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ABSTRACT 
The data definitions file, or the define.xml file, is a critical part of the electronic dataset submission for regulatory 
review because it defines the metadata structures that should be used to describe the datasets, variables, controlled 
terminology, and codes. A well-developed and complete data definition file allows the FDA review team to quickly 
understand the structure of the datasets within the submission and provides a reference that can be used throughout 
the review cycle. Through the course of providing JumpStart Services on 130 applications since 2013, the FDA’s 
JumpStart team has had the opportunity to work with many define.xml files from a variety of applicants. This poster 
will highlight how define.xml files can be used during application review and the common issues with them.  

INTRODUCTION 
The JumpStart service provides CDER review teams with an assessment of the composition and quality of the 
clinical trial data submitted within an application. JumpStart runs a series of drug clinical trial data analyses early in 
the review process to assess data composition, quality, analyses options, and tools for the analyses, so reviewers 
better understand the data and have the information to conduct an effective evaluation of the drug submission. 
JumpStart provides these data findings to the reviewers within two weeks of the receipt of a new submission, giving 
reviewers time to clarify issues or make requests of the organizations developing the drug before proceeding in the 
review process. JumpStart also provides data analyses that highlight areas of concern and may warrant further 
attention. From inception, the JumpStart service has provided this assessment to over 130 applications and in July 
of 2014, JumpStart was recognized as a "Secretary's Pick" by Secretary Sylvia Matthews Burwell and Deputy 
Secretary Bill Corr at the HHS Innovates Ceremony. 

 

JUMPSTART BENEFITS AND IMPACT 

JumpStart is transforming the scientific regulatory review process in several ways: 

 The JumpStart data fitness assessment and exploratory safety analyses are improving the review process 
for getting safe and effective drug products to the market. 

 The initial assessment on data fitness gives reviewers and sponsors the opportunity to address potential 
issues early in the review cycle and avoid delays. 

 By providing targeted exploratory safety analysis, JumpStart enhances the efficiency of safety signal 
identification and risk analysis. This has a direct impact on patients who expect the approval of safe and 
effective products that are appropriately labeled for marketing. 

 JumpStart work session discussions encourage collaboration and communication among different 
disciplines and informatics experts. By building and enhancing these ties with one another, reviewers and 
informatics experts can improve and speed communication with sponsors to resolve data issues or 
questions. 
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 JumpStart provides an opportunity for clinical reviewers to take advantage of modern tools and 
technologies, and expose more people to technical innovation. 

 

COMMON DEFINE.XML FILE ISSUES SEEN DURING FDA’S JUMPSTART SERVICE 
Part of the JumpStart service is an introduction to and a review of the Define.xml file submitted with study data. The 
Define.xml file is a critical part of the electronic submission for regulatory review because it defines the metadata 
structures that should be used to describe the datasets, variables, controlled terminology, and codes. A well-
developed and complete data definition file allows the FDA review team to quickly understand the structure of the 
datasets within the submission and provides a reference that can be used throughout the review cycle. Define.xml 
file is also an important source of machine-readable metadata, which can be utilized for automated processes. If a 
Define.xml file has an issue that causes ambiguousness of data or affects the file’s usability, it can cause delays to a 
review team’s analysis. The JumpStart team has had the opportunity to work with many Define.xml files from a 
variety of applicants and has tracked common issues that can occur in the Define.xml file. This poster will highlight 
some issues that the JumpStart team has encountered during its analysis. 

XSL STYLE SHEET REFERENCE ERRORS 

During the review process, XML files are viewed using different web browsers including Microsoft Internet Explorer. 
However, with Internet Explorer, in addition to the XML file, XSL files are needed which describe how data in an XML 
file is to be presented to the user.  

 

 

A common issue which results in an unusable Define.xml file is using an incorrect stylesheet reference.  

 

 

LIMITED DETAIL IN COMPUTATIONAL ALGORITHMS 

Computational algorithms in the Define.xml file allow review teams assess applicant methodology and allow for the 
verification of derived variables. Algorithms that provide comprehensive detail and are presented in an easy-to-
understand format allow for quicker verification and a more thorough understanding of submitted data. 
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INCORRECT ACRF LINKS 

One of the most useful functions of the Define.xml file is its ability to link a variable’s record in the file to the page 
where the information was collected in the annotated Case Report Form (aCRF). 

 

A common issue is an incorrect aCRF link. This may be caused when a file name for an aCRF is changed without 
updating a reference in Define.xml file. For example, original “blankcrf.pdf” or “acrf-study-1.pdf” renamed to new 
“acrf.pdf”. Another cause can be adding pages to the aCRF without updating links in the Define.xml file. 

 

 

BROKEN LINKS IN NAVIGATION PANE 

As the Define.xml file can be a very long document with many segments, easy navigation is important. The 
navigation pane running along the left-hand side of the Define.xml file is critical to a reviewer to help manage the 
size of the document. However, a common issue is a navigation pane that takes the user to the top of the document 
when any link in the pane is selected. This issue can be due to an outdated or incorrectly modified stylesheet. 
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MISSING MEDDRA VERSION OR SDRG MEDDRA VERSION MISMATCH 

The MedDRA version used in the coding of the adverse events needs to be specified in every application. Various 
analytical tools can then be used to verify and analyze the coding of the adverse events. Other tools can read this 
important metadata when the MedDRA version is provided as an ‘External Code List’ attribute and allow for quick 
identification of the MedDRA version. 

 

 

To avoid confusion, the version stated in the Define.XML file should match the SDRG. 

 

 

COMPUTATIONAL ALGORITHMS THAT REFERENCE INTERNAL DATASETS 

As noted in the issue to the left, CDER review teams depend on clear, reproducible computational algorithms in the 
Define.xml file to verify the methodology of derived variables. This can be difficult if algorithms contain references to 
internal applicant datasets or variables which are not submitted in the data package. 

 

 

MISSING OR MERGED CODELISTS 

Controlled Terminology (CT) tables in the Define.xml file, also known as codelists, help reviewers quickly examine 
terminology used by applicants and provide a reference for any codes reviewers might encounter during their 
investigation of study data. Missing codelists can cause errors during validation due to the lack of information to help 
reviewers understand how data was collected. 
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CONTACT INFORMATION 
Learn more about JumpStart at: https://www.fda.gov/Drugs/ResourcesForYou/Consumers/ucm397921.htm 

 

https://www.fda.gov/Drugs/ResourcesForYou/Consumers/ucm397921.htm

