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Table 2 Tasks of the Council on Standardized Master Operation of Clinical Laboratory Examination
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Figure 4 Role of clinical laboratory centers in information sharing of clinical data among hospitals/clinics.
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DAY 2 | THUYRSDAY, NOVEMBER 7, 2013

Related Interest Areas: Clinical Operations (CO) Regulatory Affairs (RA) Statistics (ST) Clinical Data Management (CDM)
Clinical Safety and Pharmacovigilance (CP) Project Management (PM) Chemistry, Manufacturing and Controls (CMC)

9:00-10:30 SESSION 1 (CONT.)

VENUE 4 EAST ROOM 9-E VENUE 5 EASTROOM901 | VENUE 6 EAST ROOM 9-F
[V4-S1] Multiregional Drug [V5-S1] Application of Coaching [V6-S1] Recommendations for
Development and Development for Project Team | Developing Postmarketing Surveys

ReLatep INTEREST AREA(S): CO, RA, PM
LEVEL: INTERMEDIATE

LanGuAGE: ENGLISH ONLY

SessioN CHAIR

Norie Yasuda, PhD

Director, North East Asia Hub, Clinical
Operations & Biostatistics/Data Management
Merck Serono R&D Japan

In a current clinical drug development strategy,
efforts of simultaneous regulatory submission have
been making to obtain registration and approval in
Europe, tr;e United States, and Japan. Multinational/

, regional Clinical trials have been the key practice in
order to obtain simultaneous approvals in different
regions. These trials include several geographic
regions where ethic factors may differ and, as a
result, the response to a drug may vary according
to the different interethnic differences, racial
background, and environmental and cultural factors,
including the regional medical practice.

Under such an environment, pharmaceutical
companies have been trying and struggling with
different courses of drug development strategy and
operational model strategy to find a better, faster,
and easier strategy with a specific drug and a specific
indication in different regional and environmental
settings.

In this session, different development strategy |

approach and a new operational excellent initiative
that global pharmaceutical companies have been
pursuing will be discussed. The audience will
be shared with the newest global/multiregional
approach to a simultaneous regional drug
development strategy including Japan and Asian
countries.

Simultaneous Development of New
Treatments in Oncology; What
special challenges and opportunities
exist for Japan and Asia?

Stephen Uden

Department Head, Oncology
Development, Novartis Pharma K.K.

New Development Opportunity at
North East Asia Hub

Morihiro Watanabe, MD, PhD

Senior Medical Leader, North East Asia
Hub, Early Development & Clinical
Development, Merck Serono R&D Japan

TransCelerate - How Collaboration
is it going to change the Research &
Development landscape in Japan?
Toshiaki Sato, MD, PhD

Head of Japan Clinical Sciences and
Operations, R&D, Sanofi K.K

Building
ReLaTeD INTEREST AREA(S): PM
LEevEL: BEGINNER

Session CHAIR

Koichi Konno, PMP
Chief Executive
PM Consulting Positive Intention

In pharmaceutical R&D project team, how to interact
for project managers toward team members would
give great impact on a team performance. Coaching
is one of the most important leadership which
project managers to utilize, as the most recent
PMBOK (version 5) employed the coaching skill as
the required skill for project managers. The process
of coaching is quite similar to project management
process, and the concept can be applied to all
processes from mission/goal setting to problem
solving and lessons and learned. In this session,
the speakers will provide knowledge, process, and
thought process on coaching through collaborative
efforts and transition coaching which would lead to
breakthrough, and discuss to apply those to effective
team management.

Coaching as a Project Management
Skill

Takashi Sato, PMP

Senior Manager, Clinical Science
Department, Kyowa Hakko Kirin

System Coaching - To Reveal and
Leverage the Potential of the Team
Nao Inoue

Director, Faculty of CRR Japan,

WAKE UP Co., Ltd

Getting the Ways of Coaching with a
Team to Improve its Performance
Koichi Konno, PMP

Chief Executive,

PM Consulting Positive Intention
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and Clinical Investigations Using SS-
MIX Standardized Storage
ReLATED INTEREST AREA(S): CO, RA, CDM, CP

LevEL: BEGINNER

SEssIoN CHAIR

Kiyoshi Kubota, MD, PhD, FISPE
Professor, Department of
Pharmacoepidemiology, The University of Tokyo

