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FORUM

Centralization of Reviews by IRBs in University Hospitals:
Consideration of Collaborative IRB in University Hospital Clinical Trial Alliance

Kazuhiko MATSUMOTO®, Yoshihiro ARAKAWA*® Ryuji KOIKE™, Tetsuya NAKAMURA™,
Hideki HANAOKA ™ Masato HONMA*®, Hirohisa YOSHIZAWA*’
and Working Group Members for Developing Centralized IRB in UHCT Alliance

*I Clinical Trial Research Center, Shinshu University Hospital, Matsumoto, Japan

*2 Clinical Research Center, The University of Tokyo Hospital, Tokyo, Japan

** Clinical Research Center, Tokyo Medical and Dental University Hospital, Faculty of Medicine, Tokyo, Japan
** Clinical Investigation and Research Unit, Gunma University Hospital, Maebashi, Japan

*3 Clinical Research Center, Chiba University, Chiba, Japan

*¢ Clinical Trial and Research Office, Tsukuba University Hospital, Tsukuba, Japan

*7 Clinical Research Center, Niigata University Medical and Dental Hospital, Niigata, Japan

The University Hospital Clinical Trial Alliance (UHCT Alliance) was established in 2006 with the goal to
conduct global studies in Japan, and is presently organized by 7 national university hospitals in the Kanto and
Shin-Etsu area. To promote more efficient and safer clinical trials, we have been considering the possibility of a
centralized IRB (CIRB) system in the Alliance. The outline of our plan is as follows: One of the university
hospitals selected for a clinical trial is responsible for both Cooperative Hearing and CIRB, resulting in a shift of
the site in charge of member hospitals in the Alliance. The CIRB should review not only “ethical and scientific
issues” but also “local issues” such as qualifications of the investigators and the institutions. The CIRB should
conduct continuing review of each ongoing trial. In the case of occurrence of significant adverse events in a
member hospital, the site voluntarily offers opinions to the CIRB. Low efficiency caused by a small number of
member hospitals and the CIRB shifting system seems to be the most serious problem in our plan. A CIRB for
three Alliance members, similar to the Alliance system, has been working in an investigator-initiated clinical trial
since July 2010. This ongoing system will provide more information about the advantages and disadvantages of
our CIRB plan. When the number of member hospitals increases markedly, the methods of reviewing “local
issues’ should be reconsidered in order to safeguard the rights, safety, and well-being of trial subjects.

(Jpn J Clin Pharmacol Ther 2013; 44{3) : 207-215)

Key words: UHCT Alliance, centralized IRB, local IRB, university hospitals, GCP
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Recent Progress and Challenges in Investigator-driven Clinical Development of
Novel Drugs and Medical Devices at The University of Tokyo Hospital

Yoshihiro Arakawa®?

aClinical Research Support Center; and YEarly and Exploratory Clinical Development Unit,
The University of Tokyo Hospital; 7-3—1 Hongo, Bunkyo-ku, Tokyo 113-8655, Japan.

(Received August 21, 2012)

At the University of Tokyo Hospital, investigator-driven clinical development of novel drugs and medical devices is
mainly supported by the Translational Research Center and Clinical Research Support Center. The former supports
non-clinical research and the preparation of test materials and the latter supports clinical trials. The Clinical Research
Support Center was established in 2010 by the reorganization of the former Clinical Research Center, which was estab-
lished in 2001. The center adopted International Conference on Harmonisation-Good Clinical Practice ICH-GCP) as a
standard guideline for clinical trials and prepared standard operation procedures and templates for protocols and in-
formed consent documents in 2001 and, thereafter, provided consultation services to researchers for protocol develop-
ment. In 2010, the service was extended to project management, data management and monitoring to support the
credibility of clinical trials. In 2011, The University of Tokyo Hospital was selected by the government as a base for the
early and exploratory clinical development of drugs in the fields of psychological and neurological diseases. For this pur-
pose, a phase 1 unit for early phase clinical pharmacology trials is now being built. The center provides training courses
for clinical research coordinators and hold seminars for clinical researchers; however, the biggest challenge remains the

