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CDISC Standards 



Benefits of Standards Implementation 

q  Improve Data Quality 

q  Improve Data Exchange 

q Meet regulatory requirements 

q Minimize legacy conversion 

q  Supports speedy approval by agencies 



Someone Else’s Legacy 

q  Major Pharma have in recent years, externalized more 
R&D to increase the number of drug projects and thus 
the chances of getting a major new product to market. 
In fact, over half of late-stage pipeline compounds are 
now externally sourced (Exhibit 1).  

q  This situation is giving rise to an explosion of licensing 
deals and development partnerships.  

 

*From Datamonitor: Licensing Strategies: Trends in the top 20 pharmaceutical companies' activity  
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Why CDISC Matters in Licensing 

CDISC is the logical “common data 
language” of R&D Partnerships. 



Typical Challenge 

q  Typical* licensed product will include 10-15 
studies from Phase I up to and including Phase 
III. Studies may encompass multiple 
formulations, doses and indications. 

q  It’s not unusual for more than one R&D 
Company to have been involved in the 
compounds research history and… 
§  Multiple CRO, Lab and diagnostic vendors were likely 

to be involved during the development lifecycle. 

* In truth, no two legacy conversion projects are alike and have ranged from 3 studies 
to over 30 



First: Excavate 

q  During the “due diligence” phase…. when you 
were negotiating to license the compound, your 
evaluation team excavated and examined the 
older clinical study data structures…Correct? 

q  You have everything 
 and it is in  
 perfect shape. 
 Right? 

 



Legacy Data Check List 

1.  The Protocol (Final version please!) plus “all” 
amendments. 

2.  Final CRFs.  
a)  Blank and Annotated (Annotated with DM system or raw SAS dataset 

variables)  

3.  Final raw clinical datasets which match the 
annotated CRFs in #2 

a)  (In SAS Format and in English preferably). 
b)  Sometimes old study archives contain pipe or tab-delimited ASCII 

files, Excel Spreadsheets, Access.mdb, Data Listings in PDFs, JMP, 
SPSS, S-Plus datasets, and occasionally a MS-SQL or Oracle.bin 
database with little or no documentation. 



Legacy Data Check List Cont… 

4.  All diagnostic data  
a)  (ECG, LAB, PK, eDiary, ePRO, etc.) 

5.  Analysis datasets which were used for the 
Clinical Study Report (CSR) 

6.  SAS programs and Macros for CSR TFLs (if 
available.. Some CROs, Sponsors feel that SAS 
programs are worthy of copyright status) 

7.  The Final Clinical Study Report 
8.  Other study related documents (Don’t discount 

their importance!!) 



Other Related Documents 

q  Not necessarily “essential” for CDISC 
conversion… but are invaluable for uncovering 
the “what and why” of old studies. 
§  Data Management Plan  
§  Edit Check Specifications 
§  Statistical Analysis Plan 
§  Analysis Dataset Specifications 
§  Coding dictionary versions used 
§  Coding synonym lists 
§  Laboratory ranges, units, etc… 



Legacy Data Considerations 

1.  Are you able to open and view all of the archived 
files? (Don’t assume you can!.. Watch out for old 
protected .zip files) 

2.  Do you have a SDTM conversion project leader with 
authority and ability to access senior management for 
tough decisions? 

3.  Do you have access to someone who can answer 
questions for each study as to why certain things were 
done a certain way (i.e., study team contact 
list)?..are they still available, accessible or even alive? 

 



Legacy Conversion Team 

q  The Project Manager.  
§  Preferably with experience in large and complex 

clinical data management or statistical programming 
projects. 
q Manages resources, timelines and budget.  
q Keeps project on track and manages risks for project 

success 
q Point person for all communications with project stake 

holders, team members, resources, vendors.  

 



Legacy Conversion Team Cont.. 

q  The Lead CDISC Standards Analyst  
§  Very Strong Clinical Data Experience  

q Thoroughly trained and “understands” the CDISC 
implementation guides.  

q Manages CRF annotation team and reviews, arbitrates all 
legacy study CRF annotations to enforce SDTM mapping 
consistency across multiple studies. (5 analysts can have 5 
“slightly to greatly” different interpretations of the SDTM 
implementation guide) Need an experienced leader to 
referee the annotations and mappings  

q Prepares SDTM conversion specifications using the original 
CRF’s raw database annotations, and the new SDTM 
annotations for conversion programming team. 



