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Disclaimer and Disclosures

The views and opinions expressed in this presentation are those of the 

author(s) and do not necessarily reflect the official policy or position of 

Thermofisher Scientific.
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Define.xml Introduction

The Define-XML package, which provides a truthful representation of clinical trial metadata, is a 

critical component of clinical submissions to regulatory agencies such as the FDA and PMDA, 

in accordance with the electronic Common Technical Document (eCTD).



Define.xml Components

Study Level Metadata

Dataset Level Metadata

Variable Level Metadata



Define.xml Components

Controlled Terminology (CT)

Value Level Metadata

Analysis Results Metadata (for ADaM Define only): 

It is an optional component of ADaM metadata, as specified in the ADaM version 2.1 document. However, the PMDA Technical 

Conformance Guide states that including ARM in the ADaM define.xml is highly recommended. Although the FDA submission 

guidelines do not explicitly require ARM, it is increasingly valued by reviewers for facilitating the review of results, datasets, 

variables, and methods used in the analysis. As a result, submissions that include ARM are often recommended.



Define.xml Package

Annotated aCRF (SDTM Define) and it should be submission ready

SDTM/ADaM Datasets (.xpt)

Define.xml and Style sheet

Reviewer’s Guide and it should be submission ready

Programs (optional for ADaM Define)

Analysis Results Metadata (for ADaM Define only)

Additional Definition and Supplemental file and it should be submission ready



Best Practices-DDT/Derivation Comment

• DDT/Derivation comments need to begin with Capital letter.

• Use right framing sentences for all the DDT/Derivation comments and correctly spelled.

• DDT comment shouldn’t  have reference of raw data names or external data files variables as we can 

use the label of the variables in correct sentence.

• DDT comment need to be in layman’s terms. DO not use SAS languages.

• Ensure to have consistent comment for similar variables across domains (Variables like XXDY,  

XXSEQ, EPOCH) unless any different derivation used.

• DDT/Derivation comments need to be in Perfect past tenses.

• Ensure to use consistent separator for two statements in DDT/Derivation comment (e.g. using 

comma or semicolon).

• The DDT/Derivation comment must be present all Derived and Assigned origin variables.



Best Practices-CT/VLM

• Every CT name and CT description should be unique.

• We should add all the data and CRF values in CT for respective variables.

• We should add all the supp variables into QNAM and QLABEL CT even though there is no data.

• We should create separate CT for each variables if the values are different ex: Domain, DOSU, 

DOSFRM etc..

• We can create one global CT (not mandatory but best practice) if the same values are present in 

different domains and variables.

• Create CT for all the character result variables for which the values are pre-defined may be in CRF 

or derivation. Free text fields should not be use for CT.

• Make sure to check NCI codes for standard CTs

• Decoded values should be displayed only when the coded values are unclear. For ex: ARMCD, --

TESTCD, --TPTNUM, AGEGRPN, RACEN, etc..

• If there is a codelist for the variable coming from the SDTM dataset, then applicable values from 

same codelist must be carry forward to ADaM.



Best Practices-CT/VLM

• It is always recommended to create VLM for all the PARAMCDs defined in particular dataset if 

the derivation is different.

• CT should be added for each VLM group wherever possible.



Best Practices-Specification

• If the variable is subject CT, then prefix the CT name with CT: in ADaM specification. 

Example:  CT: DATEFL

• If only a subset of the CT is applicable, then prefix the CT name with CT_S: in ADaM specification.

Example CT_S: NY

• If there is no existing CDISC ADaM CT name, then you need to create the name for CT (with no 

prefix added).

Example: Region

• If the variable is directly mapping from SDTM and not modifying values, then source column should 

be updated with <Domain Name>.<Variable Name>

• If new variable is created with 1-1 mapping from SDTM variable values then source column should 

be updated with ‘Assigned’



Best Practices-Supplemental file 

• Comment/Documentation section should be updated if any programming notes applicable at 

dataset level



Best Practices-Specification

• Derivation column should be cleaned by following below rules

• Should be descriptive (Avoid SAS syntax)

• Sentence formation using symbols appropriately

• Variable names should be in UPCASE

• Variable values should be in quotation marks and per data

• Use domain name as reference when a variable in one domain using in other 

domain derivations.



Best Practices-Supplemental file 

• When complex algorithms (Supplemental file) is required?

• Derivation exceed 2000 characters length

• Same derivation across all datasets (for ex: APHASE, EPOCH)

• Derivation need bullet point presentation

• Derivation need tabular format

• Complex derivations at Value Level Metadata (VLM)

complexalgorithms.pdf


Submission Ready PDFs

• Update the proper description

• Optimize the fast web view

• Always zoom setting 100%



Submission Ready PDFs

• Optimize pdf 



Challenges and Solutions

• Challenge: Challenges in uploading large files.

• Solution: Utilization of the authentic tools for compressing files that cannot compromise the quality

• divide large files into parts so that it can comply with the authoritative requirements.

• Challenge: Challenges in Meeting Tight Deadlines and Resource Limitations

• Solution: We should have proper submission timelines from the beginning of the study going for 

submission, also allocate the proper resource allocation through out the life cycle of the study.

• Challenges: Regarding Post Submission (missing documents or inappropriate formatting and delayed 

responses to authorities queries).

• Solution: Using your respective tools or process to identify and provide the quick response. We 

should also maintain detailed updates or versions for audit trail. We should have exp staff to handle 

the regulatory requirements.



FDA vs PMDA

• The FDA and PMDA have started accepting electronic study data (e-study data) submissions from 

2016. Most of the requirements in e-submissions of PMDA are similar to the FDA’s requirement. 

However, there are some key differences in the requirements between both health authorities

• Below table focuses on focus on key differences between e-submission requirements for the FDA 

and PMDA



FDA vs PMDA



Questions
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