The Standardized Structured Medical record
information exchange (SS-MIX) was started in 2006
as the project supported by MHLW for promoting the
exchange of the standardized medical information.
Free software developed in the project allow the
storage of medical information to receive HL7
messages for prescription, laboratory test results,
diagnoses and patient demographics in the hospital
information system (HIS). Four academic societies
and three pharma industry parties collaboratively
worked to’ prepare the recommendations for
developing postmarketing surveys and clinical
investigations, and made available to the public in
November 2012. The recommendations consisted
of 7 parts; (1) information with high accuracy and
granularity, (2) as the backup system, (3) the “new
user” design, (4) fast and efficient data collection
in surveys (5) evaluation of risk minimization action
plan, (6) possible use cases in clinical trials, (7) as
source data. In this session, working group members
will provide presentations from many angles and
audience would understand the possible use cases
of SS-MIX standardized storage.

Medical Institutions Implementing
SS-MIX: What can be done?
Michio Kimura, MS, DM, PhD
Professor and Director, Medical
informatics Depertment, Hamamatsu
University Hospital

SS-MIX Could Make a Difference

in Postmarketing Surveys and
Pharmacoepidemiological Studies
Kotonari Aoki

The Federation of Pharmaceutical
Manufacturer’s Associations of Japan /
Chugai Pharmaceutical Co., Ltd.

SS-MiX Could Make a Difference in
Drug Developments and Clinical
Trials

Osamu Komiyama

The Federation of Pharmaceutical
Manufacturers Associations of Japan /
Pfizer Japan Inc.

Panel Discussion
All speakers for the session



Medical institutions
implementing SS-
MIX standardized
storage;

What is this, and

what can be done

Michio Kimura, MD, PhD
FACMI

Hamamatsu University,
School of Medicine

HL7 Japan Chair

Japan's Cabinet's New IT Project
“Pharmacovigilance by HIS data“

+ PMDA(FDA of Japan) already launched 5 year
project in 2009

» Because of court order of slow disqualification of

hepatitis C virus contaminated drug case, and

drug rag problem

“Not only pre market clinical trials, post market

surveillance, spontaneous report, also HIS data

should be utilized”

—~ HL7 strandardized SS-MIX infrastructure makes
reporting easier

1DIA%

CPOE(Computerized Physician's
Order Entry) in Japan

* 90%+ in large hospitals (400+ beds)

+ Top 2 vendors became able to export patient
demographics, prescriptions, lab results,
diagnoses, in HL7 v2.5 messages

- Ministry of Health standard designation ...March 2010

+ HL7 v2.5, HL7 CDA R2, DICOM and IHE PDI, Codes (ICD10,
drug code, lab exam code)

Ministry of Health Project: SS-MIX:
HL7 standardized clinical information storage

Wide variety of applications
*  We have patient demographics,
prescriptions & injections, lab
results, diagnosis classifications in
HL7 v2.5

— Clinical database

— Interoperabitity with peripherai
systems

- PHR ~ Backup for disaster, including

—~ Making documents replacing & upgradina HIS.
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HL7 exportable HIS, and SS-MIX
standardized storage counts(2013/6)

+ Hospitals with HL7 message exportable HIS

— Fujitsu (FX, GX) 461
— NEC (ADv4+, HR) 172
- SBS 22
— Software Service Inc. 342
-~ others 65  (total 1,059)
+ SS-MIX standardized storage, counts by installer
— Fujitsu 50
- NEC 19
- SBS 84

— Software Service Inc. 36
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140 healthcare pl:bviden;s store Px and lab (2013/6)

How many people
covered by SS-MIX storage?

* 140: storing prescription and lab results

= Average hospital (250 beds) stores 2
years of data, first year 20,000 plus
second year increase 7,000

» 27,000*140=3,780,000

» Possible duplication deducted: 3,000,000.

.

Ministry projects on SS-MIX storage

* MoH and PMDA's MIHARI and MID-NET

(Japan Sentinel) for drug safety

» MoH's regional healthcare information
sharing (Noto, Urasoe, Miyako, 100+)

« METI(Economics, Trade, Industry)'s "My

Hospital, Everywhere" project (Noto)

» MoE's 42 national university hospital EMR

backup for disaster.

