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Just as “medical practice” involves the doctor-patient relationship, “research”
involves the investigator-subject relationship. Although it is sometimes difficult to
draw a clear line between medical practice and research, we should not confuse these
two sets of relationships. The progress of medicine is based on many clinical studies.
After World War II the ethics of clinical research became a global issue. With the justi-
fication of obtaining scientific knowledge and under a cloud of conflicts of interest,
some cruel research projects were undertaken in which human subjects were treated
as mere tools of the researcher. Although ideally an investigator should be able to
achieve scientific validity of a study and at the same time protect his human subjects,
history tells us that this is often not the case. In order to protect the subjects in medi-
cal trials, a third-party examination system, the IRB/IEC, has been established. Since
pediatric patients-are an especially vulnerable population, special efforts are needed
to protect the rights of pediatric subjects. Because research is no longer carried out
only by specialists, the responsibility for the goals and ethics of clinical research is
shared not only by medical clinicians, hospital staff members, and regulatory authoriti-
es, but also by society as a whole.
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L. IS E LTIRBEAIBT A EYBEREND
%, BYOERTOBRELRITT S O THETEE
EF NV, BEMRICEBBRILESRI Lidn)
TH RV, BREAKIENOBEOFTITbNTE
D, bAETRESZTERIELNE L CHBREEEOR
BERBTELbLR TS, SO L FBBETH-TH
BREOERENSROOND LA EHRLTWS,
DEETSEREACDLEECELCHBRLED. &
B, BB [EERD L EREBEORERKD
2E5 70T b BRAER] Th b, (R HE
DRI &P Tid v, EERE, HERINEE
EERIEHRL L OB E V) BESMER S vb
na. .

3. REBREYEMOMERNE

HEBEHHT ) REFBATICEUTOZ L2
55, . -
BB (BRRAER) OFER, WHREBROBME (RIERRERER,
%1, I, O, VHERR), wEBEZXRSE 7otra-w
(REBRERSTEE), RERHAXE FESE£LEMEA
WL BEE RBROME, URNOFHRE, RKBREE
¥, CRC Oof%dEl, == v 7 LExR, BEERE,

BE BE - BN — BREZWN
BB mm L mEGERE) — FE — AREE
(BEERRER) = ! o "
Fig.1 ZHEBROBGHOER -

Key words : clinical trial, investigator, training course .
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 Fig3  BERSBROMEE & EROM

HHERK.
1) RERDEEE

B LEREEEL, 1947 FIZEFO Hill 5 4% Med-
ical Research Council D A b U7 b4 ¥ v EEIRSER

7#/

BEOHE

(2) WBEROBK (Fig.3)

14 (BRPREEEEER) .
NERIEOREM L EWBRE (BN, 546, A3, B
) 2METT 5. B 1R —BRGCRERALH
V5. BN THRRE 2RO 5 I LATRETH
Y, ¥RRFEERLRNIERD, HREEOERLH
BICHET2MOEREZMAL T2 I LA RN
DICERET— 7 2B 5heT v, Lk UEREE
RETIBELNRICE I HABRITbRL.

IAH (BRRAGRER) '

RIS ABONSBE T, BERSRE, KE
HEHE AERERER BYRSREBITbORL.

MAH (MEERYRER) ’

READ D & T o e M ICH T 5 controlled trial S MOERISHIC 5135 £FAFEE L CES LD
rEnz, BE WRCEERE LTo E*%ﬂﬁ CEHB. R EERRBEE T, HEEL O
CRBTONT VA, —F, REORERERTRC  HERRAEES N,

ﬁﬁ%%%@%ﬂ@ﬁ%ﬁ&b.%?x@k%%ﬁﬁ
WTARERT LD 2 — VU _VFEE (1946
COMBEEZTCTHRAEMENT T
LolANy Y REE (1964 4) W, BEZOERDT:
DICIABPEFYPLRELZ L 2D X T,
DHFEHEPHAHT LEE5 L) bEETRET
HHEDOFRAZITHEHL Tw5. BAE, GCP (good
clinical practice) & L CERERERERT l%??!l‘i"\ &AL

ﬁméhfw

wEE

VA (WIRMZERRRE, FHRERE BURELE)
 3) $#I2EE% (IRB : Instituional Review Board)

