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Nation-wide genome screening consortium: SCRUM-Japan
(n= 4,800 : 2015/02-2017/03)

More than 240 participating institutions pan-cancer panel Molecular-profile base.d IND reg. trials :
(OCP) analysis LC (24 trials)
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New oncology agent/biomarker development platform with SCRUM-Japan

Japan Agency for Medical Research 3
Prnda ==

SCRUM-Japan registry

« ’ and Development
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Using I
clinical/genome SCRUM-Japan — :
data Collaboration with 240 hospitals and 15 pharms ‘ CTD application and evaluation

International
collaboration

NCI-MATCH (US)

LUNG-MATRIX (UK)

Secondafy focusing on rare fractions in Lung/Gl cancers
analysis

)

Providing

Approval for new agents

Next new agent
development by
pharma/academia
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SCRUM-Japan Reqistry
Registry data collection/tabulation/analysis with CDISC
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SCRUM-Japan Reqistry
Registry data collection/tabulation/analysis with CDISC
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How effective Using Hospital information System of Our
Experiment (Previous study)

Direct Data Transfer from Hospital Information System (HI

to Sponsor for clinical trials 2
OYoshihiro Aoyagi?), Yuki Haradal), Mirai Kikawa?2), Miyako Tanada?), Nobuyuki Funami?), Eri Sekine?,

Kyouichi Motomura3), Takako Kuwakil), Koichi Goto?!), Toshihiko Doil), Toshirou Nishida®)
1) National Cancer Center Hospital East, 2) Novartis Pharma K.K. 3) Fujitsu Limited

‘\‘ DIA JAPAN 2015
Development.

] [ ] National Cancer Center Hospital East
; : , Plans for operation
By directly transferring jche dat:?\ to the sponsor’s ) To establish data extraction and transfer process . : ;
system from the HIS which retains the source data, it . : ) Validates the computerized system
) o ’ To identify challenges and potential . Sraviea b aliies| dere
1S expecl:)te .'d linical data f h countermeasures of the implementation and . e
rovide ¢ n"ncfa ata faster to the sponsors the transfer process for practical use in clinical
*No transcription errors trials ! ‘
*Less frequent monitoring visits to the hospital
by the sponsors
yImesp Sponsor HIS vendor
Provides the Implements the
clinical trial computerized
protocol
Increase the quality of clinical data, as well as . Vi e e syster-n' ]
efficiency and acceleration of clinical trial and e e e Identifies issues
safety review. . Identifies issues

2017/10/28 8



Computerized system implementation as per
Novartis specification (1-7)

Addition of clinical trial specific data

Hospital Information System at NCCE Sponsor system at Novartis

Sl | MISSION
(ums) (eMedical Record) gl
_____ Lab results NMGCP

(Clinical Trial
Management System)

(. Import/setting

______________ Clinical

Secure webdata >  data
: communication repositary
system

p e Sl __d

System function Details of function

Addition of Adds clinical trial specific data not originally in LIMS
clinical trial *Adds the protocol information (including code list)
specific data not - Reflects clinical trial schedule

originally in LIMS  Registers clinical trial subjects

Linking lab test
results

Conversion to Converts “2byte” characters to “1byte” characters
transferrable data acceptable to the sponsor system

Data export Exports as the data format as per the sponsor specification
Computerized Each function is applied in accordance with the validation
Systerre¥alidatinmiRreeessd >

Links lab test results to subject’s visit schedule

Q © @ @@@@.

. o
Exporting lab results Export lab

s == 25 eaus .
=) wea | _enrs | results as file

Registration of ‘n'iaI/Subject information

).~ select targeted lab test data
for the visit date

k Pull up scheduled lab dates for
this subject

EEEBEBLEEE’

2017)10/8 | E—

< Screen of eMedical Record >
posamun
2740E) BRE WA

DISH BN e

e on —_— Additional data required specifically for
il

End date of {Specimen} Collection (YYYY/MM/D0) 1. Fasting status

End time of {Specimen] Collection (HVD) I 2. End date of specimen collection

3. End time of specimen collection
Specimen Condition [AuToLYZED -] 4. Specimen condition

X1 GRS 03 AWMU 133
HARTRA

AReCITENTT amea NEEENT smafETEOOROEE _awem
T P weeo aRoooer e SWANT weemneeE




Handling of double-byte data

Data is recorded in Japanese which is
double-byte; while sponsor requirement is
ASCII format which allows single-byte

characters only.

Although the conversion is needed for most of data,

il Hemolysis
% %
mg.”d | mg/d|
F193 (blank)

this kind of data is not needed to be transferred to
Novartis. Therefore, this can be left as blank.

< Screen of eMedical Record >

At the time of data extraction, the confirmation window after the data
selection shows as below — the unit for APTT, “F)”, is converted to

“_n
s

APTT
Activated partial thromboplastin time

APTT
Activated partial thromboplastin time
200
200

s

%0
380
LOw

2017/10/28
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Transferred data for this research

* Clinical trial: Oncology phase |

* Number of patients: 16

* Transferred data: laboratory test results
(hematology, biochemistry, urinalysis, etc.)