Legacy Conversion Team Cont.. 

q  SDTM Programming Team Leader 
§  Seasoned SAS programmer  

q Ideally, someone who has seen it all, The “good, 
The bad and the ugly” of SAS programs and 
datasets 

q Responsible for managing the team producing 
SDTM Datasets from conversion specifications 
provided by SDTM Analysts 

q Responsible for reviewing (or developing) SDTM 
validations and along with the Lead SDTM Analyst, 
communicating, remediating and documenting 
inconsistencies found from the SDTM validation 
effort 



Legacy Conversion Team Cont.. 

q  The Statistician 
§  Must be familiar with the Statistical Analysis Plans (SAPs) for 

each legacy study to be converted.   
§  Responsible for developing SAPs for the integrated summaries 

of Safety and Efficacy 

q Should review and be very familiar with the 
legacy study conversion specifications. 
(Familiarity with the SDTM and ADaM domains and 
variables is very important for the ISS and ISE 
data integration plan) 



Legacy Conversion Team Cont.. 

q  The Clinical Lead 
§  Must have a thorough understanding of the 

compound, protocol designs, assessments, and 
results (CSRs) of each legacy study.  

§  Will typically be very focused on the pivotal study 
outcomes but must be aware of how the older legacy 
data will support the pivotal data.. And where it 
may not… 

§  They are necessary for the really tough decisions 
that in every project, must be made. 



Examples of Difficult Legacy 
Conversion Projects 

q  Due to the mature nature of this content, this portion 
of the presentation has received a R rating for Really 
Bad Legacy 

 

OLD 
DATA 



Lab Data Collection CRF “Of What Not To Do” 



CRF Design (Contd) 

 
CRF Sample 
Collection Date 
& Time 
(LBDTC) differs 
from the 
actual date/
time of 
collection in 
recorded in 
the Comments 
Field 



SUPP- domains contain unnecessary information (Contd) 
Don’t place important data / Key variables/standard variables in 

SUPPQUAL 



SUPP- domains contain unnecessary information (Contd) …  
 



SUPP- domains contain unnecessary information (Contd)…  
 



Collecting data in single source dataset that 
actually go in to different classes/domains 

q  Avoid collecting all the panel of information in the 
same CRF page in the same source dataset 



Collect Yes/No to obtain response for the 
questions rather than having blanks in the data 

§  Use Y/N to obtain responses for questions rather than 
not having blank values. CDASH Best Practices 



Align pick list values as much as to the published 
controlled terminology.  

q  Data collected like this not only involves additional 
mapping efforts but leads to potential errors.. 

As per submission requirements, RACE & ETHNICITY have to 
be presented as different elements. Likewise Anatomical 
location & directionality are different elements 



Same subjects rolling over to multiple studies should 
have the USUBJID Unique across the submission 

As per the Study Protocol, this is a cross over study with 7 steps  
and the same subjects rolling over more than one steps. But,  
the USUBJID have to be same for all the subjects who are  
entering different STEPS / Phases… 



Same subjects rolling over to multiple studies should 
have the USUBJID Unique across the submission 

(Contd) 

As per the Protocol design,  
there should be a max of 32  
subjects, but the raw datasets  
and the demographic subject  
identifiers created a different  
Identifiers … 
 
 



Raw Data should be the source for SDTM and 
SDTM should then create Analysis/ADaM 

§  Discrepancy in the count produced from the SDTM & 
Analysis data produced directly from the RAW data 



Raw Data should be the source for SDTM and 
SDTM should then create Analysis/ADaM (Contd.) 

§  SDTM 
produced with 
the actual 
CRF for the 
subject 



A strike-through or 
crossed out line across 
the CRF page through 
the NONE checkbox in 
the CRF page which 
triggered the DM 
system to collect it as a 
value 

Raw Data should be the source for SDTM and 
SDTM should then create Analysis/ADaM (Contd.) 



•  Follow CDASH standards for CRF design; Implement CDASH Best 
practices 

•  Don’t place important data / Key variables/standard variables in 
SUPPQUAL 

•  Data collection must be aligned to published CT as much as 
possible.  

•  USUBJID of the subject rolling over to multiple studies should be 
unique across the submission. 

•  Raw Data should be the source for SDTM and SDTM should then 
be used to create Analysis/ADaM datasets. 

•  Ensure Traceability in to ADaM 

 
Recommendations to support Integrated collection 

à Analysis/Reporting à Submission 
 



 
Recommendations to support Integrated collection 

à Analysis/Reporting à Submission 
 §  AE Outcome – Avoid ‘Worsening’ as an outcome for AEs. As 

per NCI guidelines for investigators on persistent/Recurrent 
AEs: "If the [AE] grade becomes more severe the AE must 
be reported again with the new grade."  

