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Regulatory Position 

• FDA CDER draft guidance for Study Data Technical 
Conformation Guide contains the statement: 

 
– 4.1.7.2. General Considerations (page 12): 

“One of the expected benefits of analysis datasets that 
conform to ADaM is that they simplify the programming 
steps necessary for performing an analysis. ADaM datasets 
should be derived from the data contained in the SDTM 
datasets. There are features built into the ADaM standard 
that promote traceability from analysis results to ADaM 
datasets and from ADaM datasets to SDTM. Sponsors who 
provide the software programs used to create ADaM 
datasets help reviewers to better understand how the 
datasets were created (see section 4.1.7.8). Each analysis 
dataset that is shown in the define.xml file should be 
described.” 

http://www.fda.gov/downloads/forindustry/datastandards/studydatastandards/ucm384744.pdf
http://www.fda.gov/downloads/forindustry/datastandards/studydatastandards/ucm384744.pdf


Restricted © Business & Decision Life Sciences 2015 All rights reserved. 

Agenda 

What’s happening… 

… CDISC and Regulatory Submission Landscape 

… ADaM Implementation Guide and ADaM Validation Checks 

… ADaM Data Structures for Integration 

… ADaM Occurrence Data Structure (OCCDS) 

… Define-XML v2 and ARM Specification  

… Analysis Data Reviewer’s Guide (ADRG) 

… CDISC SHARE and ADaM 



Restricted © Business & Decision Life Sciences 2015 All rights reserved. 

CDISC ADaM Implementation 

Guide (Version 1.1 Draft) 

• Appendix B of the document details the changes made  -  

generally fairly minor, with some additions, clarifications, 

tidying up. 

 

• Announced retirement of PARAMTYP variable  

– Indicates whether parameter is derived as a function of one or 
more other parameters.  

– Retired from the ADaM IG in next update as it is confused with 
the concept of DTYPE. 

 

 

 

 

• Increased padding of ‘x’ to “xx” in a variable names (e.g., TRTxxP, APxxSDT) 

where “xx” is replaced with a zero-padded two-digit  [01-99].  

 

• Increased padding of ‘z’ to ‘zz’ in a variable name (e.g., ANLzzFL) where “zz” 

is replaced with a zero-padded two-digit integer [01-99].  
 

– Note that the ‘zz’ convention represents a simple counter,  while the ‘xx’ 

convention represents a specific period  
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CDISC ADaM Implementation 

Guide (Version 1.1 Draft) 

 

• Noted that length can vary between SDTM and ADaM variable  

 

• Added variables for ADSL:  

 

• AGEGRy ACTARM,  TSEQPGy, DOSE 

 

• Added variables for BDS datasets:  

 

• ASEQ, dose variables, MCRITy and corresponding flags 

 

• Made record-level Population flags (RFL) and parameter-level Population flags 

(PFL)variables permissible instead of conditional  

 

• Clarification regarding when certain timing variables should be included in 

ADSL vs. BDS  

 

• Clarifications regarding use of DTYPE, PARAM 
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CDISC ADaM v1.3 Validation Checks 

• Version 1.3 (Released 16-Mar-2015) of 
the ADaM validation checks correspond to: 

– the ADaMIG v1.0 

– ADAE, and  

– BDS-TTE.  

• All changes and updates are described in 
Appendix A 

 
• http://cdisc.org/system/files/members/standard/ADaMv1_3ValChec

ks.zip 

http://cdisc.org/system/files/members/standard/ADaMv1_3ValChecks.zip
http://cdisc.org/system/files/members/standard/ADaMv1_3ValChecks.zip
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ADaM Data Structures for Integration: General 

Considerations and Model for Integrated ADSL 

(IADSL) (Version 1.0 Draft for comment) 

• ADaM Data Structures for Integration 
– Provides standard structures and examples 

of datasets used for clinical data 
integration 

 

• Document package can be 
downloaded from: 
http://portal.cdisc.org/CT/Review%20Docum
ents/2015_06_04_ADaM_Integration_IADSL.p
df 