BRREBRZ1T) 20101, RESBAK ILEES
RIBLEFHL., TTCCHEREREALTVEETH- T
b, MEZEIBRTCHNIHEZESTEAAZ T
BIEBVETH D, BECIZELEMIYLSHO
EFMNENERTBEENSLETH S, BEFERBO
Eﬂ¢’uhif®ﬁ$®ﬁﬁ%ﬁﬁTé ¥ 2B,

%%%mfga@mwgﬁ% RET HIRBRAEEED
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BB HEHTH D,
4) 7o h3—J (Protocol)

(1) EEBOFYA ~

RRCBVTIHERBESD Y, 7o, BHERAT
HERBROPTERIIML Bo/le VB Zo YT
BIENRLEL R, Tl [BERAL, BR
Mg o7z, Lo THEIFFI) L) REEEL
v, EREORRE FHET 5 2D I I BT R A
VETHAL., HENEBEZBL I EIL Y HEEORR
% BREE, 7R RSE RRRE BEFONF
HEDBENSRIL CEHMET A LA TESL. LK
SRARICI, 77t RARERSHE (placebo con-
current control), 3£ 3 [ KX B (active treatment
concurrent control), ¥ % A & [ B X 8 (dose-
comparison concurrent control), EREREXTER (no
treatment concurrent control), BRI (historical
control) AH Y, M IFEALLAVORTVE.

2) 78 b 3=V OfER |

70 b a— VOERBEREEREOEETHY, F
MCHRBREEEMORZE LB CERT 5. BRERRI
FHEICHENICEYTH 5 2 LALETHY, Tu
PO —VOERRERBBRICBVW IR OEERBET
H5. [HEMGEYTHA] LEREIE SN EEBRE
ElTAHILICEY, BN TAEYOHEH, b
BEEBSOFRENTHINE L W) I LTHY,
B LTBRLY ZAETHAH I LEEKLTY
5. [REEICEYTH 2] &g, 7ok LSRR
BWT2oMED arm B L &I, FHEICL o
T, WFhO7 Vv —7IRY 57 G THEMB R
AHART, HREMEZ VI IEFTHEIATRS L
WHIZETHB. ThbHBVWTIO arm I3k Y T4
BNTHHRBEMYBL OO VEELEL LW
ERPBETHL. U b a—-VoRLEOREE, ©
BBROBW, @KEEE @HE BE OFEOK
W-EE Bl ©BAFELFECHTT, thE

MoV CHENE X CHENR LI OV TERT

HE v, :
FMEEICESIATY - Y FRA Vb (pri-

mary endpoint FEFFEEE) LEH VIV -V F

A ¥+ (secondary endpoint BIRRYFHEFEE) %%
JTwa, 754 <=2V FRA ¥ MIBRERMICR
HbEETEROTFHRREROUEZ RETHABTZK
BT AH, Fl, TV FRA Y M true endpoint &
surrogate endpoint 733% ¥, true endpoint ZFHE T &
NEE T LS, RERIC K - THEER & X121, sur-

B/ RBOH LR 47

rogate endpoint % V' 3. =& 213, MERHNE
T true endpoint IZBEEEIYE SN CLERE
EFWITHILTHE. LiL, MEREDOEI %

BY B BEMOBERMILETH LD, HL
CIEEREFUERT RO OBERBR VS Z L 3EIE
RoBEA»0 bBARFHOBRP L bHEY & TR

hrwn, BABOBHTIREREODNE (surrogate

endpoint) & FDIIBII L FEREZEHAL T,
ZOBICTHEHRRE L L CHEBEORPITHT5%)
% (true endpoint) %HEFAT 52 EVERNTSH .
7 BHESAPIMGEBICHVLEEE, WERREH
WBBENH B, 7oL ZTHFREOFM CTIIFERD

AST (GOT) ®# ALT (GPT) % LI USFHmER I H
g, REREOFEICAVWA LN TELKREEE
biomaker & FEA T\ 5. #YJ7% biomaker # e ¥ .

