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Agenda 
• Data Standards for FDA Submissions – 

Background and Process Overview 
 
• SDTM Submission Package 
 
• Overview of SDTM Metadata documents 

 
• Issues in define.xml, acrf.pdf and sdrg.pdf 
 
• Challenges and Recommendation 
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Submission Data Review  
Before Standards 
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Standardize 
Data 

Establish 
Performance 

Standards 

Develop 
Analysis / 

Data Driven 
Tools 

Less Time on 
Quality 
Review 

Efficient and 
Standardized 
Submissions 

More Time 
for Data 
Analysis 

FASTER 
DRUG 

APPROVAL 

FDA’s 21st Century Review Initiative 



FDA Jumpstart Service & 
 DataFit Program 

KEY: High quality standardized data  
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Submitting SDTM 

SDTM xpt 
files 

Define 
• define.xml 
• define.pdf 
• define.xls 

Annotated CRF 
(acrf.pdf) 

Study Data 
Reviewer’s Guide 

(sdrg.pdf) 6 

METADATA 



Detailed 
Specification 
• Datasets 
• Variables 
• Codelist 
• Derivations / 

Comments 
• Data Origin 
• Data Type 

Evaluate 
Data Faster 

Critical for 
FDA 
systems like 
JANUS 
• Require 

define 
before 
loading 
study data 

High Quality 
Define is 

MUST 

DEFINE.XML 
v2.0 

suggested 

Data Definition File (define.xml) – Overview 
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Data Definition File (define.xml) – Components 



SAS 

Numeric Character 

Define.xml 
Data Type 

Define.xml 
(ODM) 

Text 

Integer 

Float 

Date 

Time 

Datetime 
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Define.xml 
SDTM Data Origin 

SDTM 
Data 

Protocol 

Derived 

Computational 
Method 

eDT Assigned 

CRF 

Page 
Numbers 
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Common Issues in Define.xml 
Type Issue 

Data Type • Missing Data Type 
• Mismatch Data Type 
• Mismatch Data Type in VLM 

Length / Format • Length not matching actual data 
• Mismatch: Data Precision 
• Missing / Incorrect format 

Origin • Missing Origin 
• Incorrect Origin 
• CRF Page Number issues when 

Origin = ‘CRF’ 
• Computational Method Issues 

when Origin = ‘Derived’ 
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Common Issues in Define.xml 
Type Issue 

Codelist / Controlled Terminologies • Missing codelist 
• Incorrect / incomplete codelist 
• Single codelist for multiple 

variables 
Value Level Metadata • Missing VLM for multiple origin 

variables 
• Mismatch: Origin with VLM 
• Where clause not defined 

correctly 
Derivation Logic / Comments • Missing Comments 

• Inappropriate and Vague 
comments 

• Incorrect / incomplete derivation 
logic 
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Missing Annotation 

Unclean Annotation 
Incorrect Annotation 

Overlapping Annotation 

Missing / Incorrect Bookmarks 

Worksheets not included 

EDC Bookmarks not removed 

Bookmarks not set 
to ‘Inherit Zoom’ Missing PDF Page # Missing Notes, if any 

Common Issues in Annotated CRF 



Study Data Reviewer’s Guide (SDRG) 
• Introduced by FDA in 2013 as supplemental document to 

define.xml 
 
• Accommodate additional information regarding sponsor 

defined domains, mapping decisions, sponsor defined 
extensions to CDISC controlled terminology etc. 

 
• Act as a single point study reference for the FDA 

 
• Capture unresolved data validation issues with sponsor’s 

justification 
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Common Issues in SDRG 
All sections of SDRG not completed making it redundant 

 
Comprehensive study summary along with mapping decisions, 
deviation details etc. not provided 

 
Missing or unclear justification to data conformance issues 

Example: 
• ‘Codelist is extensible’ 
• ‘Sponsor wished to keep as is’ 

 
Incorrect interpretation of CDISC standards 

Example;  
 Issue: ‘Date is after RFPENDTC’ 
 Sponsor Explanation: ‘RFPENDTC is set to End of Study Date in 
 DS  domain; which is last study date’ 
 

Incorrect / missing list of variables with no data 
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Maintain Quality – HOW? 

• Adhere to Data Standards 

• Perform thorough data validation 

• Execute Pinnacle reports (data checks and define checks) –  MUST 

• Address validation findings 

• Thorough review of submission documents 

– Links are working 
– Correct details provided etc. 

• Develop internal data validation tools 
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Challenges Recommendation 

Creating VLM 
• Values not present in data 
• Study Specific values 

• Create repository for standard 
values 

• Obtain comprehensive spec for 
vendor data 

Identify data type for VLM 
values 

• Particularly challenging for 
large domains like LB 

• Develop automation tools to 
handle these scenarios 

Entering CRF page numbers 
manually 

• Time consuming 
• Increase chance of error 

• Tools present providing page 
numbers  for variables 

• Tools can be developed for VLM 
??? 

Challenges and Recommendations 
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Puja Kawle 
Cytel Statistical Software & Services Pvt. Ltd. 
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