 
• Comments can be uploaded to: 

http://portal.cdisc.org/CT/Review%20Docu
ments/2015_06_04_ADaM_Integration_IADSL.
pdf 

http://portal.cdisc.org/CT/Review Documents/2015_06_04_ADaM_Integration_IADSL.pdf
http://portal.cdisc.org/CT/Review Documents/2015_06_04_ADaM_Integration_IADSL.pdf
http://portal.cdisc.org/CT/Review Documents/2015_06_04_ADaM_Integration_IADSL.pdf
http://portal.cdisc.org/CT/Review Documents/2015_06_04_ADaM_Integration_IADSL.pdf
http://portal.cdisc.org/CT/Review Documents/2015_06_04_ADaM_Integration_IADSL.pdf
http://portal.cdisc.org/CT/Review Documents/2015_06_04_ADaM_Integration_IADSL.pdf
http://portal.cdisc.org/CT/Review Documents/2015_06_04_ADaM_Integration_IADSL.pdf
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ADaM Data Structures for Integration: 

(Version 1.0 Draft for comment) 

• Provides an introduction to data integration, including 

definitions and uses of integrated data. 

 
• Presents considerations for integrating ADaM data, such as 

• The data source; 

• Traceability; 

• Maintaining a unique subject identifier; and 
• How to incorporate integrated datasets into the eCTD 

folder hierarchy. 

 

• Focuses specifically on integrated ADSL. 
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ADaM Data Structures for Integration: 

(Version 1.0 Draft for comment) 

• New, Required variables 

 STUDIES  
 Source: study DM.STUDYID or 

pooled/stacked SDTM datasets, or 
individual study ADSL.STUDYID or derived 
for records combining multiple studies 
(e.g., STUDY A+B) 

 ANLCAT 
 Describes the categorization of the study, 

period, or phase for analysis. For example, 
DB, OLE, DB+OLE, EXT, or DB+EXT. 

 * Extensible codelist for ANLCAT will be 
submitted to NCI’s Enterprise Vocabulary 
Services (NCI EVS) 

http://www.cancer.gov/cancertopics/c
ancerlibrary/terminologyresources/cdisc 

 NUMSTUDY 
 The number of studies the subject was 

enrolled in. This variable should be 
populated for all records of a given 
subject. 

 UADSLFL 
 Must flag a single record for each 

USUBJID that includes all studies the 
subject participated in.  

 For example, if a subject participated in 
a double-blind study and then an 
open-label study there must be one 
record including both treatment 

periods (e.g., ANLCAT=DB+OLE) that will 
be flagged Y. When ADSL is only one 
record per USUBJID, the value for this 
variable will always be Y. 

 

http://www.cancer.gov/cancertopics/cancerlibrary/terminologyresources/cdisc
http://www.cancer.gov/cancertopics/cancerlibrary/terminologyresources/cdisc
http://www.cancer.gov/cancertopics/cancerlibrary/terminologyresources/cdisc
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ADaM Data Structures for Integration: 

(Version 1.0 Draft for comment) 

• Amended Source/Core Attributes 

 STUDYID 
 Source: study DM.STUDYID or pooled/stacked 

SDTM datasets, or individual study ADSL.STUDYID. 

 Variable is Perm in the integrated ADSL (as 
STUDIES is required). 

 USUBJID 
 Source: study DM.USUBJID or pooled/stacked 

SDTM datasets or individual study ADSL.USUBJID. 

 Must be the same for each individual subject 
across an entire submission.  

 Inclusion traceability to from integrated datasets 
to the original studies 

 SUBJID 
 Source: study DM.STUDYID or pooled/ stacked 

SDTM datasets, or individual study ADSL.STUDYID. 

 Perm in integrated ADSL, as SUBJID may change 
for a given USUBJID in different studies and how to 
populate this variable in combined rows is not 

straightforward. 

 

 SITEID 
 Source: study DM.SITEID or pooled/ 

stacked SDTM datasets, or individual 
study ADSL.STUDYID. 

 Perm in integrated ADSL, as SITEID may 
change for a given USUBJID in different 

studies and how to populate this 
variable in combined rows is not 
straightforward. 
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CDISC ADaM OCCDS v1.0 

(provisional) 

• ADAE structure document 
released May 2012 

 

• Intended to support analysis of 
AEs, and structurally similar to 
SDTM’s AE. 