2L VERRBROFBTARS LY, RBED
HENEHS NPT AL, ,
(3) 75+t &K (Placebo) {Z2oWT
BEEOHBEERFATIE TSI LRWESALN
B, T XHRIEAR) O%, WEREERETIEE
CIZKREWD, oD BRABRTHEREONRL
BB, HRESLETHL. MREIMELN

iR IRTE TOBRERE L X5 historical

control Z 2% Z BB, ZEFVAODLRNV
WKL B B0, BB CIHERREREN,L I RE
BV CERRRBEZIT . : _

75 e RFEORZ BHFEITOVTIESE  OBFFEDS
5. FARIBOTE, HEPRIYFVT7 4 Ut
M2 LRI TEY, KNTHEBERYE
BEShaZ I VEBMREIERTWEY. &
72, =% VYV URBIIBWTIZPET 2HVTC, HHE
REIET A I LICK DBEBRT R VAR ER
HERLEBET 2R ENTVEY. 2L ORI
HRBCREER CORPERS O0%BET, 77 LrH
T 30%BRETHAL. ThbbEEHTIIIAL2

ATHEFAON, TIERBTRLATHS. £E

IRV TN b & 60%DHERTERYE LR, 7

SERBTRI%E VI EICRD IO END,

TS RTH o THEEDESOERTHENIHFT
25, ThbETIERCENSIONTIHREORE
Lhamietiid s, MICEETHoTH 1/3 DR
TIEBRRROONE Y. EE, 779 RETHoT

BDHROBONDBHNIS C, ERIC L > THEFES R

ZEWERLBES N L bbb, ITLRBHOBE
7 5 IRBM T HROBRHRLT -5 LLT, 2
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DHEDHRFICERTH 5. BRABILIEEN—BE L
TEBSNTEY, KV 74 7L LTHIT 288
FARRD LK RBZ L2 HFELTEML TS, &
RBERICBMT 5 L HEPEHEOERBRI TS A &
BHEICEBTAENEETH B,

T RFEHONBFROVWTCEREINTELD, —
EOFEMG M- IIFEANEOLONTVA, 1964 4F
CHREMESTHRIRENANVY VI EEIT 1996 4
DIBIETE 290 L W HEORRE, kit SER
UHRIERE, BEREL ENTWAETFH, SHEUE
BHELHBZEINZ2TER 2w c /7L
AR E N TR, BB UREFTENEEL WIS
OMFIZBVT, TI9LROFERTLEBBELEZVE
EOBRTIEBTLHOTIER W] LI TEZEM
LTT 7 XOFERERD TS, L, EHE-
WIETHLEBEL VI BMWR Y A2 /R L TEL
BOTHAH) LEZLNDHE, L) EHERD TS
n%.ﬁEM%ﬁﬁﬁ%ﬁ&nmﬁ%ﬁkbfiﬁ%

U, BEBREOLVHEAICE 7T R THERER
%ﬁﬁ T REEND - THEVERICH L TIRER
ZITOBERHER LRI TS L 2R TS R H
WHNRTWS,

@) oAy vaTy bionT :

BEIZB W CENEREOEH 2 PR+ 572012, &
BEBGT AR CEMEL P s e BRI A 2 &
BHb. WREOFMZ EFEICIT) 720 IZIEFRED
FILEZEETH AP, BEBRIZSMLTH LI =DIcy
Ay vaTy MR HEICR, KRENCAME R
WivsE43BLAREBL S LPNETHL.
7o, FFEOFIEIZ X Y EROBEAD 2V X I I2HHE
T3, B, FAEREOHENIC L ) RTEHZERD
EORI AWEEESH2 L ZTHY Ay a7y b
LCHRBEERTLZ LIZTE RN,

5) 41> 74—LRaAVEY M (Informed Consent)

{

BRI MEMIC X 2 EY AHEEHAT X

i, ABEOXEIZLIEBIULEEZoTWE. BH
{EE’J(’/J‘/EQE |6 &
PLETHHP, FEHENERICESMTE 2. F
BEHAXEFCEUTOZ ESHE SN TWALELS
5. - -

@ LHBRBIFErHHETH L

@ BB H Y

Q@ BBEEEMORKS, Ba, EiE

@ BRBOFE
OFUSNLBREONEL L UOTFH S 248

AHPIH S NER 2 BREABI TR L.

