “antineoplastics’) OFRHIIV TN LA ERIEDEEZ R LT,

FRIEEL D FEBR CEASLIRFEDO MM\ Z 1%, ARFRIZBT 5 FREREIE O
FEIRMN, EM7EER 2 BN LG WIEASRBE N SR 2 572 & ) R 7 F 5
ML T & Bbivs[16].

TN HLUSMTEIEE ST Btk B 2T ER AR E ORI TEANEEE D SN
M EIZHOWTE, EAYRFHRED ZOF TOFENmNZ LItk D
AREMED N B D, F o, FUSBEYEIKEORER CTEASNIFHBFEO S MR D722 L I2D
WTIE, ZOFEBORERIZIR, MR RFNRES 7 U = 7 O FF DNEFIE %
LDOFNEONRHDLHZ L2 RTAREENRH D, L, 2o ORERITIASHT
TR SN DO TIE R, MEEZIXS DICFER IR LETH D,
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REPBEDORE] « FEITB L TiE, MBERERHE, PRI & W o T2 iRIR
BRI E 2 < FEhii SN2 BHIIC BN T 2 6 DR DOEEINRE W LTS
NTHDH, LL, RFEICHIGFSNTWAEE, 3 72b b st DER O -
k., HEEITO 2 & LDOBMRICE VTR, AR TS & LTV 563
IRKRBRO BRI, TNODOHAMNERERIZAEET L0 TIERWSGELH Y (F]
ZAT FEEEN ZBAFAET D B C ORRIR B EEB N D 72 6D DFRER) . AT
Dt R & SEERY 2P D FRRITERITIME L7V K S IEENBETH D,

BIZIE, BERORBRIZIS W TEI RO S IMER L0 & DFRERMPFTF S
727y (Table2-5), ARSI AR E LICRBRONE L L L, 4T LHAETIZ
EWEFKEDRRD B D O TR o7, bbAA, RFEFPET L ER
TERWRBZRR (BIAIEX 74 Y b=7 2+ 2380%) 7"H52Lb
HETHD,

FEI3WE ABRT VA UEEOKR EBEFRNA T 4 7 ORENE

RERT VA VAT HOWTIE, EASIRERES I & 5Bk O R K O S B Al 23
e 7 2 =28 T2 2 L BADOBRE R L (Table2-4), R¥HBESNE L
REROHNADOREZ R LT (Table2-5), TSN DOEKIZSW T, £h
ENORBOREIEZZZD L, PIHERBRI R ST & 135 L HEW,

RBRT VA VB> HLOW o0, RO a2 M EKMT S, BZIE,
KOG T A o (B 21X " H 5 REER LGSR double-blind
randomized controlled trial) OFE(ZIX, T=% VU 7 O EfE-ChitT
HLEOT, KVBEHPRDPNDZ LI THETE S, ABROHBEZERTEH Bz
kB A, R X RBRoRE M L EER O,

RWEHIA T o 7 D8R I AR B O U R 7o & ENT, kD =
DL B BLZE N,

BT, RSB EENRR AL KT 8B & LT, @8 A Y v bR
FTHETONDDILEART- L2 FEZTHH[19], BN KFFPBE & FANLKFERRFET
FEERRRER N5 D TN | ~OIRIFIRIAN R 725 2 E bbb Tun5[20,21],
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BT, BRI, WBRE - ADH T2 DRSO R AR TR, B
SEIRBEMNFASIIRBE & D I D TR o T E W) FEERH H[11], 72720, %
T4 B CENLRFRBEICHIESE N b TR D | 225 EO SN,
REROYERE H7- 0 Bl &1L > TR > o RUICITEERLETH 5 [22].

BT, RUICEAS KR ZOBMAE o728 LTH, AKFRDEAS sk — %
IZH B D TEGIE EOGIFKIOFEBITImAE T X v, flx X, 2K LIERIEK
DT — X BFREEIETE 2o TG/, WEEICZ DK - X%
Moo e TEE L RECTHoT-Z EFEFTHMOLNTWAS[23], 295 LT
AESIE, YR, EASHPE CREBRZ IS 5 Z L RN TZERICR 5,

Table 2-4, Table 2-5 [ZA D L 51T, RER OB A % 92
EEZONDRERT A AL, WTRLh . EANIREEE &K O KT O ER
S L B 6 2B RBO DL oTe, ZOZ L%, HRRBRO SRk
AR DN IR 5 (B I3 TE Bk FR R Al oD 2N R R O ] 2 52 1
ANnd) BT, @EMAIHWREN RS bobEte) 23, IRERE
REF o TV RNWZ L E2RR LTV D,

Tk, ISRBRERINOEIR L 72 5 OB METH D2, Bz, kL
Te G AT O R CRF-ORH) | HEIFAIHK (FEFMEO S OWEMOFEZ FTe) |
HPFRR S (B2, FFEOHIK TOALFERIN IR L H D) EREBIN
Do

INOLOHERERALNITDHI EIE, LrL, 5%OMEHRETH S,
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FHIE AKROBRABROEICET L5 L BE

%2 BECIE, ERRRER A I3 5 IR E R A Y T, BRI ORI L
FE RS D B e & OBF AT 2 AT, AETIE, BKRBRZOHDICE AL
YT, FOHEICET Aikimx BT 5[24].

