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The Possible Solution

Import Import i Export
Start Up Schasiis Data Mapping ¢ Exchange [> Data

[Start Up Screen of XML Transform ]

® KN Trensform [SMXNL Trmstorm]

The Possible Solution for
Data Integration

Import Import . Export
Start Up Schama Data Mapping [> Exchange D Data
[Import Schema of Integrated DB]
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The Possible Solution for
Data Integration

Import Import r Export
Start Up Scheiia D Dita Mapping Q Exchange Q Data

[Import Data of Hospitals]

[Select Data File ]
|

-

Data of Hospitals . - [XML Data of Hoipital]

[ CSV Data of Hospitals ] C e ‘
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The Possible Solution for
Data Mapping

Import Import
Schema Data

Start Up Mapping ) Data
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[ Mapping between Hospital data and Integrated Data]
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The Possible Solution for

_ Data Exchange

Export

Start Up Import Import i

Sehni Data Mapping Exchange

[Interchange from Data of Hospitals]
[Interchange Code]
[ Display of Interchange Code Table]

Hhcioct Intercha'nge Code T&ble]

Interchange Code Table

The Possible Solution for
Data Exchange

Export

Start Up Import Import -

Schema Data Mapping Exchange

[Interchange from Data of Hospitals]
[ Connect Items]

Separate | i [XSLT function]
42 Scns
i
w wm
—— [ Write Formulas ]
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The Possible Solution for

_ Massage Conversion

Import Import
Schema Data

Start Up Mapping

Export
Data

[Export XML Data of Integrated DB]

Y o e )

. vae, [Export XML Data]

Q Exchange

)

[ XML Data of Intearalecl DB]

[ XSLT Data for Interchange ]

[ Validate XSL Data]
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Validation of Technical Issues

Patient
Background

Medication

History
Hospital ].;ﬂ:.
Download

Disease
Data

Lab
Data

(Data Integration)

Validate whether each separated data from

21

facility can be consolidated.
Patient Medication
Background | ™ History
Facility ID [ | ]
Patient Sequential. No.
Lab
i
Data [— o

Validation of Technical Issues

M

Check for

Each Facility

essage Conversion)

Hesbiial =

csv CSV-XML

Data Conversior

* Data

XML

1

I Validate the size and format of data

when converting data doesn't have
data type. (CSV doesn't have data type)

XML

XSLT
XML Transformation

XML-XML XML

Data

—_—
Each Facility's

Schema

Conversior] Data

——
Center's
Schema
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L_. Validate the difference of the XML structures

between each facility side and Center side.




Validation of Technical Issues
(Data Exchange)

Value Resolution Process
[Sender) [Receiver]
Format Text Huteria
value
Partial
Reference odme s
Unit 1000mg 1g
Union | Tanatril 50 [Tanatril (50Units)

Code Resolution Process

[Facility Side Master]

Drug Code Prug Name'ﬁ

101 Tanatril

Sender
102 Beljibin

Receiver

[Center Side Master]

Drug Code |Drug Name| Quantity

501 Tanatril 50mg

503 Beljibin 10mg

To integrate the data from the sets of provided electronic data, validate the difference of Attribute or
number of places. transformation of units, conversion of code, partial reference, and union among items.
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Validation of Technical Issues

(Time Slice)

Time

Period of Selection

F>
—

o
’ _%_ Ll

s>

AN, o

Protacol

— ___.____.};%._.

Starting Date of Dose
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L Validate whether the sets of integrated
! electronic data could be aligned to
relative time axis.




Validation of Technical Issues
(Drug Overlap)

I : 1_ \flfeek Zwleek 3wrna AWTeI: sw?ek EWTek

| |

3 days
Overlap a
k.
k.
» 5 1% »
» 3 1™ S
LY 5 » 5

3 Dose (20mg)/day
(After each meal)
Prescription (1 week)

3 Dose(10mg)/day
(After each meal)
prescription(1 week)

3 days Overlap
(change in the amount of

Validate whether difference between actual
drug-taking and prescription can be estimated
automatically from the prescription.

formula)
|
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Validation of Technical Issues
(Missing Data/Observation)

Missing Data Missing Observation
rr——— /_.

Item 1 Item 2 Item 3 /Ilem 4 Item S Item 6

Patient 1
Patient 2 P
Patient 3 i
Patient 4
Patient 5
Patient 6
Patient 7
Patient 8
Patient 9
Patient 10
Patient 11
Patient 12 Pal
Patient 13 /

Validate on how to deal with variety of / End of medication
cases of missing data automatically.

Can we extrapolate them? Change hospital
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Improvement of Solutions

= CombineEDC

« Transform XML to XML e
( [Now] Transform Plane XML ,in other words CSV, to XML )

« Display at Browser (Human Readable )
« Editing missing data and error data at entry screen
« Function of data cleaning

« Templates
(CDISC ODM Model, Define.xml, E2B, HL7 CDA, eCTD ect)
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Improvement of Solutions

[XML to XML]

New Function i

....................................