BN RBBRECRREEORE

FITH T 5 A F%E
® WO HREEIZET HEIE
@D BB 5 B
@EBBROBMEVOTIRY DAL ENTEL
’ Pl
@BRBIZBM LW &, FHRESMEEY 2D 5
’ b&klbwﬁﬁﬁfﬂﬁﬁmbmw%HH&
Wwo '
®W%%ﬁ%%ﬁm oy —, EBEEERE RE
FERBREY, W7 EORENZERNETE
e
O HBREIRLIBTFRFONLZE
@RFEHEORE L & X OEMHEREME OE#K
5 ’
ORBREFEDRE LB ECEETYREBEN T
, N5 &
O BEHEOHEICHET 53HE
B YEBBRRDLELREHIE

6) HEES (Adverse Event) &EIEM (Adverse Drug

Reaction)

Eii%dﬁim%?ﬁéhtﬁﬁkivm%%

S BWTALRN, TRTOFFEF L AWEEETH S,

EEGEOREBEBIIML 2. BIERREEESD
ILUEEERL ORREBEBTETELEVLOTH
5. MBICBOTRAEELORE, &8 BE &
5 NCHEYEDTT o B 25T 5. BIERICE 2
EEDONARE, BLUOBEELEWEASRE L2 &
I, Etu&ﬁﬁbxv%%ﬁﬁ%cﬁi#aﬁ%

NHB.

%%ﬁﬁﬁﬁ@ﬁﬁ#%ﬁﬁ%@ﬂ%di??%
5. Sorivudine IXFIREEOWBREBERETH o 1225, Hids
AFI® Sfluorouracil (5FU) X OBEEICL Y 5.FU @
TBEREFIC
FRICIPEELEEAPRERI o Tz, Higsh
Twirdrol:., BRERFOHAEOBBEIEELSE
HTH5.

7) HHECEE

JREBRIC MLTE%HE#%QLfE%kﬁ B
BURBEFEZIONE I LRAEHBEXBCERINT
Wh, ZORRDLOOEBRECARBIBRIES L
%.%ﬁﬁﬁﬁ&ﬂ%ﬁ&ott%ﬁ%&?é%@T‘
RERMEBLENETNS. BERZREAE LTEOER
ERBITERToRLOFEERZEILERLTVS
8) BEEOIEH

ZHRERBETE, BRIKEEIRBROREY T
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Ora—VOBREDRZZIREBRELZRS (Coor-
dinating Committee) \ZRKBETAHI LN TE 5. BER
REBEEMIIUZIEROSTF BT T 2EREH

L, ZiERMORERNEE L TWILEFHL. T -

70, MREEUFMEES (IDMC: Independent
Data Monitoring Committee) Z#&\J 5 Z &A3TE 5.
SEEZEEESOER L, KEE BELEM, WEE
B B BT L 72 T, MR MO TR, Tu b a—
VOLERELHEHRTD.
9) UBAOBROF/HmE

IRAFE (IRBRO BV & LT BUR N RS dn R AR AR
BEBHE~NRET 2 LEN S 5. CORBMICHLT
SREFATH A, 4 ARUPICERSES 2T RSB L
Th L,
10) ERIER , ~

EERE T, BERIAREEEETETEE
HERSE S I IR S 2 R L CRET 5.
11) CRC Ol |

CRC IZWEBHLEME M L CRREHET 5.
FEE OB, CRF (casereportform) DFEA, #
B, RKIER L OMBE, EHISWIChRD. BK

SERASEE OB ERESNL L) IHEAOTEL

7. A
12) E=AYVTEER
BEBEBECIIKERIEY ) VB I UELER
TV, HEBE OBEERSEEELHIIOWTCRF &
ANTEOREHLOBREUEZRETL. E=5 UV
7L ERZERO QC (HHEHE), QA (REED %
TH7-DICREOEETH L. TLHMIEB/BICLILE
EHFThND. '
13) BIRBNE
BERCBMT A LI L Y ZZEEH I L@k
AL ERAMEMTS. FoREENEZ, FLOE
CHREEERECORERRAR RS, ThHo0EHE
PR T A OICAHEBRENRITONTYS. JREA
ELCIEOEZESZTT,000 ek LTWaA, #
Wizl Y, TRBBORBICLoTHREINS.
14) 3% &2 -
BBROIKG, ERBEERLEKBEETT). Ll
HIBIC X o TRIRBREEEM L REZ P ZYTIHE S
2bhH Y, HERHOIE ) MERET LOBREORE
PHLAICR )R TVE SIE. BREIESBEIL
WCEER RO TEHET LA, HERI L IICHYERM,
CRC, EXMOBHEPKENE, FHHREOHESEC
ENH L7012, WBROABTCIVARZIT).