education and training of medical students who will lead clinical trials in the future.
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Fig. 1. R&D Structure in the University of Tokyo Hospital
The TR Center is in charge of the coordination of non-clinical research and manufacturing of test materials. The Clinical Research Support Center is in charge
of the support of clinical trials.
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Fig. 2. Relationship among the MEXT-funded Translational Research Base Institutions, the MHLW-funded Early-Stage and Ex-
ploratory Clinical Trial Centers and the MHLW-funded Clinical Research Core Hospitals
In the University of Tokyo Hospital, The TR Center corresponds to a Translational Research Base Institution, and the Clinical Research Support Center covers
the tasks of both an Early-Stage and Exploratory Clinical Trial Center and a Clinical Research Core Hospital (cited from the MHLW website) .
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Fig. 3. The Structure of the Project to Create ‘‘an Early-Stage and Exploratory Clinical Trial Center to Overcome Cognitive and

Neuropsychological Intractable Diseases’ in the University of Tokyo Hospital
Based on the experience as an ADNI core institution, we will establish the structure to prosecute the ‘proof-of-concept (POC)’ clinical trials of the investiga:
tional drugs for neuropsychological diseases such as Alzheimer’s disease focusing on the extremely early stage of the disease and adopting the internationally stan-

dard evaluation method utilizing the imaging and biomarker technologies. Moreover, we will establish the structure to introduce in-house and external drug candi-

dates and conduct first-in-human safety trials and subsequent POC trials.
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Fig. 4. Opportunities of License-out of Drug and Medical Device Candidates Originated from Academia
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EROFEIEHFE2NBERIEMHL, WAL TER

itron emission tomography; PET) JEHICH T (Table 2). ZHHRENICIBT2EELERS
BB, W TIEFO T O—7 % cGMP 1234 8, WPV IR—LAR—=DIZTRILTRY, Ei

U TEHTE 5 XD B 20 T\ 5.

BEREER ORBEE B AT TR L TS, X
ERYIZIE, & 5 A 10000 D7 1) — > )b—ITdH 5 HL
KRIZCHEHAON TN TAGEEAL, EHR{LH
71 7))V DBeaps (T A7) - DI Hh) 1T
K Z2FT 5 & THERL TS,

4. FELRUHE - 158t

BB T, Bt Mg Ry %
2R < RZEURY e ARER (B ERREED 13k s
B U <EkOBKEREAREZ B+ (Institutional

Table 1.
Faculty of Medicine

SHEBER O TR EICDONTIE, %< OEREEO
FaEICRHAIN TS,

5. BRERMISEXEL ¥ —ICLBXE

SRR 22 T IR RS A oL U TR R IF 2R 32 4%
vy —MEEEns (Fig. 5). HED 5 DOHEKA
TN T DHES - EHEOSIEOMASIEIC T A M
M=y ML, BEEHELEET 2SR
7] i R Pk 0 B 2 D B PR AR DTS 8 % BT
Wl A LSy R E L. 2NEhO
SRPNEAEICHLALL, &Y 0V s MR OV

Coverage of Clinical Researches by the Institutional Review Board and the Ethics Committee in the University of Tokyo,

'ﬁx'ﬁmrﬁbm%w% |
ﬁxm%*wﬁkﬂbﬁﬁ);,,‘ﬂ QN;”‘TTﬁﬁﬁn :
B m W [ rems | erEmcERW® | -
LT firat N E R b lete R EN AR B
}’Lﬁ§ﬁ§ﬂ 3D-J ibj:“?/ EINZ MRI Sonar : (Eggag) H]l?{éi%— ; g%’ﬁﬁﬁ )
{Z!SW" ) OOWJ l:lﬂ‘] ry ] ‘ (3'5@3599) ﬁ, S \(_- T — MNRAE
(PET Fﬁ?’ a—7, Fliebge ﬁ%ﬁ@]ﬁff . (7R =
A% SRR UNEUF—a > [ HUT DIRG, T
sz BB PR LR AREEER
(A BEHERER) AT, B PONT
HWEAT OB, A5
P, FRAS YA
RiE#E, ERCP
RSB EERES (IRB)* BEHES (BC)
(BRI EREL 7 —) ~HH (BRI R/ TR IR ) ~ 5

