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Eisai SDTM in-house project
2012 - 2014

Before start of this project, SDTM development process was
outsourced.

The main goal of the project is to in-source SDTM conversion
process, assess data quality by internal vs external teams;
implement and apply newest technology to support FDA
modern data review process.

Project Results:

- Converted to SDTM 30+ studies for 2 NDAs
- Implemented OpenCDISC Enterprise as 5aaS cloud solution
- Implemented FDA expected derivations such as Baseline flag, Treatment
emergent flag, Study Day and EPOCH
- Added CTC Grading

Project nominated as one of the best technology implementation in 2014
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PERIODIC REVIEW:
| Update to SOTM(-) Mapping
Specs; Annotated Book

SDTM(-) Data Sets
(exclude blinded data)

SOTM Programmer

SDTM(-) Validation:
Phase 1

|
‘ Complete SDTM
ADaM datasets and
SDTM(-) Data Sets ‘ Dutasets ” Define.xml
and Define.xml
|
I i SOTM Programmer Biostat.
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Define the submission standards version

Design domains.

@ Do not use obsoleted SDTM standard version 3.1.1, target to implement the most current
~ version of SDTM v.3.1.3, Use standard oncology domains rather than custom. Implement Trial

lementation time requirements: 36 month for |
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resolve all
formatting,.
Metadata
terminology
ISSUES

validation rules for Complete
SDTM shall be suppressed (Ex.
spacing rules)



Periodic Data Review




cooperate with the study
data manager to clean
data-related issues
through study until close
out

avoid resolution of data errors after study
database is locked

i

g DI nterprise validate and track "Red flags” - data quality issue
that must be resolved before database lock



Complete SD TM,

Define xml
& SDRG phase
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OpenCpisc E
: nterpr;
Issue tracking PhSe eitbies

and Cross-unjt teams
communication

)

Validate, analyze and
resolve all issue/s;
enter resolution
details to Study Data
Reviewer's Guide

Evaluate data in the latest
OpenCDISC Validator version
1.5

Note: higher OpenCDISC

@ Validator version — more

rules published. Refer to:
http://www ncdisc.or
download
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creati‘g consistent
Metadata for all studies
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Consistent domain, variables and value data metadata
for all studies pooled for submission supports data
usability

Cross=review aaia S e




sclentific conclusion
N snortened time
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"Data that are not standardized diminish the
Agency’s ability to review the data efficiently,
resulting in manual, labor-intensive processes

and inherent inefficiencies in the review."
FDA Guidance.






SDTM/ADaM Specifications (all
aCRFs, Protocol, SAP

Validation Summary
with Issue Log

Validation Summary
with Issue Log

Fixable Issue/s in
Appendix A of

Validation Summ
with Issue Log
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excellence Iin data guality

supports FDA modern data review
of drug safety and efficacy

Refer to:
FDA-2014-D-0092 - Study Data Technical Conformance Guide
and Data Standards Catalog

FDA-2012-D-0097 - Guidance on Electronic Submissions:

W...x Standardized Study Data

1 /FDA-2014-D-0085 - Guidance on Submissions in Electronic

Format--Submissions under the Federal Food, Drug, and
Cosmetic Act

6 February 2014



ps://eisai.opencdisccom/report/validation/study/2/2

f4 Home » Repot > HOPE > ET080-G000-303

Study Quality Report: E7080-G000-303

Dashboard I Scores || Domains || Issues || Rules | History

Jl  Key Metrics

Jl | Quality Dimension Scorecard ol | Issue Status

Laboratory Findings
pl

Adverse Events Analysis

Ceneral Data Quality

Subject Disposition
Analysis







Laboratory Findings |
Analysis |

Adverse Events Analysis |

Ceneral Data Quality

Subject Disposition |
Analysis |

Vital Signs Analysis

Standards Compliance




# Home > Report > HOPE » E7080-G000-303

Study Quality Report: E7080-G000-303

Dashboard Scores I Domains Issues | | Rules History

| Q search

Validation Spec 2 ' Pass/Fail £

Exposure Analysis (1 Profiles)

Exposure Analysis Panel

General Data Quality (2 Profiles)

CDER Common Data Standards Issues 0 |
SDTM v3.1.2 General Data Quality
Laboratory Findings Analysis (6 Profiles)

JReview Labs Baseline vs Max/Min —3
Scatter Plots ’

Liver Function Analysis Panel

JReview Hy's Law Patient Listing 0 |

Found 29 records

Issues <~

Failures <

Errors <

(aen | @

warnings <

Notices







Issue Details - SD0091 (AE)

Details || Records |

System opened this issue C ]

SD0091: AEOUT is not 'FATAL', when AESDTH="Y"

Description: Outcome of Adverse Event should equal 'FATAL', when Results in Death (AEDTH) is 'Y"
Domain: AE Severity: Warning Category: Consistency

Rahul Alawardhi is assigned Reassign

Sergiy Sirichenko commented 10 days ago

For AE resulted in subject death, the expected value for Outcome is "Fatal”.

Please contact EISAI DM team for the issue resolution

A Normal text ~ Bold  Jtalic =




f Home ) Repot ) HOFE ) ETUB0-GO0O-303
Study Quality Report: E7080-G000-303
Dashboard = Scores  Domains | Issues  Rules | History

J  Study History

10/20/2013 12/31,2013 1/2/2014 3/2014 1/28/2014 2/19/2014 4/5/2004 4/21,/2014
620 PM L18PM 1158 PM 11:22 AM 743 PM 244 AM 11:06 PM

Pivotal study score increased from 50 to 94 ‘
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Study Quality Report: E7080-G000-303-ISS Setine
Dashboard || Scores || Domains || Issues || Rules || History

all Key Metrics

46 812 . 1M 421 55K 99 0.5% 96

- Domains Subjects  Records Rules
H ..I:::' w L%
al | Quality Dimension Scorecard al  issue Status

Closed

RO R
Analysis
T R A A
Quality
A

Analysis
Standards
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study Quality Report: E7080-G000-303

,omparison

asean | | &7 | Boon | B o
10/8/2013 11:27 PM 4/22/2014 3:06 AM Percent Cha

Domains 4 47 146%

Subjects 612 612 0%

Records 950,776 1,474,100 55%

Rules Executed 484 483 03%

Checks Executed 5,948 5383 95%

Issues 705 140 -80.2%

Issue Rate 11% 0.8% 27 4%

Score 50 94 88%

Data quality score is derived based on number of
ISsues, issue rates and issue severity



vendors study

tudy Quality Report: E7080-702

1.6% 75

Issue Rate

4l Quality Dimension Scorecard 4 1ssue Status

Metadata I | Chtes

Standards Compliance _ [Sundlrds Compliance: 45]
r—
viaisigns Anaiysis [ RN

Laboratory Findings
Analysis




Japanese Team Work

Study Quality Report: E7080-J081-208

Dashboard | Scores | Domains | Issues | Rules  History

al

Count

Issue

Study History
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10/18/2013 5:.03 PM

1/18/2014 10:57 AM

L ]

4/5/2014 1224 AM

125
— 582014453 PM 100
v Score - 96 -0

75

50

25

4/21/2014 10:46 PM 5/8/2014 453 PM
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new drug may offer hope

to many peoples quality of life

DN, comprowg@

excellence in data quality

supports FDA modern data review
of arug safety and efficacy
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