H
KMLIGRML I '
H
oo A e
CSVieHML §
nnnnnnnnnnn E

Cancel
T

[HTML]

—*Previous Function

[CSV to XML]
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New Function

Improvement of Solutions

New MHLW
Research

Previous MHLW
Research

Study Type

Prospective Study

Retrospective Study

Therapy Aria

Oncology

Cardiovascular

Adverse Event Data

Target Data

NO DATA

Data Capture

EDC + Data Extraction

Data Extraction

Time of Extraction

Several Times

Once
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B The Impact of US FDA Critical Path Initiative on
New Drug Development

B The Current Situation in Japan
B The Impact of a Sentinel Network System in Japan

f Kitasato University , Division of Biostatistics & Division of Pharmaceutical Medicine

FDA Critical Path Initiative

B Fact 1: BUT

Biomedical research spending has

: ; The number of submissions to
increased in the last decade

FDA has been decreasing in the
last decade

—

Figures 1-8

Figure 1. 10-Vaar Trandas in Biomedicsl Research Spanding Figure 2: 10-Year Trands in Major Drug and Bislogical
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§ Kitasato University , Division of Biostatistics & Division of Pharmaceutical Medicine




FDA Critical Path Initiative

B Fact 2: BUT
Biomedical scignce has been Promising innovative candidates
blooming, allowing for discovery has been evaluated by the last
of innovative products century’s tool
The success rate of Phase lll is
50%
Science for science has advanced Science for society has not
advanced

No return to taxpayer

§ Kitasato University Division of Biostatistics & Division of Pharmaceutical Medicine

FDA Critical Path Initiative

B Goal:

The application of a new concept is required:

Computer modeling techniques, biomarkers, clinical trial
endpoints —— for efficiency and effectiveness

|

The innovative clinical trial method is required

g Kitasato University Division of Biostatistics & Division of Pharmaceutical Medicine




M The Impact of US FDA Critical Path Initiative on
New Drug Development

B The Current Situation in Japan

M The Issues to be Concerned

g Kitasato University , Division of Biostatistics & Division of Pharmaceutical Medicine

Current Situation in Japan

* Clinical Trial Costs:
Very High
* Numbers of Clinical Trials:

Diminishing

|' Kitasato University . Division of Biostatistics & Dwvision of Pharmaceutical Medicine




No. of Initial Clinical Trial
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Costs of Clinical Trials in Japan

Average cost per patient per year Relative cost per patient
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I Presentation by Dr. Uden at 3'¥ Kitasato-Harvard Symposium, 2002 J

l" Kitasato University Diwvision of Biostatistics & Division of Pharmaceutical Medicine
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Speed of Clinical Trials in Japan

|[Comparisen of Speed of Clinical Trials in Japan
and Othey Countiies by Selected Companies]
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Location of Clinical Trials conducted by Japanese Companies

[Locntion of Clindcal Trials Conducted
by Japanese Companics]
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Even Japanese companies conduct clinical trials in foreign countries

|' Kitasato University . Division of Biostatistics & Division of Pharmaceutical Medicine




Domestic companies
conduct their clinical trials
High cost to outside of Japan

conduct clinical trials Slow speed

of clinical trials

Hollowing out of
Clinical Trials

L\ \/ \\_’,'

l' Kitasato University Division of Biostatistics & Division of Pharmaceutical Medicine

Drug Lag is a Big Issue in Japan

# of un-approved drugs among world’s top selling 99

28 (31.3%)
(28.3%)

N
13 54w T1%) (6.1%)

e

(3.0%)
(1.0%) -
o 1 L

UK Germany France Korea Taiwan Chinese Japan

J. Health Care and Society Vol.15 (1) 49, 2005)

" Kitasata University Division of Biostatistics & Division of Pharmaceutical Medicine




B The Impact of US FDA Critical Path Initiative on
New Drug Development

B The Current Situation in Japan: Part 2
B The Issues to be Concerned

l' Kitasato University , Division of Biostatistics & Division of Pharmaceutical Medicine

Basic ldea: Avoidance of Unnecessary Clinical Trial

Bridging Study

=
Global Study

()
L SO

[" Kitasato University . Division of Biostatistics & Division of Pharmaceutical Medicine




Participation in Asian and Multinational Global
Study

B Bridging study
®Intrinsic and extrinsic factors

B Participation in Asian and Global Studies
@ Apply existing extrapolation of data to an ongoing study
i.e. mutual extrapolation of data

Appropriate dosage in new regions

4

Key point

{" Kitasato University . Division of Biostatistics & Division of Pharmaceutical Medicine

More Global Studies in Japan

-_ Global Dev. Strategy
NEW Paradigm

Bridging Strategy

Global Japan Global Japan
Phase 1 [{=)| Phase 1 Phase 1 ()| Phase 1
Phase 2 <:> Phase 2 Phase 2

Bridging Study
Phase 3 |:> Extrapolate | Phase 3(Global Study)

l- Kitasato University Division of Biostatistics & Division of Pharmaceutical Medicine




B The Impact of US FDA Critical Path Initiative on
New Drug Development

M The Current Situation in Japan
M The Impact of a Sentinel Network System in Japan

f Kitasato University , Division of Biostatistics & Division of Pharmaceutical Medicine

Critical Issues

M Application of New Approach:

# the number of exposed pts has decreased
— Efficacy can be evaluated through extrapolation of data
— Safety issues can be region—oriented:

Several racial oriented adverse events have been reported

We need guarantee of safety to pts
- need safety network: monitoring system
- need scientific pharmacovigillance investigation

|" Kitasato University . Division of Biostatistics & Division of Pharmaceutical Medicine
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