Bl B

RARBR OB 2 s0R AN OR T HEIT W OB 508, KE T, T DR
%rK%J@ﬁﬁﬂB%é_&%ﬁﬁéoTﬁbE\lWﬁ%ﬁE@ﬁEGW
AW L TCEMIN TV, EX - REFRH D & THIEZEONEITED X
DIRH DD, E  AESFOFREKNIAN RO 535 A FEMIC T 5,

Fo. ZOREPEBEBAEO L DN, HDHWTMEATHILBEICR 55D

NHBEREVRTH D, F 3EHITBW T, KEOHHIYETH 2 KEARME
LT US-FDA (United States-Food and Drug Administration) O
GCP HZEDFIR &R R TR L, AMOMAER R L O 275,

B 1L ETERNTEBY, AFIZB W THKGREEE R 2B T 5 72 OERKR
B D EHuITIEFEOHM TITdh 5, Fak 13 4 (2001 4) BIfE, FEM7ZR#EIX
JEAESE LTo TEEGOFEKRBROFEmOIENE ] 372058 GCP IZED b
NTWAHA, FRk 9 4 (1997 4) LIRNISEERREA TH 5 IH GCP A3ikER D
EheDO FNEEEDT-HA T4 ThoT,

GCP I&. & DHARMNTHAE B AT, Mg LTI LRV & o HIHIT
F2 <, THEZRRBOEMIZDO LI ICHDHNE ] Z BEEMIZEDTZ A R
A Thb, GCPIZERRFHMEDEKRZLTHY . £/, FK7 paper work %
BIREICRD D Z Lk v, BRRBROBEM « M %2 —EKYELL Lo
LOLETHIENZEDORMBOBENTHDH[4,5,11], Fhe=meki<> paper
work (2B 5EM L, HM T, HE2WIINL OB HAE L & - T, BT
— X Oz S DJRIK E 720 Fiz, B - RIS HERE OHER|oREEE 2
RETITAHELERD O D,

GCP &% 9%f L T GCP &% « #fliiA L4 2 LiTiX, 35T — & OFRFH
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EEMEDORGE CRERDEBEDTD) &, DX O BRERDN (FEBIZTIEH D
N) ATOND Z L 2 EFEHE - ERCRFE LT b2 Z iz k. BUIHERIZ
ZINL TV DPRFIER « BB Z 520 E ) FOEELMRTEVD =D
DREBREERID D,

AFRD GCP FA L, EFMmBIWEMIRER - MFEIRIGA A s (LI TR
PHERE ) L 5,) ISk 0 E SN D [24,25], A RGBT, EAESEE I
RHFE SN EELORFEERNCE TN DR TH 5, AR ZMizEIL,
W 2—AFEER T, JEFE. u ha L oREFEEEHNCRIT A EEM, mEICE
DX DB ZAT > T DFEOBLENORIRS N D, A I NN - BEXE F
EOTEREZIIEETHEICELN, E 2 THEM, EXORENGE I
Do TORRK, ERIDERDHD YN &, ZOEREZHRBRA KL
[GCP FiA#ER] LREL T, HFFERE LTROLRWVWIGAER, —HiDER
RO T — 2 BT — 2 D bHIRSE2EOHFEN L DNDIGEDRH D,
mF, HEORKERI A SN ICEERAEMN - BT, RERHEFEER EOR
BN BT HEEE (IR LA S L R o T EREREICIIGE
TR DI, BOEBEFIREOLEFIIH L TOHNDLZ L RTINS,
AFRD GCP FAEFEM DO IEAR A F— AL, MM LENIH DL BOD, VAT
LEIROE Z J5 I3 KE FDA O EHEEL L T\ 5 [26,27].

I

F2H AFOERKRABRIZIIT 5 GCP EX - Al

Table 3-1 [CEHK L 1997 4 4 H 75 2000 4 3 H O ENC [E R %
FH L C3EHE L 7= GCP 4 o FEhetkin &2 7~ 9 [24].,

Z OBERIC, ERAHEILIE 331 O IERHE TR A TG LT, N
HERID X A T THD L FILIFFEA 155 Mgk L ik b %< . ARk 63 ik,
FASE R BE 52 figk & #i< . 20 331 AL 775 71 b 2 L& HGITATHI
oo DEV FETH & ERDLEHIT - OOERMEAHMELT GEE,
AT LH), 2.3 7w bV ORBRERMRILZHAE L2 Z L1l d, £, &
X5t BEUE 125 (A E~—X) Tholz,

e
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Table 3-1. Hospitals audited by the OPSR from FY 1997 to FY 1999°

FY1997°  FY1998  FY1999 Total

National university hospitals 3 11 15 29
Municipal university hospitals 2 1 4 7
Private university hospitals 13 20 19 52
National hospitals 1 8 16 25
Municipal hospitals 6 15 42 63
Private hospitals 29 41 85 155
Total 54 96 181 331

a Japanese fiscal year (April-March).
b The OPSR started routine GCP inspections in 1997.

Table 3-1 OFAEIC L V3R &7z GCP &KX « IO NEN Table 3-2 T
&%, Table 3-2 ODHHEIL, EHMEEOTIEREZFICRITD L >OFEHiZ 1
x5, Iz, [77a b aLEs 6 OERES 5 OMEORHEHIZIAY b
ofc), [7a hanks 8 1T 2 IRREAEZ B OFEROHEFEVBER I
TWRholz) FETRT L EEA OGNS, FEfEIX GCP DS SCHNL - FEHIH
NTITHOILD Z ENRLZNDR, WL ONDJEFIZONWTE L Eoziidli 2D 2
Ebb b,

Table 3-2 OFFEMZRDHTIC AL AN, A BRI OGRS ROMIR, FrlZ kAT

REME (Z OIS BARORBREERIZY TUXE D0 1220 TOHIK - RIS
WTCaRR B,

1, A EIOFREIZEA T @B IZAGEHFE D & o 72 1 3 5 0O R R R 1kt
THLDOTHD, 2FEN, INHDIFEAEITTH L HAp gk S 7=l
ThD, W LIEENS DN B0, MIEKICZh X0 HEN
ﬁ%@ﬁhéﬁ\_h:owf@ﬂﬁié@kzékiﬁﬁ%fké E N
A ZAT O ERMERIL T & AIZIEHhE STy, I IEBORRYE KA
BN TERY ., REOEFEEEZ TiER I N—T25H D TRV,