FRIRIFE O i EREE $t O A

L O f B O

* Researches that are conducted with procedures out of ordinary practice and for a research purpose are classified as interventional studies. ** Translational
research with few experience of administration to humans, stem-cell transplantation and gene therapies should be submitted to the Ethics Committee after the
consultation with the TR Center and the Clinical Research Support Center. *** Researches for the human genome analysis. If the research with genetic analysis is
also the matter of other committee, the research should be reviewed in principle in each committee.
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7 b= — 2 BWTHEBBRICETL TN S,
EHIT, BE - REOBEREABRLREHERICKD
INOOHMEZRIRT S EEBIT, EM24FE4HA
i Phase l 2w b (Pl wv b)) Z2BHEFZTS
TETERHEZED TS,

A NEBHIZy MY, FREBER2 D6 I

Table 2. The Rules and the Standard Operation Procedures
(SOPs) for Investigator-initiated Clinical Trials in the
University of Tokyo Hospital

1) BEEKRRBRRUORERZESOMRKMEROEE (2003
F£2 AflFE, 2010 4F 4 AFZMKKED, 505, 15—

2) BEHRKEREAUVRRAZESORREAOFIEE
(2002 4 12 H&IE, 2012 4 3 BRKHED), 13—

3) BEHRKEBROEMIEEEROFE (2002 4 12
BHIE, 20124 3 AHMKWED, 17 X—T

4) BEHRKABRZEORBHRALZEROFIE (2002
£ 12 FHIE, 2012 43 BRKRET), 181HE, 18
R

5) EMFERRIECKEIBERARZFCBIZEEOR
FAAEORREME (2002 F 10 A 9 BflE, 2010 £
10 A Rf&%ED

6) RERKZPREREZRFAR - EEHRVEZLHE
FRBIC BT DRIBHRIAT A KT > (2006 £ 1 A #l
E)

In the University of Tokyo Hospital, the rules and the SOPs were made
in 2002 applying the ICH-GCP correspondingly and made them public.

T4 ARBEE, 2 BICERKEBRI R E R TRV
38 1—5 ¢ % —4& — (clinical research coordinator;
CRC) DEFHDOHNLELTWS (Figs. 6and 7).,
MBS - EWEERM T, BBRELT TRE
BTHEAL LR BEOEERA RO L LR
OHFRHEBEERLDEOEEZLTNS, £k, &
EHEFRO—KFAMAENCEERZE BT TNS,
AZHINT— 3 VM (FREEI= Y b KRB
TIE, BEHEKRBRO IRBAOHER O > Tl
T—3 3 EREMK S50 4 (CERL 23 FEI3 71 )
KL, BEERABROEBEZSCHANE - [
BEXEOEROZEERTHO>TWS., £/, BRNTH
ELEEEEEELRO—RKFEDHEEL TS,

FRRR B >4 —Tik, EOROERIIET
HBEABRICH ST —YEENTESL LD, KW
IREERY 51 7 > AHERE T ZE DORHH & O TRERTF
2% #2325, [University Hospital Clinical Trial
Alliance Clinical Research Supporting System (UHCT
ACReSS)] #BFL, EAZMIKBL TS (Table
3). IDIRATLEZ, YATLDARY MEBES
T, EEOEMMNUEETH 2 Z ENPBRRNDEMTH
D, ENTHERERAT D 2 — )V DEBBECEBE
BRI L < OBREZ IR A TN 5.

