(#6X 10)

I EAER

B SRR

Ik = SR

e ek K4

[161k050300050005]
ER2 94 5 H25H

Rk 28 ARRE RS FERR FE HEME L B
PR R

B PRATE S i B R OR A T B Bk < 3
Project for Securing High Quality Clinical Research

MERE S U D R IRIEZE — dbHEE 2> & S ~— |
Reliable Clinical Research —from Hokkaido to the world—

ENZREEENAGRE R ACHEE R BRI e e o 2 —
Bz Rk R
Hokkaido University Hospital Clinical Research and Medical Innovation Center

Professor Norihiro Sato

PRk 28F4 1 H ~ FAK294E3 A 31 H



II. ERROBE

ARFEICBOTHMEE KRB MBI 5 BRI — e b R ~—) Z AL T, OA
RIEOEF e EIR A - EREER ORI, @EHEM: K OV B OFBIEEETE . Ol 72 1R LD
Sz, D3R AE AL Uiz, ik 28 4FE I XERR A 0L R S (i S 2 M B CE D b e FENEO
~MIZH > T, LT OFELFM LT, 72d. REEITPK 28 FENRMFE L 2D 2 LD HFRE
FCITHES - i L C & 72 RHIOHI E OMEI 217, FEKT % S IEERFHEO LD b & R
WF7E % HEME S 2 72 O IS PRt rTREZR MR IC R IBE S ¥ D 2 L 2 B L, AT, MERR s g+ 5%
% (CPCRIZHEDDHER, T=4—%5. Phasel unit IC#ED D ¥R, BEHAERE, 7und=s b~3x
—Vx—) ~OAMEMIML, RELTWDIWLEEN Lz, —F., TEORRIFRECIRRZ B0 &
SHEMREFENH Y . EVFFHFNN CTIEBR T — % OIT-CE /R I 2 L—r 3 ViF%E, &
i O IKRCEE AT BB e EE A TN SN AR R TFEIIENE RIS 5 2 L b, £
A FIMA~ OB EZITV, KON AT o7, £z, 7 — X FEEMIL, AT EEIE5 K OWF5E
H LRI R DT — 2 ¥ o A —HEEE 1T > TWHN, TE, 7 — 2 S ARG I RIS
DT — X OFEEH « WERAE, VAT AEEDT — X EHRIIIEFICEERMEE > TW5E, =
DI, T — 2 EEEHA~OEHER ATV, BEE R D2WMOBA, VAT MMEEL T LT, =
O OEGFIZ LY SHREHI O FEFE - s b Z EBLL . B O EWERRFECIRBRIC kT U C 8 22 5%
BERBETDHZENAREL o T,

Hokkaido University Hospital aims at the achievement of 3 goals, (Dcreation of innovative
medical drugs / devices made in Japan, @developing new treatment for refractory and pediatric
disease and (Qestablishment of optimal treatment aspiring for our subject, “Reliable Clinical
Research — from Hokkaido to the world — .

The following projects were conducted in fiscal 2016 along with the contents from @ to stated
in implementation guideline of base arrangement project for clinical research. Since this project
will be completed in FY 2016, we intended to develop structure and system that had been
established and refined until FY 2015, and set out to develop the organization into sustainable one
for promotion of the clinical research under the responsibility of Hokkaido University Hospital
even after this project has completed.

In addition, we reinforced personnel for research and development support operations such as
operation engaging in CPC section, monitoring, operation engaging in Phase 1 unit, audit and
project manager, and reinforced the facilities

On the other hand, at the social expectations of circumstances surrounding clinical research and
trial in recent years, we supported the biostatistics division and established the system as the
increasing trend in the division of statistical methods applied for medical research such as gene
data analysis, complex simulation study, medical approval and investigator-initiated clinical trials
and so on. Data management division performs data center support tasks associated with
investigator-initiated clinical trials and researcher-initiated clinical studies.

In recent years, prevention of data falsification etc., quality management/ certification of clinical

research data and data management including system are considered as critical issues. We have
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improved the system of data management division, purchased the necessary items and constructed
the system with consideration of above issue. These developments enable us to improve and

strengthen the support system and play a leading role for high quality clinical research and trial.

