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Submission Data Review
Before Standards

Non Standardized Clinical Data
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Submitting SDTM

2 [folder name] Replace with folder name, e.g., m5
[:I Datasets
3 [study] Replace with study identifier, e.g., 123-070
. analysis Contains analysis datasets and associated files
1 programs  Contains program files
1 listings Contains data listing datasets and associated files
D profiles Contains subject profiles
D tabulations Contains data tabulation datasets and associated files
SDTM xpt
define.xml
define.xls
METADATA

Ebulahnns
Study Data

Reviewer’s Guide
(sdrg.pdf) ’
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Data Definition File (define.xml) — Overview

Detailed

Specification

e Datasets

e Variables

e Codelist Evaluate

Derivations / Data Faster
Comments

Data Origin
Data Type

Critical for

FDA

systems like

JANUS

e Require High Quality
define Define is
before MUST

loading
study data

DEFINE. XML
v2.0
suggested
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Data Definition File (define.xml) - Components

Dataset Description Class Structure Keys Location
TE Trial Elements Trial Design One record per element STUDYID, ETCD te.xpt
TA Trial Arms Trial Design One record per planned STUDYID, ARMCD. ETCD | taupt
eementperan  Taple of Contents (TOC)
TV Trial Vis i )
Variable Labsl Key | Type Length | Controled Terms or Format | Origin Derivation/Commaent
STUDYID Study ldentfier 1 et 8 Protocol
T Tral
Inclusion | DOMAIN Domain Abbreviation text 2 Assigned
Criteria
USUBJID Unique Subject 2 et 20 ,a:gﬂ Derived Concatenaton of STUDYID and SUBJID
TS Trial Su identifier \v Lo -\0"0 (nyphen separated) from the first study the
. “\t subject participated in
Y
SE Subject CESEQ Sequence Numbser integer 8 Oe' ﬁ\e’ Derived Sequential number ensuring uniqueness of
1 records within ach USUBJID in the domain.
CESPFID Sponsor-Defined 5 text 40 Assigned Identifier created in the SOTM programming
sV Subeat dentfier to faciitate raceabilty back to the source
operational database.
DM Demogr | CETERM Reported Term for 3 et 200 CETERM CRF Page 28 See Study Data Reviewer's Guide for detais
the Clinical Event regarding clinical events.
CO Comme
CELLT Lowest Level Term text 200 Assigned
CELLTCD Lowest Level Term mieger 8 Assigned
Code
CEDECOD Dictonary-Dernved text 200 CEDECOD Aszagned
Term
CEPTCD Prefermed Term rieger 8 Assgned
Code
CEHLT High Level Term teat 200 Assgned
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Define.xml
Data Type

Define.xml
(ODM)
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Common Issues in Define.xml Y

Type Issue

Data Type * Missing Data Type
e Mismatch Data Type
e Mismatch Data Type in VLM

Length / Format e Length not matching actual data
e Mismatch: Data Precision
e Missing / Incorrect format

Origin * Missing Origin

* Incorrect Origin

 CRF Page Number issues when
Origin = ‘CRF’

e Computational Method Issues
when Origin = ‘Derived’

Microsoft Excel
Worksheet 11
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Common Issues in Define.xml Y

Type Issue

Codelist / Controlled Terminologies |* Missing codelist

* |ncorrect / incomplete codelist

e Single codelist for multiple
variables

Value Level Metadata e Missing VLM for multiple origin
variables

e Mismatch: Origin with VLM

 Where clause not defined
correctly

Derivation Logic / Comments * Missing Comments

e Inappropriate and Vague
comments

* |ncorrect / incomplete derivation
logic

12
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Common Issues in Annotated CRF

| EDC Bookmarks not removed

[P EDC Bookmarks
= sDTM Bookmarks

EP AE

SDTM Dala Set Name = VS Unclean Annotation

VS.VSCAT ='PHYSCIAL MEASURMENT' || Incorrect Ann Otatio n

=P pul to ‘In

af oq| BOOkmarks not set

herit Zoom’ Missing Notes, if any

-

Missing PDF Page #

VS.VSDTC

VS.VSTESTCD = 'HEIGHT" | |V5.VSORRES

Inches O

|VS.VSSTRESCI

VS.VSTESTCD ="WEIGHT' JV5.VSORRES

? ps Form: Physical Measurements (Height and Weight)
P ex Generated On: 19 Apr 2012
I8: Record abnormal findings on the Medical & Surgical History eCRE.
It Was a physical examination performed? — - YESO
=P 1] Worksheets not included Missing Annotation No()
Iy EI|_g|b_|I|ty Date of Examination
Criteria :
Worksheets Height
20120119 Height Unit VS VSORRESU Ceutimelers.
H ..
L—‘P%ﬁ __________ Missing / Incorrect Bookmarks
Physrcar
EMEasummem Height (cm) (Derived) IVS.VSSTRESU'
(Weight) Weight
¥ vital signs Weight Unit

Overlapping Annotation

V5. V50RRESU =

Weight (kg) (Derived}IVS.VSSTRESU |

!VS.‘JSSTRESCI




Study Data Reviewer’s Guide (SDRG)

e Introduced by FDA in 2013 as supplemental document to
define.xml

e Accommodate additional information regarding sponsor
defined domains, mapping decisions, sponsor defined
extensions to CDISC controlled terminology etc.

e Act as a single point study reference for the FDA

e Capture unresolved data validation issues with sponsor’s
justification
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Common Issues in SDRG

All sections of SDRG not completed making it redundant

Comprehensive study summary along with mapping decisions,
deviation details etc. not provided

Missing or unclear justification to data conformance issues
Example:

* ‘Codelist is extensible’
* ‘Sponsor wished to keep as is’

Incorrect interpretation of CDISC standards
Example;
Issue: ‘Date is after RFPENDTC

Sponsor Explanation: ‘RFPENDTC is set to End of Study Date in
DS domain; which is last study date’

Incorrect / missing list of variables with no data
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Maintain Quality - HOW?

e Adhere to Data Standards

e Perform thorough data validation

e Execute Pinnacle reports (data checks and define checks) - MUST
e Address validation findings

e Thorough review of submission documents

— Links are working

— Correct details provided etc.

e Develop internal data validation tools
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Challenges and Recommendations

Challenges Recommendation

Creating VLM e Create repository for standard
e Values not present in data values
e Study Specific values e Obtain comprehensive spec for
vendor data
Identify data type for VLM » Develop automation tools to
values handle these scenarios

e Particularly challenging for
large domains like LB

Entering CRF page numbers e Tools present providing page
manually numbers for variables
 Time consuming e Tools can be developed for VLM

277

* |ncrease chance of error

1L
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