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Background

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 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. Part of this 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 I1s 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 usabillity, 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 trackeo
common issues that can occur in the Define.xml file. This poster wil
highlight some Issues that the JumpStart team has encounterec
during its analysis.

Limited Detail iIn 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 detaill and are
presented In an easy-to-understand format allow for quicker
verification and a more thorough understanding of submitted data.

Example of an Algorithm with Limited Detail:

Variable Label

Derivation/Comment

RFPENDTC | Date/Time of End Last date of contact

of Participation

Example of an Algorithm with Added Detail:

Variable Label

Derivation/Comment

RFPEMNDTC | Date/Time of End
of Participation

Last known day of contact with subject; If DM.DTHDTC is not
MULL then RFPENDTC = DM.DTHDTC. Else RFPENDTC 1s equal to
Max of --DTC, --STDTC, and --ENDTC vanables from all domains.

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.

-

\ =

= TS
-

S

o AN

Define.xml Define2-0-0.xsl

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

<?xml-stylesheet type="text/xszsl" href="definel-0-0.xsl"?>

If the Define.xml file references a stylesheet that does not exist
the Define.xml file will be unreadable in IE.

Define.xml Missing

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 Iinternal applicant datasets or variables which
are not submitted in the data package.

Example of an Algorithm with References
to Internal Datasets and Variables:

Variable Label

Derivation/Comment

BETHDTC | Date/Time of Birth cat{put{demo.brth_vyear,4.),’- ,put{demo.brth_month,z2.), - ,put

(demo.brth_day,z2.))

This algorithm references a dataset (demo) and variables (brth_year, brth_month,
brth_day) that cannot be found in any submitted data.

A PhUSE working group is developing a “Define.xml Completion Guide”.
http://www.phusewiki.org/wiki/index.php?title=Define-
XML V2.0 Completion Guidelines %26 Style Sheet Recommendations
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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).

Adverse Events (AE) [Location: ae.xpt]

Unit

AETERM Reported Term for the | text 67 CRF Page 2
Adverse Event
Example aCRF:
Correct!
DM W\ EX N\ AE N\
*AGE *EXTRT *AETERM
*SEX -DOSE *AESER
St IRESEY Incorrect!
Page 1 Page 2 Page 3
[\ [\ DM N e Ex\\ AE N\
Added Added *AGE *EXTRT *AETERM
Page Page *SEX DOSE AESER
9 ‘RACE «AESEV
Page 1 Page 2 Page 3 Page 4 Page 5

A common Issue Is an incorrect aCRF link. This may be caused when a
fle 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.
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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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