B A2, Table 3-2 IORTHENZOEEFRBROBEOFE L 1T/ 0 220,
SO AT, EBEROERCRARMO A2 53, GCP FHE AT/ ) #H4FD
FIREE L. BUESRCOFMSITHIEET D,
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55Ul e OER - BOREE (EXRKS) 1%, Table 3-2 b IFFeA S
ZEMTERY, ko LB FEFITERANZ GCP ER AL UG I12iL,
FHE R B Z DR AGENHIFR SN D Z L1272 573, Table 3-2 OEK D
EEALITZEDOL D REA R LOTIHARY, BB, EROBEKRS - FBHEICo
WL 4 i Cotrd 5,

Table 3-2. Deficiencies from the GCP guideline found by the OPSR (April 1997 —
March 2000)

Deficiencies Number of Responsible players”
findings in
331 audits/
775 trials®
a. Qualification requirements of hospitals were not met 3 Institution
b. Lack of appropriate standard operating procedures for 41 Institution, IRB

hospitals and IRBs

c. IRB did not appropriately work 244 IRB, (institution)

d. Inappropriate contract 81 Institution

e. Deviations from the protocol 225 Investigator, (subject)

f. CRFs filled incorrectly and/or insufficiently 666 Investigator

g. Inappropriate informed consent 28 Investigator, (subject)

h. Unsatisfactory investigational drug accountability 72 Pharmacy, (investigator)

i. Problems related to archives 169 Institution, investigator
Total 1,529

a Number of findings from the OPSR’s audits conducted between April 1997 and March 2000 that
targeted 331 hospitals and 775 trials.

b *X” indicates the player is primarily responsible; ‘(X)” indicates the player is secondarily or indirectly
responsible.

% 1H RBREREREENERT 5ER - &

Table 3-3 (ZallRZ i3 2 ARSI BALR 9~ D08 « il 2747, Ao
AR DZKNL EFREE O K (FbeR) & [EREZEORM TRk S5 (Fig.1-1,
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1-2), OF 0, WERICEHE T DREREM O KK 2 ELIX. ZTOER TIImiRE
%, IBHEERBESORELHIEEDORE TH D,

Table 3-3. Deficiencies ascribed to the institution and IRB

Number of Timing of occurrence
findings in

Deficiencies 331 audits/ Before the During the
775 trials® trial® trial®

<Institution (a, b, d)>

a. Qualification requirements of the hospital were not met X

b-1. Lack of appropriate SOP for the hospital 5 X

d-1. All investigators were not identified in the contract 62 X

d-2. Deficiencies in the contracts (other than d-1) 19 X

<IRB (b, c)>

b-2. Lack of appropriate SOP for the IRB 36 X

c-1. Inappropriate composition and/or a quorum 18 X X

c-2. Insufficient review 38 X

c-3. Insufficient review of ongoing trials 37 X

c-4. Insufficient minutes of meetings 151 X

Subtotal 369

a Number of findings from the OPSR’s audits conducted between April 1997 and March 2000 that
targeted 331 hospitals and 775 trials.

b “X” indicates items that occur before the contract of a specific trial (i.e., before the actual entry of study
subjects).

¢ ‘X’ indicates items that occur during a specific trial in research institutions.

Table 3-3 Ti&, RABRZOICERT @R EZ Aohs (d-1, d-2), &
o ombIL, B ROBEICELZEZEZX D013 %<, LA, HAD
THRHEFEORBOZR S, TR RIFDRICHRTL2HDNRLZ NI I ED
b, EEEMEPRERZ T 2MEMEEZET 50 (@) X, A¥ v 7R
B TR CREBENE SN 0EfTH L, X, S—br&A
LEEOEMZRBREY EA L LT, YZEMABEET R AR 7 e hau
BB ET D L L ARTEDER LR D,
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RBREAZES (IRB) (2B L THIZ S LZIERICIX, IH GCP 2> 5 1 GCP ~
OBATHITH L Z LIZHRT 200V EEND, B, X5 & 7 o o Eh
RFIXIH GCP T Coh->TH. IRBIZEIL TiE, #r GCP DJfifTiZ& o+ T, GCP
FEDORF R TITON TV ORI O HENEH SN TV D RICHEEDRLETH
%o Bl ZI1E. IRB OIEHEEE TIEE (SOP) (ZBd A4 (b-2) X, =D LD
72 SOP LENAILTIIMO TEAINTZZ L E2EZDH L, BITHOREFARZED
KikE b E 2% 9 Thb, IRBOEEHKNA A (c-1) LW RBFEKTH
a3

IRB TOFFEMN A+ LI R (c-2) ITENLEMINTVWAH[28], EE
HWERHEVIZHLEL ORBRES EZ T TWDLIENZDOELLFRKNTH D
[29]. IRB O#EFHEN AT THDHZ L (c-4) bHEELIIFEHEINTWDHA,
IRB HHERNFTET HICONTI DL D G s Z EnFsnD, Ei
FORBOMEGEN 27+ —T v 7% IRB BNE->TWLTr—AHLEhoT
(c-3),

F2H RBREREMPEGRT OER - B

Table 3-4 |25k z S0 9~ 2 EERATIC ISR 208/ - I 2 256 1 72, & HH A,
b DA TIZOWTRBREMEMICEZ D BENH 2D TEA < #
BREMOZER LT 1 b =V RO RMISER D85 H %0,

2 < AbNDBEEUEEN (e-1) & LTI, FlmER. BRI 56
DD B R A& BE OB E S B e PR O BRI T 50K (B 21X
TV NA = — PR B ORBRICSINT 2 R ¥ELESE) RETOND,

7'a b AV THERANEEIN TS IFHELEHT 2 2 8 (e-2) ITBROE
AELIIETEEDLIN, KMTIEIZOLIRERNE OO TELEAETSH, ©
UL, HAROERRREBRA, LRI H 5D 5 IH % 4L T7 rTRE 72 E R R RO =
BB TISHHASAEINLTWD Z & BARDERMD, —MBIC, AT & ifte
ZEIE D EEDbNA[30], £o, BIRBRAEN 7 7 F 2L 8RB0 IZE I
Wik (e-3) b, RBRT — X O K OWERE OZ MR OBLENORIETH 5,
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Table 3-4. Deficiencies ascribed to the investigator