BE/RBOFLOBR 49

15) HEHEEEORER

BEORBTIRE IHBBRIEEATIT I, HUE
HEEE TS I HRBRZABREONS L 22 EHE
EBRETITY. 72, SIMHBBRTIZENELEYE
BEAWET A%, MEMESECIRRNBRHAR L
LCHEENRLE I AR CTHRET 5. FIHERR
TREBEISMEEYRL HET s EREFOEEY
BRTLIREBE, HEIAONERERECHTLH
% BEARETAIRRZTH. BEEIMICBNT
£ L - EERER L R BT R LARGERE
CESWCERENS, ETARBE TS THRERE
TIZED b Nz EEE/ MR (surrogate endpoint) 7%,
AEOEWE THEGTFHEOYE (true endpoint) {2
D% Ao TV B D% BRI X - TIREET 5 LED
5B, LaL, TOBRFNIEEOHHE & HE ORES
RET L0, BE HLOETEIE THERAROK -
THRICKEL, HEBEORKNERLZIT- TEIER
BEfFfoTna.

4. BREBICEITBC T 7 (Incentive)

1) WBREDA VEVF14T -
WEBIZEBIMT A2 LX), RS RilL

LERSOMEORBLMR L. ZOLDICERED

EERR R 2 570010, L LTBER
T2 0 BEBERE R HE T o T3, 1
BlcBmT aEEE LTR RENRLL AN, B
MBI b, HHLTHE. BIL R WEE
LT, BMERAEY, AMEEBICSND, BERSS
PRBERBTOND. BESROBRABTIE, &
B EBHEIRLTHEBREOKRERA VT4 7L

@b, BEBROEBICIZEREHYE~NOFEDY

AARTH 5.

2) EWOA e TFAT

MR L L, BROZHRIEERERCEY
ALY, BEEOXY Y P bdB I L OE
Eha. —F, BYT2EMIHBEOBEEFOFT
ET B0, BROBEXIREZFNEETS.
BRI TRB LD, 1L ALOHENYE
Ml o CRAXNDEEL LTERICRDIEd R
v, FRAANBBECELERTAI IO THE
T, AIEIARER L L THEDILERDY, A

LBFIBDEMICERSINS. LELEIHOATEHRE

BefErl 3 TERVLYD, BRELERIEHIC
BEMOBHIILETHL. O P LRRIIER
BEOHEERL LTNEDITAZLFLETHY,
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FOLDIITHYEROBBEUEZEERTL LN
LETHLH, TLRBRTHEL LI ERMZ2EE LY,
BROERT REM L LBREFFMECRBS e 8%
ERTONTVAED, &HIAERHIEELDOER
LR ABREBIIEDIRETHA .

5. ERTEERER

i EOREBE T BAE, RRREEN (85
BEBEEPERLL ) LT5E) ¢ RERETERER] 254
IITBEAERRERBSRAREICIRE L TTY.
EF=%"Y ¥ 27X CRO (Clinical Research Organiza-
tion) \KIETE 5. ¥ 2IRERBEOREEIRM b Fik X
TEBLEINhol &HOLCEERE LTIEDSL
CZEDTERVIREREY, BRiEEREBRE L TEDLZ
PRI TR S,

6. & &

EREITIICHEZo T, HYEMM»H - TBLRE
Tk, BVAbERRTL L HOICEAS. BER
HEREBESEL-OICAETHY, HYT L ER
WEoTRELRHBORES L 2 s, I-EHRBEIC
LoTRBELEDA) y MABORE. bAETES
COHEEBEWRRIEBER L VBRI oh, BEHE