20 SS-MIX storage in PC
can provide Px, lab, Dx
without power, network

Case cards

» Made by hand
« But, most of the
data are in CPOE

- Prescription
history of the
drug

— Concurrent drugs

—Lab results
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Adverse event reports are ready
in PDF

Case card from EMR,

demo . "
Archive as medical

Export as CRF

Additional remarks
as medical records

Clinical Information Retrieval System: D*D

10 years,
73,709,298
records of
orescription,
lab results,
diagnosis
iclassification

s at .
Hamamatsu
Univ. Hosp.

ime
Isequence in j
a few H
minutes

Search example

L Lo S B i

e o n P

Listing up of patients, with AST:30-180 one week before the first
prescription of “Crestor” (R | nia), then

N . .
in, anti-hyperliy

AST elevated to 180-500 within one week B

Other examples at Hamamatsu

Univ. Hosp.
+ In 2007, patients recorded HbA1¢=6.6-8.0, and
re-examined within 3 weeks
- -5.8: 55 cases, 5.9-6.5: 289 cases, 6.6-8.0: 657
cases, 8.1+: 192 cases
» Gemzar (Gemcitavin for cancer) first
prescription: 181 cases in 2007
— Then, diagnosed as interstitial pneumonia (ICD-10
J84.x) : 7 cases
» Stroke onset, and recurrence within 3 years?

—~ “Stroke” is a disease used for the reason to examine
CT or MRI, which includes full of noises.

Hospital performance indicators

» HbA1c control of diabetes patients by the year

" | St Luke
Tokyo Hospital

Hamamatsu
Univ. Hosp.

HbA1c<7.0

Wi
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A New HIS Network Project by MHLW/PMDA
(MID-NET project)
-+ Drug safety assessment and validation from
10,000,000 patients (hopefully)
» Budget 110M yen($1.1M) for 2011
— 3 year total 260M yen
— Planned to install the clinical search system D*D, which
was based on MIHARI in Shizuoka to 10 core hospitals
including Hamamatsu University hospital
— 2012 Tokyo Univ., 2013 6, 2014 3
— Trial use starts April 2014
» "CPOE based" means AE can be detected real

_time without dela
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Control (Pravastatin prescribed): 253 cases

Setting script: Creatinine< 1.17,
Case (Creatinine<1.17 then CRE>2.0): 1 case

then Pravastatine (MevalotineR)(any titer)
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Demographics of Case and Control
(mean, SD, min, max, age, sex,,)

21 CFR Part11
(21 Code of Federal Regulations)

» Can SS-MIX w/ EMR in Japan conform?
» Most hospital's EMR conforms
—MOH guideline for secure HIS

—EMR printouts are submitted to lawsuits as
evidences

+ With some more, EMR in Japan can
conform easily
—log and certificate for testing, updating.

“Pharmacovigilance by HIS data“
pros & cons

“Early detection of side effects” will be welcomed
by citizens

We have cases out of “population”, which we
could not get by spontaneous reports

Japan's high percentage of CPOE makes
advantage

Easy importable information is Px history, lab
results. Disease classifications. are doubtful.
(They are in HL7 format in 117 hospitals)

But sign and symptom descriptions are difficuit.

Thank you for your attention
and helping hands

TOKYO®2020

QG5

WV
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Validation of Large Medical Database
(Joint workshop with Japan Association for Medical Informatics
(JAMI), Japanese Society for Pharmacoepidemiology (JSPE),
Japanese Society of Clinical Pharmacology and Therapeutics
(JSCPT), and Japan Society of Clinical Trials and Research (JSCTR))

Kimura Michio"

*'Dept. of Clinical Epidemiology and Systems, Grad. School of Med., Univ. of Tokyo
Dept. of Medical Informatics, Hamamatsu Medical University

Koide Daisuke™

The national project "development of the infrastructure for medical database” has been going on for 3-year term since 2011
by the Ministry of Health, Labor and Welfare (MHLW) and Pharmaceuticals and Medical Devices Agency (PMDA). Then
the large database which is based on SS-MIX have been implemented in 10 medical institutions as nationwide.

In order to evaluate drug safety with the database developed by this project, it is necessary to confirm whether the subjects
are detected appropriately without too much or little, and obtain enough information regarding drug safety evaluation. In
other word, we need "validation". There are several ways to validate; the several methods for each institution, or the same
method for all. In the US, some validation studies were carried out as mini-sentinel, and published in the journal of
"Pharmacoepidemiology and Drug Safety" Referring to these foreign studies, we will discuss what kind of validation
studies we need for this project. Speakers will be invited from the regulatory authority, JAMI, JSPE, JSCPT and Japan

pharmaceutical manufacturers association (JPMA).

Keywords: pharmacoepidemiology, Validation, Database, diagnosis, outcome
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