Number of Timing of occurrence
findings in
Deficiencies 331 audits/ Before During
775 trials® the trial®  the trial®
<Protocol violation and deviation (e)>
e-1. Selection criteria were not met 105 X
e-2. Prohibited concomitant therapies 53 X
e-3. Clinical tests were not done as the protocol defined 67 X
<CRF problems (f)>
f-1. Incorrect descriptions on concomitant therapies 329 X
f-2. Incorrect descriptions on clinical test results 167 X
f-3. Incorrect descriptions on adverse events (AE) 107 X
f-4. Other problems related to CRF descriptions 63 X
Subtotal 891

a Number of findings from the OPSR’s audits conducted between April 1997 and March 2000 that
targeted 331 hospitals and 775 trials.

b “X” indicates items that occur before the contract of a specific trial (i.e., before the actual entry of
study subjects).

¢ ‘X’ indicates items that occur during a specific trial in research institutions.

Table 3-2 XU Table 3-4 nobnd LBV | fHRMOT T 2V OMNE
Bl EE (case report form, LLT [CRF) &9 %,) DN ENRNIEME L
WD THD, ZOFTHRSZWVONFEFEITMHEH Sz 0 H3EE O R
(F-1) ThH D, B OLHNFEADEZIZHLDITHEHAATH DL, Mx
T, [FENB L 5 2 70 W EEF O 513 CREIZFEH T 2 MR 720 L 978
fRE G DEMBNOTIESZE N E L HEETH D, BlxIE, HREAES
FEOFLHIRNITZ K OGAE ZOBMRIZESW TNz, §2FThRe, 2O X
O IR T L2 MR L OFEKRIRANSA T AL IR D AR B D,

FRARAE (F-2) OAEFROBRTH (F-3) 1L, BEMORNTEENEZOR
HTIEHD, LL, T9 L7 CRF Oft# I A &2 BICTERMORNEEDHITIRT
L2 CIIHALMNIARY THDH, BEORKIL, RMOBEKABRIZH b -ko =
DOREN T2 KIGTH 5,
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B2, [H GCP FTIX, IRBRKIEE 7= 2 E OB Y E N, B O R
T—H (DVTEIGBASNTWDAET—X) ZHE L. RBRAEBRICH#EYIC
TONTWD Z L E2MERT 22 EBRFINTW RN o7, EMEICIE, Zhid GCP
T3 < EFEIEOTMEHITHT DR TH - 7208, ZDXRMAIEL 1996 F 3=
EWIETEES TV,

B, RFORBROBIG 21X, Bk T researchnurse & ME T 5 a3
MR & VAR — T ARFENEE L TVl o 7z, AFNICEBW T research
nurse, clinical research coordinator (CRC) & IEEN %65 /1&
R TEEN & 46D 2 DIE, # GCP D FERLIETH 5,

BT, ERREZOOXMOFERE LT, ERSIEMRIC, 220, YRy A
G CRF 1B L, BT 51 8T 4 THBFIE L o7, CRFIZ &
RKIEAXDO G ON N T, EMITEBRE TR M L72ERI D CRF & % & TF
KT HZEbEhot,

ZDO=2D2b, H—ORMPE ", E_OXMEELETEREL>TW
LW ERT, RbEKRTHLTEEXD, HGCPIZBWTE=ZY 7 -
BEEOEMOBHEIMEKEFIC, £z, ZOZT ANFE N EEEEICGR S
ZEIZERY B BEOXRMLEORICDO R L L TRAICHBZEINLTND
FENENEZEMNT D,

B _OXRMIZBEE LT, HARTIZF — AEFEOBEEMNE LA R L Tz
RBHBNLTWDH[31], £z, EkRIE. IR - R OFEmIZHNC LT, BB
SR8 AY v FOZ I BERM (EBR) ICH, B hmL3EHE O
FRBRBSE S (3t L CHlibI 22 M S A D A D = R AN einolzZ &b F
ETho,

mE. EREER DM B IRER I EATNICAR 2 RBE RIS KIS T 272 DI2id, &
BT, KR - EREBEOHE - WMEBIRIZI T D IRMFE e (BRI 23
) IZOWTOHBOREPLETH D, KR, FRREEERSE 2N LAY & O EE AT
D, REREREMOFFE - BEO T, REROHERM & LTI TREICS T
D &0 AR, WRRBRORY: (5ikim) « MEO+D R E2557200
AISNOHHERLETHY . £z, AHTHA D,
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AFRIZEIT 5 CRE OREfMEI D EEIICED L 9 RIFFsZ 7= b3 hizo>0n
TIX. AREICEIT 2 fbm 2 MR 2 3BT 1T 2 i assay
sensitivity OEANO DFEMNBFIEETH H[32]. 77 BARDOMHE DL
IZHFENIRWVHARTIEL, AZMEOREEEORER & U TRSEMERER (R I21X
FELMERER) NIEmBIND Z NS0 oTz, DX D 72T, CRF OIEKN
RIEFEIZITOIL TN D TR, ZAUERER O M E 2 Kbt 5 H e /EH
L. BN TH D & Oftima Seh¥ 52 & L7725 [33].

T TR ROMERZLFE 72 LW D PR - ERIOMELF BRS S EAE D 57220
& T, CRF O RIEME S IT3EFHMIc BT 2 EEARMEE L TA% bM< E
RENHREFHETH D,

WI3IH AL T7+—bFRarky MIEKRT ER - Bk

BENOA T —L Rartvy NEELIBEOER - @A Table3-5 (27K
7,

Table 3-5. Deficiencies related to informed consent

Number of Timing of occurrence
findings in
Deficiencies 331 audits/ Before the During the
775 trials® trial® trial®
<Inappropriate informed consent (g)>
g-1. Lack of legal representatives’ consent 12 X
g-2. Insufficient explanations provided for subjects 8 X
g-3. Informed consent records were not maintained 8 X
Subtotal 28

a Number of findings from the OPSR’s audits conducted between April 1997 and March 2000 that
targeted 331 hospitals and 775 trials.

b “X” indicates items that occur before the contract of a specific trial (i.e., before the actual entry of study
subjects).