• Issue:  
Other occurrence event data and analysis needs are 
very similar to AEs, and the AE data structure is being 
applied outside its original remit to support these 
through creation of custom domains. 

http://www.cdisc.org/system/files/all/standard_category/application/pdf/adam_ae_final_v1.pdf
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CDISC ADaM OCCDS v1.0 

(provisional) 

• Solution:  
Expanded ADAE structure to be more generic, 
and support Occurrence Data Models such as 
Medical History and Concomitant Medications. 
 

• Input data: 
Usually events and interventions 

 

• Document Status: 
OCCDS v1.0 document replaces ADAE structure 
document. 

   

 

 

 
 

 
• Analysis need:  

Subject count analysis, where a subject may be represented 
multiple times in a category => AVAL or AVALC are not required. 

 

http://cdisc.org/adam
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CDISC ADaM OCCDS: AE 

• ADAE under OCCDS structure – mapped, and backwards compatible. 
Examples from ADAE Structure document are copied into new ODS 
structure document  

 
• Minor label changes and amendments to make them general rather 

than specific to AE.  
 

• Differences between ‘old’ AE structure and AEs in OCCDS… 
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CDISC ADaM OCCDS: ConMeds 

• Most variables 
are from  

CM + 

SUPPCM + 

ADSL 

– Include 

any 

variables 

needed for 
analysis 
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CDISC ADaM OCCDS: ConMeds 

• Additional derived variables 

– Indicator and Occurrence flags needed for analysis have 

been provided. 
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CDISC ADaM ODS: ConMeds 

• The Occurrence Flags 

(AOCCzzFL) are permissible, 

and not required.  

 

• The main purpose of these flags is to facilitate data point 

traceability between records in the dataset and unique 

counts in the summary displays.  
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CDISC ADaM ODS: Medical History 

• Most variables 
are from MH + 

ADSL 

– Include any 

variables 

needed for 

analysis 

(e.g. could 

add severity 

of the 

History 

event). 
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CDISC Define-XML v2  

• Specification describes an updated Define-XML 
2.0.0 model that is used to describe CDISC 

SDTM, SEND and ADaM datasets for the 

purpose of submissions to the FDA, as well as 

any proprietary (non-CDISC) dataset structure.  
 

 

• Define-XML version 2.0.0 can be used to transmit metadata for 

the following CDISC standards:  

 

• SDTM Implementation Guide Versions 3.1.2 and higher  

• ADaM Implementation Guide Versions 1.0 and higher  

• SEND Implementation Guide Versions 3.0 and higher  
 

http://www.cdisc.org/define-xml
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CDISC Define-XML v2 features 

• Value (“parameter” in ADaM) level metadata improved.  
 
– Instead of just pointing at AVAL the value level metadata can point at 

any variable if needed. 

 

• Provides where clause machine metadata and “slices” (collection of 
where clauses) for parameter level metadata definitions 

 

• Old ADaM “source/derivation” metadata can be broken into smaller 
and more useful chunks. 

 
– New machine readable “Formal Expression” element as part of Method 

Definitions. 

 

– Define.xml 2.0 says, “Comments are not intended to replace a properly 
defined computational algorithm, which is expected for derived 
variables.” 



Restricted © Business & Decision Life Sciences 2015 All rights reserved. 

CDISC Analysis Results Metadata 

Specification Version 1.0 for Define-XML 

(Version 2) 

• ADaM Results Metadata 
– Unique to ADaM and not 

formalized in define.xml 2.0 

– Purpose is to support the 
interchange of CDISC ADaM key 
Analysis Results Metadata in a 
machine-readable format 

– The inclusion of Analysis Results 
Metadata in an ADaM define.xml 
file is optional. When it is provided, it 
is grouped by analysis display 
metadata. 
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CDISC Analysis Results Metadata: 

key components 

• Analysis Display metadata definitions 

– Analysis Result metadata definitions 

• Analysis parameter(s) 

• Analysis dataset(s) 

– Analysis variable(s) 