* For 16 patients, 148 visits = 6518 data points

2017/10/28

Key benefits — high quality data with less efforts
NCCE Novartis
Clinical data
] repository
~ NO manual data entry NO SDV

NO query handling for NO data review and query
data entry error J handling for data entry error

EDC Process Direct transfer
process

73.7 hours 0.5 hour -73.2 hours

65.2 hr (data review for entry  (data reconciliation) for Novartis
error & querying)

2 hr (normal ranges handling)

6.5 hr (SDV & querying)

170 queries H 96% | 6 queries - 164 queries
Manual data entry to Data selection Easier task
eCRFs for NCCE

11



Next Cha"enges for NCCE We applied the experiment to SCRUM-

Japan Registry collecting scheme using
CDISC-ODM.

. system

Import CDISC-ODM file

@ cDisc

______________

HOPE/EGMAIN-GX

N
N

wn
T
®]
>
7]
o
q

*CRF status: blank

————
’ ~

A

ABA\DILD) UOISISAUOD DSIAD

Export lab results data as per
CDISC-ODM defined visit information

T

*CRF status: entered
Convert to ODM Statlis: entere

2017/10/28 12



ldeal Model of This System

e Our system aim to convert disease registry data to CDISC standards in order to refer disease registry data as control
group data for clinical trial when we submit new medicine/diagnostic agent to authority in the reference.

Automatically
generation of CDASH
style collecting form

Define disease
registry data as
control group

File exchange by ODM

g ptrotcol

Manage CRF
specification as
CDASH style

Store CDASH style
case data

Data Center

Collect subject data
of treatment group
(TRIUMP study)

DTM ADaM TLFs

. |

Define-XML

Metadata
management
system

T O

[N
Final clinical
@ study report
. Regulatory authorities
\
Exchange from
CDASH to SDTM

eCTD

FUJITSU LIMITEDD S D B R AR E



The Method of Offering Data from Electric Medical Record to Case Data Base
@

Megqdata Management
-Output file i

Definition file
Excel
/2

Import File B

Case Data Bhse (EDC)

Cloud service

Definition file Transfert DM National Cancer Center Hospital East
Excel J> ODM File
(Definition data

On-Premise Enviroment

Jr—

@ 1
Import File 4}

eXChart NMGCP
-Import Definition file -Import definition file .
- Output template -Manage master ODM reference
- Acquire medical Import File -Manage event (visit) | ODM tool
record data | File -Refer ODM file

(Test result, Treatment )
-Progress management
+Output XML file

XMLfile

I; (subject data)

o

+Output ODM file

(Subject data

Output fi

Electric Medical Record (Fujistu)

14
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The Method of Offering Data from Electric Medical
Record to Case Data Base(Conclusion)

* Metadata management

* Manage data collecting form of SCRUM-Japan trials by CDISC standards
* Output data collecting form in Excel file format

* Use desk top tool in order to transfer from Excel data collecting form to
ODM(XML)

* Electric Medical Record System

e Import data collecting form metadata (Excel or ODM) from metadata
management, generate data collecting form

* Clinical Trials Management Systems
* Import ODM, output case data in ODM format using collecting form



Information in ONNM

This range is hopefully
included in metadata
management ODM.

General Study Basic information (e.g. study nam.

Unit Unit for the study
Metadata Event Designated events (e.g. Visit)
Form Data collecting form (implemented CDASH)
Field ltems included in data collecting form (implemented CDASH)
Codelist Code lists which are used by each items included in data collecting form
(implemented CDASH)
Method Deriving expression obtained from collecting data
Condition Conditional expression declared inputting condition for data collecting form
Presentation Layout information for data collecting form (This is appointed bv ODM now

but not defined yet.) This information has

Administration AdminData Information of users or cites dispersion by each

data system especially.
Reference:

Information from
cites

Annotation Association Annotation to collected case data

Case data ClinicalData Collected case data

Reference data ReferenceData Normal range of clinical trial items

COB\:E% 5Egl1g7r§g;[wsu L|MJEEED7§\60)%3¥4EE&%

.16 :
signature ds:Signature ure da




SCRUM-Japan registry: current status (Conclusion)

15 Pharmas and more than 240 hospitals are participating in Japan
A total of 35 IND registration trials (SIT and IIT) is referred to SCRUM Japan

More than 4,500 samples have been already enrolled in nation-wide

Now structuring data
collecting from electric

3 new agents are in preparation for new agent approval health record

On-time genome data sharing with Pharma & academia has been inixrated

Making a nation-wide registry for new agent trials have just started in collaboration with
regulatory authorities

» prospective cohort registry will start soon (07/2017)
» New IITs with registry data as a comparative natural history data are being planned
» Construct acollecting information system using electric health records

Activating new agent development and establishing precision medicine
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