¢ ‘X’ indicates items that occur during a specific trial in research institutions.

Table 3-5 OfEMDIT L A L1, ERRMERRFESNRH S0 D
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HLOTEFRL, Btk Lo Th 7=, F 3 filck\WTks LB, HA
DA TH—LbL Farty MEROEBEROEIL, KEOZN L L TR
LN E DB DN S0 [34,35]. D Z LIINT L HARFRORERICMHELR O
BN WD L 2R T O TIERY, BlIX, EANEBEREOT VY A ~—
OB Z ) e AR 72 LSRRI S 72 2 &2V L 7e DN L o
Bl LT B 5 [36].

NRORERE CHU R RFHEEORIEN G LN TV RS2 —2 (g-1), [
BEOBRICHANEBT T 5T D HRRIZSIN L2 WiG 6 ORI ORI
NTACEASCEIR VAT TWARNWIZ & (g-2) ZoRbi b AR5 Tnd,
b, WAEO—KEROFE ALK LD EEZEX BD,

FAE BBRROFH, TEREICHETOER - &

# GCP F OB 1T T <, [HGCP FlZHBW\W T, EMSEEIRIRIE L &
THEEERWT, WBEOEERT (Bl PARBREOEHEITY Z L NEnoTz,
Fm. FARIL, 2< 0EA., HELOBAKRBROFEERZIRATNDHZ L
%<, FO@E 0RNHEBROMEOE_OFHEZIZE > T,

Table 3-6 [ZFEH OB & ERRE TS 218K - MO Z =~ LT,
REY 2 HAEHE (h-1) Ol E LCiE, BB ICEAINR@E ) 22 85851 (B %
IXERTOME A 2L (ITRE SN TV, kLD T575—2n%Foh
%o MBEEHEDERMTONL TNARNI L HE L, FRICEMN A SRR
AL CWEERERE T, WREOHMOLE N K-> TN L d
»Ho1- (h-2),

JRERE (BT, mAER, RS CES) ofE - FHICHREDN RS
iz, GCP &I LI =R T, JREBIORE & D WL T HBBEFE SN
THIELRNWZ ERRE LTHo7z (1-1), ThIFERETED NI T
DIRERY (5 M) 22 2HIROREITOWNT, BKRBROEBHAE 2 ED
L EEILICHEIREON -T2 EMFELDRKTH S, ZOFJEHH GCP
DRE L L HIEESNT,

ANTIHRATH ST v T —b Fariy hXEMHELTLE-Z L
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W I AL SN (1-2),
2O LIEEREEOGT DI, ZICREMICCEEHROLSTOELREZAD
5D TIE/<, CRC REMEBRNEMLO %2 oM T HHAANNETH

59,

Table 3-6. Deficiencies ascribed to the pharmacy and the archive

Number of Timing of occurrence
findings in
Deficiencies 331 audits/ Before the During or after
775 trials® trial® the trial®
<Drug accountability (h)>
h-1. Investigational drugs were not properly handled 23 X
h-2. Lack of adequate records concerning drug handling 49 X
<Archives (i)>
i-1. Medical records of patients were not maintained 21 X
i-2. Informed consent document were not maintained 51 X
i-3. Other record keeping problems 97 X
Subtotal 241

a Number of findings from the OPSR’s audits conducted between April 1997 and March 2000 that
targeted 331 hospitals and 775 trials.

b “X” indicates items that occur before the contract of a specific trial (i.e., before the actual entry of study
subjects).

¢ ‘X’ indicates items that occur during or after a specific trial in research institutions.

% 3FE GCPEZERD B KL

EI1H HROBZEFEREOHEE

ATET TBIZR S L7z GCP &R « M D RFBIIAFRD IR DO FF ez Kk L 7= 6 D
Thole, 2T LIEFEEZIBITHLNNIT L0, Hrxoxty—RIZkD
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AN 2 T, KIE FDA O LG F & A OFHARE R ik 2 3 7,
Table 3-7 (2., XHRIZBWTHE I TV D KED GCP &L DFE FAR &
2 Hi TR L7 AR OMRAER 2R L2 [24,34,37].

Table 3-7. Reported inspection findings in the US and Japan

(A) US (B) Japan
FDA FDA OPSR
(1977-1995) (1997)° (1997-2000)°
Percentage of  Percentage of Number of
audits with audits with findings in
Group of findings findings® findings® 331 audits®
Informed consent 54 21 28
Protocol non-adherence 30 25 225
Records inadequate/inaccurate 25 20 666
Drug accountability inadequate 21 13 72
IRB not informed of changes 8 NA 37
IRB approval not obtained 3 NA 0
Concomitant therapy unapproved 3 NA 53
Records not available 3 NA 169
Subinvestigators not listed 3 NA 62

NA = Not available.

a Data from June 1977 to October 1995.

b Data for FY 1997.

¢ Data from April 1997 to March 2000.

d Proportions of the number of audits with particular findings to the number of total audits.

Table 3-7 OEUE AR T D ICH T2 - T, BERMREORLY i EAL)
DRI D Z CITERE LR TUE R 60, KEOEMEIL, a2 (EgExt
BT o TR EREERT O%) T OZNENOELDH AL SN ELEOHEHD
s () Thod, 2V, ZHORBIEMEMEZELZ LI2F T, FIZIE A
T4 —Ah Rarky NEROEM - BPLAFE R S AEELN 1997 I 21%FE
EHoTeZ LIl s, —J7, BAROEAEIL, 3 42 EH A% 23 i L 72 331
MiF%. 775 7’0 b 2)LRR OGRS FIZB VTR S AVEK - O
Th D,
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KD X HIZ, AETIFELTMODOEKLNFERL SN TR T, K
ED LD 72EHIH E 0 BHENL O TR 2% (0F D, &2 TOHEH 100%
L 70%) o, EHRLEEREO LD R T CERKDOERERAFELIZZ L
LR C X 5 [25].

