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“The	data	definition	file	describes	the	
metadata	of	the	submitted	electronic	
datasets,	and	is	considered	arguably	the	
most	important	part	of	the	electronic	
dataset	submission for	regulatory	review.”

FDA's	Study	Data	Technical	Conformance	Guide,	section	4.1.4.5
Data	Definition	Files	for	SDTM,	SEND,	and	ADaM
https://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM384744.pdf



Users
Assume	that	the	end	consumers	of	your	define.xml…
 

› have	never	seen	the	study	before
› have	not	read	the	protocol	in	detail
› have	no	information	about	the	raw	database
› have	little	understanding	of	CDISC	standards

› are	attempting	to	gain	familiarity	with	the	
study,	data,	and	documents,	and	are	turning	
to	the	define.xml	for	explanations



Content

Your	define.xml	should…

› explain	the	data
› concisely	define	all	the	derivations	used
› not	be	too	complicated
› not	require	programming	knowledge	to	read
› not	be	overloaded	with	unnecessary	information



Origins	of	Derived	versus	Assigned
› Origins	of	derived	require	a	derivation
› Don’t	cut	corners	and	list	a	derived	variable	as	
Origin	=	Assigned,	simply	to	avoid	providing	
the	derivation

› Quick	define	check	– see	if	the	Epoch	
derivation	is	provided



Missing	information
› Sponsor	and	CDISC	standards	are	
sometimes	confused

› Fundamental	CDISC	standards	end	
up	being	documented	

› Sponsor	specific	standards	are	
neglected	and	not	properly	
documented



Raw	Data	References
› The	FDA	and	PMDA	do	not	see	your	
raw	data

› Do	NOT	copy-paste	ALL	the	info	from	
your	mapping	spec	into	the	define.xml

› References	to	raw	data	should	be	
updated	to	SDTM	and/or	ADaM
language







Incorrect	Information
› Protocol	amendments	often	result	in	
changes	to	the	data	collection

› People	focus	on	QC’ing	data
› The	define.xml	is	often	neglected



Formatting	Issues
Define.xml	does	not	support:
› Bullet	Points
› Numbered	Lists
› New	Line	Characters	/	Carriage	Returns







The	above	derivation	doesn’t	match	the	derivation	on	the	previous	two	slides



Scattered	Information
› Not	all	define.xml	tools	are	created	equal
› Some	systems	can	add	to	the	confusion









Codelist	Issues
FDA	has	stated	that	a

“separate	UNIT	codelist	not used	for	
each	variable”	is	a	“common	issue	that	
impacts	review”*

*DeYett Law,	Crystal	Allard,	Mary	Doi,	Lilliam	Rosario,	Barbara	Witczak,	Jesse	
Anderson,	Kathryn	Matto,	Austin	Taylor,	Jeno Pizarro,	Margo	Cohen,	“Data	Quality	
Findings	from	JumpStart”	PhUSE CSS	March	2017
http://www.phusewiki.org/docs/2017_CSS_US/PP29_Draft.pdf



A	codelist	should	show	the
intended	data	collection
for	that	variable,	or	value	
level	metadata

Codelists



Codelist	Example
CRF	collects	3	values	for	Race



2	Distinct	Race	Values	in	SDTM



5	values	in	CDISC	CT



Define.xml	Race	codelist	
holds	all	3	CRF	values



Do	not…
› Have	one	UNIT	codelist	for	all	unit	
variables/values	across	the	data	package

› Some	systems	can	add	to	the	confusion
› Overcrowd	your	define.xml	with	codelists	
meant	for	other	data	packages
› Create	codelists	with	all	values	from	
CDISC	CT,	when	many	values	are	
irrelevant	to	your	data	package









Pinnacle	21	Define.xml	Designer
Provide	reviewers	with	a	clear	understanding	of	your	data.	
Pinnacle	21	Enterprise	creates	define.xml	files	quickly	and	easily,	
while	helping	you	follow	all	the	do’s	and	avoid	all	the	don’ts.



Further	reading
CDISC	Define-XML	standard
https://www.cdisc.org/standards/data-exchange/define-xml

PhUSE Define-XML	v2.0	Completion	Guidelines	&	
Style	Sheet	Recommendations
http://www.phusewiki.org/wiki/index.php?title=Define-
XML_V2.0_Completion_Guidelines_%26_Style_Sheet_Recommendations

Common	Define.xml	File	Issues	Seen	During	FDA’s	
JumpStart	Service	- PhUSE CSS	2018
http://www.phusewiki.org/docs/2018%20US%20CSS/posters/PP19.pdf



David	Roulstone
droulstone@pinnacle21.net

Summary	&	Questions
› The	define.xml	is	for	everyone

› Medical	degrees	are	not	required
› Programming	experience	is	not	required
› Keep	it	simple
› Ensure	your	derivations	are	correct	and	understandable



Get	updates	about	Pinnacle	21
linkedin.com/company/pinnacle-21

twitter.com/pinnacle_21

facebook.com/pinnacle21

pinnacle21.com/blog