JFara—- L RHERS HEEES

(20124F4 ABAER)

HBEEER

prmmmm———————

REZHR BT HEESEE  JON-MEREE Do oluyad. EASSSE  BHALIOEERNR $bEssusy
SRR wiEEm SAFLEIRNS) ERAGURE.  ESEE Tt mERE ElETALHE
5 SAFLEF eI

Fig. 5. Organizations and Duties of the Clinical Research Support Center
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Fig. 6. Site Management Unit
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Site Management Unit is located on the 6th floor of the Central Laboratory Building II within the easy access to both the outpatient clinic and the wards. There
are three subdivisions: IRB secretary, clinical research coordinators, and test drug and information management. Division of consultation for protocol develop-
ment, which belongs to the Central Management Unit, is also located on this floor and collaborates with the Site Management Unit. The unit is constituted with doc-
tors, clinical research coordinators, pharmacists and clerks. The division of test drug and information management is also in charge of the central management and

delivery of test drugs in multi-center clinical trials.

ho ik
2

244 FRR
a—F—

Fig. 7. Outpatient Clinic for Clinical Research

RRERELER
sEAD

s s
HRI—A

Outpatient Clinic for Clinical Research is located at the junction of the outpatient clinic building and the central laboratory building and functions as a hub sta-
tion of clinical research. There are two consultation rooms inside, which are used as extra spaces in case that a patient visit is out of schedule in ordinary outpatient

clinic.

RREBEI =y M2, BE - RERAERIRAUBRILA
BREHRICE D ANBDUFICK D IERDE BN TR
[Ziaoiele®, HRORY - BRERMEERL LD
WWEZERBE AR 13 Bl (Fig. 8). Z
ITIRWDYEF—F 2y —tEzHES L, JO
VIl RREXDAY R T—YER, EZ5Y T
FEREMLTVWS, BLZ, EMEEOBE (NNEEK

ARBIATLR, SEEE (BUABEREESR
FEMBETHINIUIFEIVOEENRE), B
AEE EEOSERICHT S0 7T MIFEAE
g, MREOE FHEREBRE 2 ZELELHR
DXTEITO>TND,

F—& DEFEEDFIREROERICDNTIE, &
D —DORMATORERBEER TORERBELETD
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Table 3. The UHCT Alliance Clinical Research Supporting D, PTHFIT7HREET S LT, AW, H3x

S UHCT ACReSS .

yotem ¢ 59 P, (EREMERERT B AR EMEL . TaDB,
o 7h ";’; ;;fg?iiﬁ . MRELL S H—C L OREIEETY, BRENS
° € — & R ¢ H511 s, T S = <} == 3 =
o ¥ 7% A HERR Ké‘bﬁfcﬁﬁftﬁﬁi ﬁ%*ﬂiﬁi\:%%bj‘ ) i’%éT %) r? 7.‘]7_ 7 E%&I%%
S RBER S P2V EN LS — ETHBICRR BIFESR) TR O RS R £ & 72> THEE
. ﬁg%@%ﬁi&ﬁ i ooty it G2 - HEL, BREROERSLHREICIIL
. A— JVHEREIT query VY TA F— A=)V DER . - _ . . .
. A Ed=¢E %o b{f;b‘h.&&bﬁ_ k(Flg. 9. iﬁ_,‘ R
COPEE Nyl T vT (PN O — N —%) Y —BHEOHBOMBRMEReEHL, BEREMRZ

We developed UHCT ACReSS in collaboration with Fujitsu Advanced Io27%, L2 -—RACHEZEBMAZT DO
Engineering Corporation as a project of UHCT Alliance. The system is e )Dfﬁ%ﬁf’% E% & Ej—z%é /g.\ /_:E ggg% L 71-:. 7°D }\

available for all researchers in the UHCT Alliance member universities.

BH-RREREER BRARRXER 4—hREBI -V

Fig. 8. Central Management Unit

" Central Management Unit was moved to the 13th floor of the Education and Research Building of the Faculty of Medicine in February 2012 and collaborate
with the Unit for Early-stage and Exploratory Development, which was newly established in April 2012. There are subdivisions for clinical trial operation, bio-statis-
tics and data management, safety information and monitoring, all of which collectively forms the so-called ‘‘data center’’ and efficiently conduct a variety of high-
quality clinical trials including trials for regenerative medicine.