FROBEHEND, BEREWR CTHAROEEEROFMREEMLEZ1TH 2
EIIRFTRETEDS . ZHETHRANTEIEAALORBROFHED > B, D LBk
D E%Tmue37@§ﬁtfw5 CIIBETERNEER D,

C\K%C‘Tém%%%@i7~@%$$#%wﬁf%éo%%E®
GCP HEDOMRERTIL, Mk, ZIFETOELZIZEB W TERM E XSV E CRF O
RLAK DFR Dﬁ%ﬁéhto_hi KEOH 2 5 TIL 100%IZITWVEER &7 5,

B, AT —h Rartvy MEROER « ORI, ﬁﬁfi <
i@*li@%&ﬁwﬁf%é I BARDRER % K E OB Z HIZHE Lz
_@ﬁiwkf%SJMEE(%1#@§%$28ﬁhm)T&D\_@ﬁ%
KEOFRERIZEE L TRV DO TH S,

2 HEIE L TDOGCP ®H¥KITHBIT S ERHOMEE

Table 3-7 THR.ONT-EEEROMIEL . FEARRER O FHIRILOE N DRI
BRI LIXTERY, ¥R, INLORKRIIH ETHED
BEVAT LAOFTERLINTZLOTHY, BEUAT AIZOEM, FHIER
HHRILETIZRV N TH D,

firk v, B ED GCP O HMEERS B K TIIRE K B2 SICHEE NS HLE
Tbh D,

KENZH T D GCP LD BRI, HiEERORYMZHRET 22 THL Z
KN TH DN, T ORERGIIE L L CURBRFEMEM CTH 5 [26,38], K
[EClE, ER7 GCP B MNEMZ MRIC L BERTRAIND &, YikERIX
(77 v 27 ) A N GBROFEHEDHIRSNDEMO Y X N IEHHE S 4, £z,
Bl Lo TIMEFIEEZZ T D REMED & 5,

—J7. BARDMEHE O GCP FiA L, HFEE AU FE M = 7o AR X
DINEE - fER S NTo 2 & OB OT-DICES LD &\ BER T HITKE
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ERICER, BRSO EEZNL—F O TEBEL TNDZ L%, HED A
DEZTPKEE R D, 612, EREFTERRERVBERLINTH, E
R » ERX A DIREFELE EONT LT 4 2% D Z N0 0 L HADE
BUAT AORERFETH D, TO LI MERNERINTZHE. Y
e DIEATGEE L, ERATAZIT o ICERER - EMICk L TTIERLS, 20
LD ERBAE TR E BFEERE UCIRHE Lo BREE (%) oL T,
WA B OIEHEIC L T AT 4 2R Z L2 D,

LA, RESERBRIMTPICE=2 ) v T2+ ThiRno T 2 ERE
W COBMBEIZORN S TEHE b2 <. ZOGREOELEO—HITAEFEM
2D, LnL, AMTOERKE - Ei & CEDRHRIRIBEREBET D
L BREOWUCOBRNFT AT 4 2R L TERLEZ ER, BEBREMERN SRR O
Bhar ba— T 5FF =g 2RbETCEL—2ORERERTHD
ZEEALMNEE XD,

HKIZ31F % GCP #lifild B DE W, EX - A 5 795 GCP &£ E il
DA'YT 47 (EDQOXIRBRGEICTFMBILTHNDLD) DiEWVE ST
5 AREMED B,

KED GCP BLEE N, LV EAOITHIIH T DERKZELS AHAZ L ATH
LBEATW, Fo, BEMIZZO LD ERK OIS [FH] EhoTnhHET
UL, BRINCEZEIZZDO L O ERKIC K VIEELZ > TELELEFERT 5T
H59,

—J7. BA®D GCP JHAE A, HiF&EEOT — 2 IZHT 2 BEMOMERIZED
HEZ, AT LU THEITL TV D EREE Y 1 RATENL OB ZINET S
EWNWD)AZ U ATHEEZIT) LT, BAROFHEFIZE > TILCRF Lo
—~OEBNLVEBLETHTHA I,

INHDOA T 0 7TOMEL, EHBIOKRRZRE L TOT AT LADOHEIC
ESNWTHAELLZLDT, ELLNDIATLANMEND, HDHWILEDHE NI B
DOTIEe, HEZROIL, I b OREMRLMENT 25510, BEEZHEEH
2352 &7, BEMRHEBIOMMAIZESEE T LAY —RED L S A
R T 4 TICESEITET O RBICBLERHDL LV HTHD,
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FAF FERINZEX REOEKRS

95 2 HiCHiBH L7z GCP & « L OFREE « R IOV THEET D,

e S SRR I o TH AL S 4172 GCP EX » BLITEA T A ol S, (A
BILEREOWLA S, BRI EBEL T, HENICYEZRARICET T —4 %
HEEERE L TZTAENDINE I DERET D,

BRI 72 I OFE FIXEMICHE STV D b TlERny, AFRIATWY
%HEZATIEL, 1996 47 AND 1997 /-6 A £ To LM, 18 Ao 3 Ak
5 (17%) 7 TGCP A& ), DFEVELMG L7/ v ha/LICBT 2&E
DZTENPEMRINTND[39], 750 D 15 Bz OV TIES T &AL ATRE
FIBr SN TWD2, 15D 9 B 3 TITOWTIL, 7 —Z O—# (B 2 135
EOEFHMETIESINZT —%) ZHIRT 5 Z EDRERZITRNOEM L X
nTnb,

—J. KETOELETRERALINTCERKOBERIIZONTH, W DOIHR
TH L LR TV 5[26,34].

