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FDA Disclaimer 
•  This presentation reflects the views of 

the authors and should not be 
construed to represent FDA’s views 
or policies. 
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Outline 

•  CDER encourages use of ADaM 
•  ADaM Evaluation 
•  Usefulness of ADaM for other Statistical 

Reviewers 
•  Example Data Request from my Medical 

Division 



4 

CDER encourages use of ADaM  
  

 

 “CDER strongly encourages IND sponsors 
and NDA applicants to consider the 
implementation and use of data 
standards”  
 FDA.gov webpage 
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CDER encourages use of ADaM 

•  Data Standard Common Issues Document 
 

•  Study Data Specifications 
 

•  eStudy Data Guidance 
Guidance for Industry:  Providing Regulatory Submissions 

in Electronic Format — Standardized Study Data 

•  CDER eData team 
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CDER encourages use of ADaM 
Why Push for Study Data Standards? 

Overall Improved Efficiency Analyzing Data 
•  Consistent data structure  
•  Consistent nomenclature 
•  Analysis-ready 
•  Standardize not only the data 

– Metadata 
– Representation of the relationship between 

data elements 
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CDER encourages use of ADaM 
Consistent Nomenclature 

– Patient identifier 
•  Possibilities: PTNO, STYSID1A, PATNO, PATNUM, 

SUBJID, PATID, PTID, PATIENT, ALLOC… 
•  ADaM: USUBJID 

– Treatment assignment: 
•  Possibilities: GROUP, TRT1C, TRT, TREAT, 

RANDTRT, TRTREG, REGCODE, RANDDRG ... 
•  ADaM: TRTP and TRTPN 
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ADaM Evaluation 
•  Content Standard: CDISC Analysis Data 

Model (ADaM) v2.1 and corresponding 
Implementation Guide (ADaMIG) v1.0 
  

•  Metadata Standard: CDISC Define.XML 
v1.0 (draft v2.0 recently released) 

 
 ALWAYS A WORK IN PROGRESS… 
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ADaM Evaluation 
•  In the past, and unlike for SDTM data, primarily 

using judgment whether “useable” 
–  We ask ourselves, “Is it useable for a reviewer?” 

•  “Compliance” = “usability” 

•  Presently much more detailed in ADaM 
Evaluation 
–  Some ADaM checks exist in the CDER DataFit 

Program 
•  Another work in progress… 

–  Still primarily an eye test 
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ADaM Evaluation 
eCTD Check 

10 

ADaM Datasets 

Analysis Programs 

 SDTM Datasets 
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ADaM Evaluation 
Metadata Check 

•  Typical Industry Process 
–  Produce ADaM Datasets and then produce 

corresponding Metadata File 
•  Same process applies for Production of SDTM Datasets 

•  Regulatory Review Process 
–  Comprehensively Review Metadata File prior to 

engaging ADaM Datasets 
•  Again, same process applies for utilizing SDTM Datasets 

during a review 
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ADaM Evaluation 
Metadata Check – Dataset Level 
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ADaM Evaluation 
Metadata Check – Variable Level 
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ADaM Evaluation 
Metadata Check – Variable Level 
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ADaM Evaluation 
Metadata Check –  

Controlled Terminology 
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ADaM Evaluation 
Dataset Check 

•  ADSL, Any ADaM BDS dataset, etc. 
– Data Structure is key 

•  Modeling analysis data in general is more 
‘gray’ than ‘black and white’ 
– Multi-purpose (a dataset may support many 

different analyses)…hence less modeling 
rules 
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ADaM Evaluation 
Dataset Check 

•  ADaM delicately tries to balance ‘Traceability’ 
and ‘Analysis-Ready’ with a predictable 
structure 
–  Contains derived data along with data directly 

imported from SDTM datasets 
–  In lieu of dropping records/observations not used for 

analyses (e.g. data from unscheduled visits), it 
implements various analysis flags 

•  ‘Traceability’ is the key for reviewers 
–  Less is NOT more 
–  ADaM appropriately emphasizes this 
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ADaM Evaluation 
Dataset Check 

  
 Quick Side-Note 
 (remember my disclaimer!) 

– Derived Variables SHOULD ONLY exist in 
ADaM datasets 

– SDTM Datasets SHOULD ONLY present the 
observed data from the CRF 
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ADaM Evaluation 
Dataset Check - ADSL 
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ADaM Evaluation 
Dataset Check - ADEFF 
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ADaM Evaluation 
Dataset Check - ADEFF 
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ADaM Evaluation 
Dataset Check - ADTTE 
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ADaM Evaluation 
Dataset Check - ADAE 
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ADaM Evaluation 
 

 
We have ADaM “Compliance”! 
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ADaM Evaluation 
•  Was this a perfect electronic submission? 