RARR=REBEHR

. 25
@B, BIRL

E:t. 328

RERERES
EGIRE >

Fig. 9. Flow Chart for the Research Supported by the Central Management Unit

The Central Management Unit in collaboration of the Investigators makes the research planning including the project team assignment. Academia-driven plan-
ning and conduct of clinical trials helps research keep transparency, neutrality and reliability. If trials are funded by industries, contracts are made between indus-
tries and the University of Tokyo Hospital and trials are conducted by the Hospital as a sponsor.
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Clinical Research Support Center, The University of Tokyo Hospital——Seamless support to investigator-driven
clinical trials from early and exploratory development to post-marketing research
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Yoshihiro Arakawa and Tsutomu YAMAZAKI
TR PR R E R e v ¥ —

OFEARBRETIE 1008 FLIK, RBREECHEFARBRO-TEHEOFHEREL TE /- £, 2001 FIZEBK
HRBEREs Y, ERNCERTIBFRRBEENTES L1 ICH-GCP %M U 154844 % £ 14
R (2002) CHEEL, FIEPFEI A LEABMLTEA &5, RER7HTFI7IHOBKEENES
HRTF -4 BB EOREEROERMENE L, Academic Research Organization (ARO) #EE&H T 3R
BE1=y & 2010 I, RPHEFERBREEM TS phase] T2y M 2012 EICEB LA ZABICSK
W, V=X o HBRBOBRERE TS —LALACTET 36/ BES L L. BEIERIENARBYLE
E#EB BEERFEEORRVOTIERTI—F, THREOSHEREBOABEEERR (48, 600EM L
ENEMETIELTVAS., SHEASICEFEWMA, BIEAATAZELT-TVBEIATHS.

Key . FHi-RSRMUERIREIER, phasel, Academic Research Organization(ARQO), EEFFEEDALR,

word : |CH-GCP, TEREDIRRRE

HERBRDERMAEIE v ¥ —13, 1994 F0D
“REEEE CmEFHEL, —B L TEERKOER
HERDENE I A $ 5 HHE (good clinical practice :
GCP) Z &4, BB E WAT L TRELU D ERK
B (B TR 2 5B L CEs -l Th 5.

1998 HEDIRBE £ v & —BI3c & U G
FKa—F 4 2=%—(CROICXBZERHAL,
2001 S DO ER B RIERIZ X b ICH-GCP % #EMH
L7 BEEEABOE & F5 2 E-EL GE1),
VYN TF—vavitkb e a— L EREE
ERMALE, kD, BeR--EEcEEL T
LBETH L w7 a b a—) L BEERHORLE
WHESLCE S, I o DT Ei32002F0
WELM L O AL, hzM-TERLLEIAT
H5,

2010 B W B R L AT Ot EHER 23X
BL, ERERZNE, F—yElte_yy vy
REDTEBERTIEREEAMAML, BRI EEL
v = LTS SIRE T, 510, 2011
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1) HEERREE X R ARESORKMEAOER
(2003 % 2 FAHIE)

2) HERRMEE &L CRRRESF ORKME A OFIEE
(2002 £ 12 A#lE) ‘ :

3) HIEMKARBOREHEBFROTFSZ (2002 4 12
HHiE)

1) HEBEEARS OREHBXEEROFE] & (2002
i 12 AE)

5) BERIEIEREL o CICH EERRBRE IR 288

OEAEBORBER (2002 4 10 A 9 HHE)

HORREE TR 14 FE(2002) B Lo e, FIH
H, RRERERMERL, AL TEA,

AR B O TR - BRI SRS, (R
A - R OERRIE) ) L L TBEES R,

phase ] 22 v MR EOEERE{THHEIATH
5. ZHuc kY, BEREERE Y S -k
NELIBELZE T3>0y bR D,

WBE0ADE Y DMEEE Ko7 (1, 2). 7,
ZRUZE D o — X o RS OBKAR E T —
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