SRR LD &, 1977 427 HH D 1983 4 9 H £ TIZHENE X7z 964 D H
HICRHE L T —TF ACE SN D ELZD OB, ERRERDBFERL S NTZON
11% (111 7£/964 7). 5% (50 {:/964 1) IZJHK %8R 5 72D DB L
(For-cause inspection) 235fi L7z & STV 5[34],
BIDSCHERTIE, 1994 FEDOELREED H B, 4%z T 0FFicial Action
Indicated (OAl)”, ©F D ERAER DI R ST T2 OBEELIBINAELE N
FEhE <. 73%A3”Voluntary Action Indicated (VAI)?, ©F D5
D HFBH 2L ENLE L I 7R O 24%73NoAction Indicated (NAL) ",
DF DR ORIN TSN E 2 & Tz [26].

F5HE B GCP D FEME & AFITI T D BRKARDOE DR
FAHIET, & LTIHGCP | CHEM S Nz BRAREBR DR M2, Raz BAR
FINCZET 2D Z LT K VA Lz, AT, 2O DR EE AT 5 B ARDEIK

BRI, BT GCP DEETE B ED L HITEDL> TN OnE TS,
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kg PR Bk D E HERT DDIIES 72T LTI, o+ 2%k (|l
Zix

M) i, T ORBOEPENTND Z &, EHEZETLTND 2 &, #E
ﬁ%%%ﬁwkﬁ\ﬁE-ﬁQ?%é_k\Lﬁﬁﬁkézk%ﬁéﬁgné
[40,41].

B GCP D IFHE 3, _obtyﬁmm&@ﬁwgﬁéﬁ RBROPIC L H B
T HNITEBREOEETH D, LITLIE, T3 GCP OFEfiIZ LV HARDREROE
i%<ﬁéj&@ﬁ%&bk%ﬁ%ﬁ:#é#\%%%%_®%%%E%%K
ERTDHIELITELL, 70, ZOWMFERBEEDO LD LR HNTHB L IZE N
#H, LR RECREHMIO S5 A A5 L9, BRI, 8 GCP &)
B oL, ZHICENE L 2B OHINE ERI D42 A E T E 5 »
CERINDREXTH D,

EH LR OB FI BRI L OBLITKETITH) 2 & & L, BKRHBRD
BBICEREZY TEAREORDIEY & LT, AEITIE, AROEKRBROED

TODWE, Teb b T — X OMFEOE & KRRk 5 kIR L CTH GCP
NGR DB ELET D,

FB1E REOT—FZOEOE

BRI — 2 OB OEFRICE L Tid, [EMEE accuracy &% precision
DR D OFHIIE S £ I ERFELTITONTEY . BARBROT—ZIZBL
THPNAHAITEHARETH D, ZNHITNA T, BRRAEBRT —ZI12>on T
X, GCPHEAMERT —H ~ % —Y A v b O E 2 727 — & OfF
reliability W OBIES LITLITEH S5,

AIENE TIZR L7z GCPER B D2 < 1X, accuracy & precision O J7 i
HEELEZI D0, ELbh—H~OR2)N ST, REnetEILND
LDLH D, BlAIE. #RE OBGIEUEER I 52N accuracy (ZHEEFE A
BEZ2H5HDTHY Hﬁi@ﬁ%ammmwﬂmﬁﬁﬁbmf%é ER
FERTMIC I 1) DREBRZ2GF M E I OV i, EREICITIE D D& ~ DR ENRS
éhéﬁ\ﬁ%@éﬁ%@%yﬁy?47ﬁ%éﬁa:i\%@ioﬁ%yﬁ
VT 4 T O LV A S 2D R 72 upward bias R @ < x5 J51m)
MNAETTODAEEE D EETE 20,

36



FAEOHKRBRICEIEL TWe CRF EOF7 7 LA AL, — M
precision |ZHEHEZ 2 2BRTHDH B2 HNDH, KIERDORRIK - Bl52 ,1‘4l
THEr Aol L TrHmEDTEAIY IC CRF ORRUEGEEELTAT D
EWV o B EDOERNIL, precision DA T/ < | accuracy (I YAREE L 5.
295, F£iz. Fiko upward bias S A VAR EWNEEZOND,

Fig.3-1 ICHRFDT —F OEITH GCP DEANG % 5 WA 2 PSR T
[11]. # GCP »=E/fl%. accuracy. precision ifi ;7 #t#E$ 5 H, ##lZ CRF

HOLEOTFNZET HUEN THEEB IR Z X, precision ~DOFENR
FOREWEE XS, Accuracy OIWEITIE, # GCP OEMEZIT T/ <, Bz

IXREM AL E O BIREAL - RBUL & W o TR RER O 07 k5 B RO b [RIRF ISk
oI B [14],

Accuracy of data
High
Implementation of

ICH-GCP guideline
e.g., monitoring

Japan
(Before)

Preciseness of data

4

High

Figure 3-1.  Schematic representation of the difference in scientific quality of
clinical trials between Japan and US. The arrow indicates the
possible direction of changes in quality
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B2H HBERABRICKHT2FRRICBIT AL

AT, BRI 2> & B 7o RO ERIKRBR O R & #r GCP DE A D E %
Fig.3-2 1Tm7,

Fig. 3-2 O TERARMBRAIE LR L TWDHENE I ) THDH, A
Bz i L CW D ERMIIT, b HAA, BRIRERD BT OTER & 1T R 72 5F 7Y
EICE S b THDHZ L2 (BEDOETLN) BiEL TWD08, fEk, #%
%ﬁ%ﬁ%%@i I IR A T LT E D NI oW TR R H - 7,

ZHOLBSIL TV DHERKHBRO Hikin BIZIX7 22k, 778 RE
%@aﬁ)@@%:ﬁofﬁ\7V&—%%ﬁf%%@5%ﬁrﬁﬁbfw&
VW] EEELTWVWAL42].

Expectation for
positive outcome
High ¢

Japan
(Before)

(After) >

Implementation of
ICH-GCP guideline
e.g., informed consent

Recognition of clinical
trials as research

High

rd

Figure 3-2. Schematic representation of the difference in ethical quality of clinical
trials between Japan and US. The arrow indicates the possible
direction of changes in quality.