MFRESN TR LA b BV, F1EBE
FH— ¥ 2 CRCOEELEATEY, N— FOH
TIZERI2BE5 6 bR E EflT 2 4HI3EH &
NTwab, SRIIBBERO Y 7 MEDTE HIZEMH S
N BBPEROBEL—BITH 5 2 L PRBER
HUTLHEMPBHZOF Y 7L L THEMIZHERE
BHORTL M ENE LI CBOTVEL
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B R R ST B R (DR S RS
. —IRB Qfﬁﬂﬁc‘ﬁ%ﬁé—

g5t IESh”
BIRRFERF B A R

Institutional reviews for clinical trials led by the independent ﬁhysicia‘n

Masahiro Nomoto
‘Ehime University Graduate School of Medicine, Department of Medicine

Abstract _ ,

The review of the protocol by the IRB is required when applying for most grants. The committee
should consist of scientists and non-scientists, male and female, physicians, pharmacists, a lawyer, and an
ethicist. There were four groups of drugs under review : 1) drugs which have been approved and available
in the market ; 2) drugs which are available in the market, but used in a trial for a disorder which has not
been approved ; 3) drugs which have not been approved in Japan, but are approved in other countries ; and
4) drugs which have néver been approved in Japan or in any other countries in the world. The committee
needs a long time to review applications for clinical trials for the drugs in the last group. In the last group,
investigators can not show enough information or papers on the safety of the agents, but have a few papers
on case reports which resulted in a favorable course. On the agents which were used for treatment of
intoxication or rare disorders, there are many drugs which did not have enough data on pre-clinical
information or animal experiments, or on safety in human. It is not possible to obtain authorized approval
to perform clinical trials on such drugs. We suggest to establish a panel to evaluate all of the patients who
were treated with such agents. According to the panel, a guideline on using such-unauthorized drugs can be

" prepared.

Key words
IRB, clinical trial, independent study, drugs for intoxication, rare disorders

Rinsho Hyoka (Clinical Evaluation) 2008 ; 36 : 447-51.

* BIRRERIE MAMRGREFEZES Z8E (Ehime University Hospital, Ethics Committee for Clinical Trials)
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1. 3FU&HII

HAO B EHERRBROBARIL, SBICRE
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1Z L AL DEEERMEIZ» b B HFREOREEICE,
GEBREEB TORE, RAVLHLE-TED,
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BoTW5, SEOY VKDY LTIRAZRKR
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LiETE B, -

REEEEBLITE, BERFRIC s 2bET —
T RMEBMOTE, KORHERIC B 5 £/

F26 MEREEMEAEN /7L A

BEBOREOTES, £<0aHns5. BE
TR —ODEEHEEI B TEROREEEEER

SHEBITOBBHRLE . X SICEEKMRICE
Wi, MBLATMELRELIFESTEEL
TWAHERE AL Z\v. L L, BERMETH
WER L EEMRE, BEOBMN, WESALTS

b, BEMEICEYA T ta-L, 4 VT~
ARIAVEY MEDOTFHA VRENELED D LD
63, BEGEOHA,» LR EERES T
ST EeMREE Ly, BEAROBEMIILVEERR
DEEHMAEL & 54, BECETBERED
SFRSPEEOREE, EHHEATIIONTE
7Y VA ETY, BRETD LI KD EER
WP L TEEEITI IENTES.

TR AR TILIRER O B EBRMREFECE
84 (IRB) THEEL TW3. HBKWRHEHEE
£EB% (IRB) BERBREMR Gz &w)
10A, HBMRZA, HEEMRLATER SN
TWw3., BENEOHBITFERISFEL 214 T
bR, 14EEH» CEINU 16 FE I 10042 4
D, 18EEIIMI20F L - TV 3, EHRMAED
FHEXIIADE FEL VA —DF—LR—I5
BRAEFY Y O- FTEBEIICLTOS, Bl
I REEE R KURBHAELERL, &
Bt b 5 X ERIE O A T 5. BEE

 HIRGHEBEL, PEEEHEAE - FELY

A —~THERLEBIZ, b7V Vv IE2fFh->Ta,
R— L= DIZiE, BEETEINEEHMLT
W3, TAREIZEWTE, WEO BRI
A X NFIFR, RENICATEYTHE L,
Fa b - ARSI ATRY TSI, T
UM AAMGEEICATRYSTHD I &, FHER
EDA4 YT A—LF TRV FPEDIIELR
TWBT Y, HEREDT T4 /5y —BIIFS
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BTWB, B, EMIS100 ~ 120 0 B EHFR
DEHEET>TSY,
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