– No… 
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ADaM Evaluation 
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Usefulness of ADaM for other 
Statistical Reviewers 

 Survey of OB statisticians (including 
myself) who received an ADaM 
submission on or after January 1, 2012 
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Usefulness of ADaM for other 
Statistical Reviewers 

•  Q1:  Did ADaM data help you in your 
review relative to non-standardized 
analysis data? 

•  A1:  Yes (unanimous) 
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Usefulness of ADaM for other 
Statistical Reviewers 

•  Q2:  What did you most like about ADaM 
data relative to non-standardized analysis 
data? 

•  A2:  Various answers 
– Predictable structures 

•  Decreased need for data management/
programming 

– Predictable variable naming 
– Useful Variables such as ‘DTYPE’ 
– Traceability 
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Usefulness of ADaM for other 
Statistical Reviewers 

•  Q3:  What didn’t you like about ADaM 
data? 

•  A3:  Various answers 
– Variability in Data Modeling 
– Timing variables in certain circumstances 
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Usefulness of ADaM for other 
Statistical Reviewers 

Some statistical (and even medical) reviewers 
at CDER don’t like analysis data regardless 
of whether it’s standardized or not. 

 
We’ve started a grassroots effort to educate! 
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Usefulness of ADaM for other 
Statistical Reviewers 

•  Q4:  Which ADaM datasets did you 
primarily utilize? 

•  A4:  ADSL (unanimous), ADEFF, ADAE, 
   ADLB 
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Usefulness of ADaM for other 
Statistical Reviewers 

•  Q5:  Did you receive a Define.XML file? 

•  A5:  Yes (unanimous)                             
    Some asked for, and subsequently  
    received, both Define.XML and    
    Define.PDF 
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Usefulness of ADaM for other 
Statistical Reviewers 

•  So what format do Regulatory Reviewers 
really want for their metadata files? 
– Define.XML? 
– Define.PDF? 
– Both? 

•  Define.XML v2.0 is potentially a great 
upgrade 
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Usefulness of ADaM for other 
Statistical Reviewers 

•  Q6:  Did you make any subsequent      
    analysis data requests to the sponsor 
    during the review cycle? 

•  A6:  No (unanimous) 
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Usefulness of ADaM for other 
Statistical Reviewers 

•  Q7:  Did the clinical reviewer utilize ADaM 
    in their review?  If so, was it useful to 
    them? 

•  A7:  Yes (every reviewer except 3).  Yes. 
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Example Data Request from my 
Medical Division 

•  Data needs should be communicated as 
early as possible in the product 
development lifecycle 

•  In my medical division, the Division of 
Gastroenterology and Inborn Errors 
Products (DGIEP), we request a Full Case 
Report Tabulation (CRT) for at least each 
adequate and well-controlled study in 
the application 
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Example Data Request from my 
Medical Division 

“Please provide the following for each adequate and well-
controlled study (per 21 CFR 314.126) you plan to include 
in your NDA/BLA submission: 
 
1.  All clean/locked clinical data presented in electronic 
datasets, submitted utilizing SAS Version 5 Transport, 
along with the annotated case report form (aCRF) and a 
thorough data definition file.  We recommend, but do not 
require, that the electronic datasets, aCRF, and data 
definition file comply with the latest CDISC/SDTM, CDISC/
CDASH, and CDISC/Define.XML standards respectively.  
Define.PDF is also an acceptable format for the data 
definition file. 



39 

Example Data Request from my 
Medical Division 

2.  All corresponding analysis data presented in electronic 
datasets, submitted utilizing SAS Version 5 Transport, 
along with a thorough data definition file.  We recommend, 
but do not require, that these electronic datasets 
incorporate the modeling approaches described by the 
latest CDISC/ADaM standard along with both the CDER 
Data Standards Common Issues Document and the Study 
Data Specifications document (
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/
FormsSubmissionRequirements/ElectronicSubmissions/
ucm248635.htm).  We recommend, but do not require, that 
the data definition file comply with the latest CDISC/
Define.XML standard, however Define.PDF is also 
acceptable. 
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Example Data Request from my 
Medical Division 

3.  A well commented and organized software 
program written for each analysis dataset and 
efficacy table created.” 
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Thank You for your Attention 
 
Comments are appreciated 
Please send to Behrang.Vali@fda.hhs.gov 


