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Background
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FDA Binding Guidance 
requires Sponsors to 
submit standardized 

study data in regulatory 
submissions.
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Standardized data allows 
reviewers to more fully 

understand and characterize 
efficacy and safety.
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How do we submit this 
study data to FDA?
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eSubmissions Gateway 
requiring adherence to 
Electronic Common 
Technical Document (eCTD) 
Standards
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Study dataset packages must include relevant 
documents in Module 5 to facilitate regulatory review

Ø Tabular Listing of All Clinical Studies

Ø Study Reports

Ø Case Report Forms (CRFs)

Ø Periodic Safety Reports

Ø IND Safety Reports

Ø Literature References

9

DATASETS!
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Standardized data allows 
reviewers to more fully 

understand and characterize 
efficacy and safety.
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Metadata Driven 
Automation 

>

Manual 
Preparation & 

QC
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Ø Reduce resource burdens 

Ø Improve efficiencies 

Ø Improve quality
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Automation 
Strategy
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The eCTD directory 
structure allows for easy 

mapping of study 
working area to target 

M5 folders
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Metadata files drive automation and enable 
traceability, while allowing for study customization

SDTM Datasets
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ADaM Programs
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Automation utilities leverage metadata input files to 
enable a now traceable M5 package generation process
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Metadata Driven 
QC Checks
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Metadata can also drive 
QC checks of M5 

package contents
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Ø Gilead Legacy Submission 
Checklists

Ø Gilead/Phase I-Specific 
Checks

Ø Gilead/Regulatory Operations 
Checklist

Ø Checks mentioned in various 
papers

Ø FDA Technical Rejection 
Criteria
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Maintenance and updates to 
checks are streamlined allowing 
for easier updates and improved 

planning for new checks
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Status Source Tab Type Folder Path File Name Variable Value Check Description

ERROR tabulations_data.xlsx Datasets SDTM \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\tabulations\sdtm\ suppae.xpt

The file is found in corresponding 
module destination location but is 
missing from prep destination 
location.

ERROR analysis_data.xlsx Datasets ADaM \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\analysis\adam\datasets\adsl.xpt
Subject-level analysis dataset (ADSL) 
must be submitted.

ERROR analysis_data.xlsx eSub Docs Legacy \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\analysis\legacy\datasets\define.xml

The file is missing from the specified 
source location but is found in the 
specified destination location.

ERROR analysis_prgm.xlsx Programs ADaM \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\analysis\adam\programs\t-demog.sas

Only program files should be in the 
programs folder and all programs 
should be TXT files.

ERROR general N/A N/A \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\analysis\ adam
The sdtm and adam folders must be 
present.

ERROR general N/A N/A \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\tabulations\legacy\ sdrg.doc Invalid file type found.

WARNING tabulations_data.xlsx Datasets SDTM \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\tabulations\sdtm\ lb.xpt LBTESTCD EGFRMDRD

Variable length for --TESTCD or 
PARAMCD cannot exceed 8 
characters in length.  Variable may be 
truncated.

Mock QC report: metadata presented to user to 
allow for easy understanding of errors & warnings
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ADaM Programs
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Example 1: Presence/Absence in Metadata 
and/or M5 folder
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Missing in Metadata, Present In Folder Present in Metadata, Missing in Folder
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Metadata File has newer date/time stamp

Datasets have older date/time stamps

Example 2: Date/Time Stamp Mismatch



Confidential – Internal Use OnlyConfidential – Internal Use Only22

LB Dataset > 5 gb

Example 3: Splitting Datasets

Three Split Datasets all <5 gb



Confidential – Internal Use OnlyConfidential – Internal Use Only

Check Type Check Description Notes FDA 
Severity

PMDA 
Severity

Prep, M5, or 
Both?

SDTM? ADAM? Misc? Profiles?

Dataset

If .xpt datasets are greater 
than 5 gb in size, there 
should exist child datasets 
in the /split folder

Error n/a Both Y N N N

Define.xml

Datasets referenced in 
define.xml are listed in the 
respective Metadata file

SDTM = Tabulations 
Metadata

ADaM = Analysis 
Metadata

Error Error Both Y Y Y N

PDFs
Verify that the file name for 
acrf.pdf is all lower case.

Different name for 
PMDA

Error n/a Both Y N N N

Programs All program files have .sas
extension

Different name for 
FDA

n/a Error Both Y Y Y N

Structural

All files in /adam/datasets 
have Active=Y in Analysis 
metadata

Error Error Both Y Y Y N
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Metadata-Driven Execution of QC Checks
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Customizable 
Metadata for 

Study Use
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Use Case 1: Inclusion of Non-Traditional 
Elements
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Documents in Destination

/tools

/prog

/adamprog

Documents in Source Areas
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Use Case 2: Adding Datasets to Miscellaneous 
Folder
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Documents in Source Areas Documents in Destination

Active File name Source Destination
Y lookup.sas7bdat \\gsasdata\biometrics\projects\p123\s1234567\task\module5\adamdata \\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\misc



QUESTIONS?


