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Outline
Process

• Legacy data conversion

• From (e)CRF design to e-submission deliverables

Ensuring quality

• Quality control activities

• Process design 

Summary and conclusions



PhUSE SDE, 06-May-2009 3

Process Flow – Legacy Data Conversion

Annotated CRF

Communication

= dataset templates

= source for define.xml

SDTM

red: e-submission
deliverables

Specifications

Mapping

programs

define.xml (SDTM)
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From (e)CRF Design to e-Submission

Communication

SDTM
Annotated CRF

Specifications

Standardized mapping process
(standard document templates / programs)

(e)CRF + DB

Design

according

to

CDASH

Mapping

programs

SDTM

define.xml (SDTM)

= dataset templates
= source for define.xml

SDTM
Annotated CRF

Specifications
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Process Flow – ADaM

Communication

SDTM

SAP

ADaM

Results
creation

programs

Analysis
results
(TLGs)

- Analysis datasets

- Analysis results
= dataset templates

source for define.xml

define.xml (ADaM)

Datasets
creation

programs

ADaM Specifications
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Who
• Sponsor - FDA

• Cross-functional project team

What
• Requirements (e.g., all/specific data, programs)

• Sponsor specific guidelines (e.g., mapping scenarios, terminology)

When
• From project set-up to project completion

Where
• Track decisions in 1 shared document

Transparency, aid in quality control

• define.xml

Why
• Standardized documentation of data flow
• CRF => analysis results via standardized metadata

Communication
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Annotated CRF
Requirements
• eCTD Portable Document Format Specifications/

CDISC Draft Metadata Submission Guidelines
SDTM content
Annotation legend (standard layout)
Hyperlinks from repeat pages to annotated pages (see page 5)
Bookmarks
Named destinations

• Prepare reference aCRF

QC Steps
• Verify requirements
• Tool: Checklist
• Final check in eCTD folder structure
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SDTM specifications
Requirements
• Format 

Facilitate automated information usage (e.g. EXCEL)
- Dataset templates
- Input for define.xml

• Contents
List of SDTM domains
Domain specifications based on SDTM IG domain tables

- Start with Trial Design
- Mapping from legacy format to SDTM (exclude from define.xml) 

Controlled Terminology

• Prepare reference specifications

QC Steps
• Verify requirements
• Check consistency with Annotated CRF
• Review and acceptance test by sponsor
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SDTM Datasets
Requirements
• Specifications

• SDTM standard
SDTM IG
Specifications for SDTM Validation Criteria V.1 (Draft)/
WebSDMTM edit checks

• Reproduction of study results

QC Steps
• Validation of mapping programs

• Programmatic/manual check of SDTM validation criteria
Communicate/document exceptions (=> define.xml)

• (Reprogramming of key results based on SDTM)

Mapping

programs

SDTM



PhUSE SDE, 06-May-2009 10

Define.xml (SDTM)
Requirements
• CRT-DDS (define.xml) V1.0

• CDISC Draft Metadata Submission Guidelines

• eCTD Validation Criteria
Location and modification of stylesheets

• Consistent with SDTM specifications & data

QC Steps
• Schema Validation

• Correct Hyperlinks in eCTD structure

• Process =>
Built-in consistency with specifications & data
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ADaM specifications
Requirements
• Draft ADaM V2.1, Draft ADaM IG V1.0

Datasets design
Metadata concept

• Approach similar to SDTM mapping
New metadata element: Analysis Results Metadata
Start with ADSL (Subject Level Analysis Dataset)
Derivations based on SDTM data

QC Steps
• Review specifications

Check for correctness and comprehensibility
“One PROC away“ approach

Analysis datasets

Analysis results
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ADaM Datasets & Programs
Requirements
• ADaM specifications

• Programs in ASCII + PDF format
eCTD requirements/validation criteria

- File names
- PDF version, document properties

QC Steps
• Validation of programs

Contents consistent with specifications
“Review-friendly“ programs

• (Reprogramming of key results based on ADaM)

Datasets
creation

programs

ADaM

Results
creation

programs

Analysis
results
(TLGs)
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ADaM define.xml
Requirements

• Draft ADaM V2.1, Draft ADaM IG V1.0

Metadata concept

• eCTD Validation Criteria
Placement and modification of stylesheets

• Supplemental data definitions (extension of metadata concept)

• Consistent with specifications & data

QC Steps

• Schema Validation

• Correct Bookmarks & Hyperlinks in eCTD structure

• Process =>
Built-in consistency with specifications & data
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Communication to Reviewer - ADaM
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Communication to Reviewer - SDTM
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Summary & Conclusions
THE STATUS NOW
• Data flow as communicated to FDA

Quality ensured via process design (built-in consistency)

• Manual QC steps to ensure full data/information integrity

THE FUTURE
• Automated data/information exchange

From Protocol (Trial Design, SAP)
To CDASH 
To SDTM 
To ADaM

• Final submission package with less manual QC steps
Follow up on CDISC standards developments
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Thank You!