Jr It A O A i
A DA ST
N HELR DIl R F
A= RZE A e S IV
TR H—
E=HV T
BE AR RE
L e AR S
fim BRSR AT
BF AR D FERE

CECHCORSNONGNCONCNCONG)

Hospital-wide system development
Complement of facility/ equipment

System design for securement of personnel
Project management

Data center

Monitoring

Auditing function

Multicenter clinical researchsupport

Ethical review
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Consultation for patients
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1 Establishment of system under the responsibility of director of the hospital

In FY 2016, we held the project development conference at regular intervals and achieved further
promotion for implementation of the project.
We also improved the level of independence of the division evaluating clinical research. For example,

the office of Institutional Review board for clinical research, evaluation division for all the clinical
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investigation in Hokkaido University, used to be a part of clinical research support division in
Clinical Research and Medical Innovation Center. However, as a result of reorganization of the
Center, it was re-established as the division of clinical research administration which has its own
governing structure and independent from the Center.

The division of clinical research administration in which a division manager and an associate
manager are assigned is constituted of 3 sections, Clinical Research Management Section, Clinical
Research Compliance Section and Human Resources Development Section.

The clinical research and medical innovation center has been reorganized as 11 divisions and 22

sections according to this organization reformation. (item®®)
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2 System development of clinical research focusing on application

We have strengthened the function of project management in cooperation with Division of
Regulatory Science and Hokkaido University Institute for the Promotion of Business-Regional
Collaboration, and clarified the goal of clinical research such as clinical trials, advanced medical
treatment, licensing-outs, establishment of standard treatment. Moreover, we accordingly presented
some strategies to researchers and implemented them.

In addition, we interacted with regulatory agencies including Ministry of Health, Labor and Welfare,
Pharmaceuticals and Medical Devices Agency (PMDA) etc., in accordance to the goal.

In order to conduct these operations, we assigned physicians familiar with clinical trials and
researches, biostatisticians and experts familiar with pharmaceutical affairs and regulations, and

provided support services focusing on application. (itemD@® D)
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3 Conduct of clinical studies in accordance with ICH-GCP

Starting of 3 investigator-initiated clinical trials further consolidated its system of operations.

Focusing on researcher-initiated clinical studies at international standard, we have established and
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started to operate the prior evaluation specialized committee in order to evaluate the protocol. (item

O@GE®)
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4 Multicenter clinical research support system development

In FY 2016, we began full-scale operations of Phase 1 unit that was newly set up.

We also consolidated the system of Data Management Division and started action to enhance the
data management function which enables to centrally manage in joint clinical studies with other
facilities.

We played a leading role for high quality clinical research and trial, strengthened the ARO function,
further activated clinical research or trial, and strived to enhance the multicenter support system
development through these efforts. (item O@@WEH® D)
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5 Implementation system for clinical research based on public perception

We have improved the level of independence of the division evaluating clinical research. Providing
specific example, the Office of Institutional Review Board for Clinical Research, evaluation division
for all the clinical investigation in Hokkaido University, was a part of Clinical Research Support
Division in Clinical Research and Medical Innovation Center. However as a result of our

organization reconstruction, it was reborn as the Division of Clinical Research Administration which
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has its own governing structure and independent from the Center.

The Division of Clinical Research Administration in which a division manager and an associate
manager are assigned is constituted of 3 sections ;Clinical Research Management Section, Clinical
Research Compliance Section and Human Resources Development Section.

Establishing Office of Institutional Review Board for Clinical Research, Office of Certified Special
Committee for Regenerative Medicine and Office of Conflict of Interest Committee in Clinical
Research Management Section, we have made a preparation in compliance with Declaration of
Helsinki or ethical guidelines relevant to medical research in human subjects, the various guidelines
of Act on Securement of Safety of Regenerative Medicine, etc., and the law.

Clinical research plans based on an ethical / scientific perspective and proper clinical research
enabled system were constructed through these efforts.

Clinical Research Human Subject Protection Section was set up in Clinical Research Support
Division. Moreover, consultation counter for research subjects in which CRC is placed as a person
in charge was permanently installed in a hospital out-patient registration hall for the purpose of
consultation by patients on clinical trials.

Inquiries by telephone from health professionals have been increasing and activity for releasing

information to public about clinical research has started to be on the track. (item@®@®)
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6 Efforts to consistently make a connection with the outcome of translational research and clinical

research / trials

Clinical Research and Medical Innovation Center was established for connecting the outcome and
obtained seeds from translational research with clinical research / investigator-initiated clinical
trials through integration of translational research support project by Ministry of Education, Culture,
Sports, Science and Technology and development project of core hospitals for clinical research by
Ministry of Health, Labor and Welfare on October 1, 2014.

The Clinical Research and Medical Innovation Center was reorganized as 11 divisions and 22
sections according to the organization reconstruction, and it has strengthened the support system.
It enabled us to support researches seamlessly from incubation, support, research planning,

perform clinical research, and make regulatory submission.
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