–  Selection criteria 

– Documentation 

– Programming statements 
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CDISC ADaM Results Metadata 

Analysis Results Display Analysis Results Display Description 

Analysis Results Description 

Analysis Results Parameter 

Analysis Dataset Variable 

Analysis Results Reason 

Analysis Results Analysis Purpose 

Analysis Results Dataset Analysis Results Where Clause 

Analysis Results 
Documentation 

Analysis Results Documentation hyperlink 

Analysis Results 
Programming Statements 
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CDISC Analysis Results Metadata: 

Example of Analysis Display 

Metadata in Define-XML 

A reference to the location of 
that display in the clinical study 
report is provided 
(def:DocumentRef). This table is 
located at page 49 (see child 
element def:PDFPageRef). The 
name of the clinical 

Study report PDF document and 
its relative path compared to 
the location of the define.xml 
file is stored as the value of 
attribute xlink:href of the 
def:leaf element with the same 
ID value as the leafID value in 
the def:DocumentRef 
child element. 

Two results of interest within 
this display are presented (see 
the two occurrences of child 
element 
arm:AnalysisResult). 
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CDISC Analysis Results Metadata: 

Example of Analysis Display 

Metadata in Define-XML 
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CDISC Analysis Results Metadata: 

Example of Analysis Display 

Metadata in Define-XML 
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Analysis Data Reviewer’s Guide 

• At PhUSE CSS symposium in 2013, PhUSE 

working group formed to create an 

Analysis Data Reviewer’s Guide (ADRG) 

 

• Analysis Data Reviewer’s Guide plus 

Completion Guidance documents 

drafted during 2013, and released as 

Final on PhUSE Wiki Website: 

http://www.phusewiki.org/wiki/images/

0/0d/ADRG_V1.0_2014-05-13.zip 

http://www.phusewiki.org/wiki/images/0/0d/ADRG_V1.0_2014-05-13.zip
http://www.phusewiki.org/wiki/images/0/0d/ADRG_V1.0_2014-05-13.zip
http://www.phusewiki.org/wiki/images/0/0d/ADRG_V1.0_2014-05-13.zip
http://www.phusewiki.org/wiki/images/0/0d/ADRG_V1.0_2014-05-13.zip
http://www.phusewiki.org/wiki/images/0/0d/ADRG_V1.0_2014-05-13.zip
http://www.phusewiki.org/wiki/images/0/0d/ADRG_V1.0_2014-05-13.zip
http://www.phusewiki.org/wiki/images/0/0d/ADRG_V1.0_2014-05-13.zip


Restricted © Business & Decision Life Sciences 2015 All rights reserved. 

Analysis Data Reviewer’s Guide 

• ADaM “provides a framework that enables 
analysis of the data, while at the same time 

allowing reviewers to have a clear 

understanding of the data’s lineage.” 

 

• FDA Reviewers benefit from additional, 

human-readable, documentation of 

analysis methods, datasets, and programs. 

 

• The development of an Analysis Data 

Reviewer’s Guide (ADRG) template will 

ensure this documentation is provided to the 

agency in consistent and usable format.  
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CDISC eSHARE Downloads - ADaM 

http://cdisc.org/eshare-downloads 

http://cdisc.org/eshare-downloads
http://cdisc.org/eshare-downloads
http://cdisc.org/eshare-downloads


Restricted © Business & Decision Life Sciences 2015 All rights reserved. 

CDISC eSHARE Downloads –  

ADaM 2.1 (Draft) specification 

http://cdisc.org/system/files/platinum/eshare/adam-2-1-draft.xls 

http://cdisc.org/system/files/platinum/eshare/adam-2-1-draft.xls
http://cdisc.org/system/files/platinum/eshare/adam-2-1-draft.xls
http://cdisc.org/system/files/platinum/eshare/adam-2-1-draft.xls
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CDISC eSHARE Downloads –  

ADaM Terminology 

http://cdisc.org/system/files/platinum/eshare/ct-adam-ncievs-2014-09-26.xls 

http://cdisc.org/system/files/platinum/eshare/ct-adam-ncievs-2014-09-26.xls
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Thank you for your attention. 
 
Reading, UK, 23 JUNE 2015 
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