§  Ensure all the REQUIRED/EXPECTED variables are collected. 
Missing REQUIRED/EXPECTED variables will lead to 
compliance exceptions and needs to be justified 

§  Adopt CDASH recommendations at least for all core 
domains – Ensure that data collection elements are in line 
with the submission and facilitates creation of Tabulation 
datasets 



Recommendations to support Integrated 
collection à Analysis/Reporting à Submission 

q  Eliminate redundancy. Collecting the same information leads 
to redundancy creating opportunity for discrepancy. Also, leads 
to data cleaning. 

§  Collect only data needed to support the protocol/analysis and 
avoid ‘Nice to Haves’. All collected data needs to be accounted 
in SDTM. 

§  FDA recognizes the difficulty of legacy data conversion and the 
potential for errors in the conversion. Better approach is to 
implement standards upfront, achieve efficiency, avoid delays 
& errors 



Where are moving with Standards..? 

As presented in the Europe CDISC Interchange, April 2014 

More and more   
Submissions  
are embracing  
SDTM / ADaM  
Standards 



Agency Review Environment 

 
q  As presented in the Europe CDISC 

Interchange, April 2014 

Standards  
support FDA’s 
Modern Review  
Environment 
 
 



Data Fitness – enabled by 
Standardized data Submission 

 
q  As presented in the Europe CDISC 

Interchange, April 2014 

That’s why the  
data submitted 
must be CDISC  
SDTM / ADaM 
compliant  
 
 
 



PMDA’s pilot on Standardized Data 
Submission 

 
 

PMDA  Japan shared the results of  the CDISC pilot Project 
confirming the feasibility of Reviewing & Analyzing actual data 
from Clinical Trial data submitted in CDISC format 
 
 



PMDA’s pilot on Standardized Data 
Submission 

 
  

 



Binding + Guidance Documents 
from FDA 

q  FDA has issued a series of draft Binding & Guidance 
documents that mandates the submission of data to the 
agency as CDISC Standards following the versions, 
Controlled Terminology as published in the Data 
Catalogue over a period of time. 



eCTD Guidance  

§  FDA eCTD GUIDANCE FOR INDUSTRY 

q  Provides the requirements for a valid electronic submission of 
standardized study data under section 745A(a) of the FD&C Act 

  
q  Submissions that are not submitted electronically and electronic 

submissions that are not in a format that FDA can process, review, 
and archive will not be filed, unless exempted from the electronic 
submission requirements   



Guidance under Sec 745(a) 

§  Regulatory Submissions in Electronic Format - 
Submissions Under Section 745A(a) of the Federal Food, 
Drug, and Cosmetic Act  

q  Requires submissions submitted in electronic format specified by the 
Food and Drug Administration (FDA or the 14 Agency), beginning no 
earlier than 24 months after FDA issues a final guidance specifying 
an electronic submission format.  

q  Guidance describes how FDA interprets and plans to implement  the 
requirements of section 745A(a). Specifically, this guidance discusses  
•  Submission types that must be submitted electronically 
•  Exemptions from and waivers of the electronic submission requirements,  
•  Timetable and process for implementing the requirements.  



Study Data Technical Conformance 
Guide 

§  STUDY DATA TECHNICAL CONFORMANCE GUIDE 
      

Study Data Technical Conformance Guide (Guide) provides specifications, 
recommendations, and general considerations on how to submit 
standardized study data using FDA-supported data standards located in the 
Data Standards Catalog (Standards Catalog) The Guide supplements the 
guidance for industry Providing Regulatory Submissions in Electronic 
Format — Standardized Study Data (eStudy Data Guidance).  

§  STANDARDIZED STUDY DATA 
When finalized, this guidance will implement the electronic submission 
requirements of section 745A(a) of the FD&C Act for study data to CDER/ 
CBER specifying the format for the electronic submission 
 
Submissions that are not submitted electronically and electronic 
submissions that are not in a format that FDA can process, review, and 
archive will not be filed, unless exempted from the electronic submission 
requirements  
 



FDA Standards Catalog & CDER 
Common Issues Document 

§  FDA DATA STANDARDS CATALOG 
     

Specifies the Data standards & Standard Terminology supported by 
FDA. 

§  CDER Common Data Standards Issues Document  
 

Communicates general CDER preferences and experiences regarding 
the submission of standardized data to aid sponsors in the creation of 
standardized datasets for both tabulation datasets and analysis 
datasets 



Discuss with the review division 



Why Standards are important from 
Regulatory perspective 

q  “The electronic format and standards are critical for 
FDA…”  

 
q  “We cannot improve efficiency or innovate without 

standards..."  
 
q  “We want to improve regulatory decision-making 

through better access to structured scientific data... 
Non-standard electronic data limits quality and 
efficiency during the review process. ….”  

 
 



Thank You 