Fig. 3-2 offtilix Mg (ER) SIS AU v baRDOLNE
IM EVIRRTH D, ZhiE, RRIZBINT H8EE BEICXL->TIE
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i) OFETH S, B AROERRFERILE R PR IR 0 B o T3 ST
WHENWIERLHY, AT, —RICT T EREEHTL2HEBESU 270
W ENR, BT, 0T v — AT, BIE L 87T%DHk
BREDRRICSIMNT 52 LI LA E LT FERAITHLZ & 225507,
Flo. R2%DHERE D TREIERAN V72T &) REELEZTWH42].

ZOMSIZB LT, KEICBWTIE, MATDREOHIENS (5D ViR
BREERICKRIMATH D7280) . FrIARFTE OB & > TXERIRRER S ME— D
BEOFEL > TNDZENRLIZLITHE BN TV S[43].

X5, BRARRBRICET A ILENFERE AU TNl E 2R & LT,
ARIRIZ B TERRRBRIZBER T DGR E I+ B> T ho 7o Z
EHLHEETHS, ZZTO MR Lix. HxoBRE ﬁ?é%ﬁ&ﬁA*&
DIEZRIEROT T2 EWT D, DX ) RERORMIE., WA (KRR

ZinR LIRS ¢ % (Fig. &2@@%?E@ﬁﬁ_m%éﬁé)@ﬁfﬁ<\
PWERE DREE 2 X 0 RSFANIC L, EHEOEE EORIEZ X 0 B S 25 i
W5 (Fig.3-2 Ot ¢ LA micfrE S 2) [11].

BARBR CHONIRE THIL, BFICIFRENELD [RE] THY | fHEEIC
FHREEDELC DT T EROMEMNELITO [R_&E] TERWETLHIAZ A%k
DIRBRFESEER G AET D, BT DL oic, MREMESDOT VL NTULET~
N UoFEE (20004F) b, BAMICED LI BRAZ AN TEY, £
X 9 REMOIFEIZFRAEICE A OFETIE/RVW[44], UL, EBEICT TR
K PRERBR S & OFLE i STV DT, FDA L EA GBS OARRELE Lo =
B UADENERKMRL T, HREKRETIEIREREBEVDEDH D, ZHHAHO
ALIEAHT %2 Fig.3-2 Offtsh 7 iz m bt 2 EHE TH 5,

B GCP OFEMEIZ LV | HERE IIERLT L b+ idMBE 2 bz ) -
TERBROFERME. BIZIET v X DRI LY —E DR TT 7 v REECEI T B
NHZEELIFT-ZT VT 22 L2720, Fig.3-2 DRHIO X 5 Ze ki o H)
ENEZILETREIND, — 5T, #EE (EA) 2RBICEEITER EoF
WwERDIR LI DNE D 0T, BIKRBRORBRER —RIZB T A ALE TN
DoV ELE, B GCP OFEHEIZE > TEIUTE K E 2B X (T 2 522V ATRENE
DEWEEZ D,
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FAE HSL2EOBRRDDEKRRBREIEA D 12D DA

R E TOHH T, RBOERRBROR ML, R E 5| X200 5 ERIKE &
OREfR (85 2 &) LRI Lo XA - F5 0 (55 3 &) OBLEM ORI LT,
ARETIE, EFEMLBORIZRD b2 REOEENE, BIKRBROH Y HiC
BT Sagam 21T 9 [11].

B1E ERAREREBROEMI LD BH L EE

FRREBR O T 4, BERARZE AN - EIEIEED. B (R odLRET R
Vxl MR DK, TOERAELEDOT LAY —REDOLSICTABELTWLD
N, FNENOFERIFZEDL IR LD TEDLS LVDREIRONEMD Z &
I, Fo7uy ol FOERAEMEEE XD L TEETHD, HRFAERIIEIE
PR FTE2EO T O—FHTH Y . ZOHRKEH « —FB 72 RIT, BRI KT
LIS BICAENIHRERGLTH D, 206G %2 &0 X5 ITHl
LD IFERITANC LT, ORMEMR OB RERITEART e =7 MT
(BEHDNE—H) IREoNLIXETHD, bHAA, WHOMEENHERD
BESRDTTIREIE G Th o7& LTH, RO/ o2 2RI ES , U
AN HYIREFHI SN D REHFETH S,

HZET LAY —ITONT, BRKRRBROFERIT > TERT XEEH & HEEOH
B A IR LD Table4-1 TH 5, 72k, ARTITEMA LHiED
BEZR L IR L TWAER, e D7 LA v —DFEBAEZE 2 5855121%
INGOBEREMINCERZT L ENRRETHLIZ L ZNEEILND, F
7o EEMEZRABE L, BT 257202id, £ORRTORM - FiEimicie-> T
RSB A ET 5 Z L NMETH D Z L EEmOnift L 75,

LI, B x OB Z & 9B X 5 & hEil~D,

40



Table 4-1. Costs and benefits of conducting a clinical trial

Party Costs Benefits

Study subject -Direct costs - Value of volunteerism

Changes in use of health care
resources (e.g., consumption of - Value of positive outcome (ex post)
substances, drugs and services, Life-saved
treatment of possible ADR) Productivity saved

Changes in use of patient time
(e.g., travel and waiting time due -Value of closer relationship with
to frequent visits, time for medical staff
informed consent)

-(Productivity costs)
Sponsor -Resources allocated to a clinical trial -Value of clinical data ®
(e.g., monitors, auditors) Study reports
Published articles
-(Know-how or positive externality)
Investigator -Direct costs -Value of clinical data
(Changes in use of health care Study reports
resources %) Articles
Changes in use of investigator
time - (“Prestige’)
-(Productivity costs)
Public -(Value of therapeutic effects of
(Patients) marketed drugs (occurred

downstream; should be
discounted; determines the value
of data for the sponsor and the
investigator))

a These values should not be double-counted.
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