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DISCLAIMER

»The views and opinions presented here represent those of
the speaker and should not be considered to represent
advice or guidance on behalf of the regulatory agencies or
standards development organizations.
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AGENDA

»|ntroduction

»Guidance for using custom domains

»Custom domains used per version of SDTMIG
»Patterns of use

»Challenges in knowing where data should be mapped
»Impact of using custom domains

»Conclusion
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REGULATORY GUIDANCE - CUSTOM DOMAINS

4.1.1.3 SDTM Domain Specifications

Custom Domains

The SDTMIG permits the creation of custom domains if the data do not fit into an
existing domain. Prior to creating a custom domain, sponsors should confirm that the data
do not fit into an existing domain. If it is necessary to create custom domains, sponsors

should follow the recommendations in the SDTMIG. In addition, sponsors should present
their implementation approach in the cSDRG. To provide study data that do not fit into
an existing SDTM domain or draft SDTM domain, consider creating a custom dataset
aligned with the Study Data Tabulation Model (SDTM). Questions about custom
domains should be addressed in pre-submission meetings and documented in the SDSP.

*FDA’s Study Data Technical Conformance Guide, October 2022

4.1.1.2 SDTM datasets

Depending on the characteristics of the collected data, 1t may not fit into an
existing domain of SDTM. In such a case, it 1s acceptable for the applicant to
create a custom domain. To perform this, the applicant must confirm that the
data does not fit into existing domains, then create a custom domain according
to the SDTM IG, and store the data under this domain. Explanation of the custom

domain, together with the reason why 1t was necessary, should be described 1n

P 21 the reviewer’s guide.

*PMDA’s Technical Conformance Guide on Electronic Study Data Submissions, April 2022




CDISC GUIDANCE FOR USING CUSTOM DOMAINS

2.6 Creating a New Domain

This section describes the overall process for creating a custom domain, which must be based on 1 of the 3 SDTM
general observation classes. The number of domains submitted should be based on the specific requirements of the
study. To create a custom domain,

1. Confirm that none of the existing published domains will fit the need. A custom domain may only be
created if the data are different in nature and do not fit into an existing published domain.

» Establish a domain ofacommon topic...
» Do not create separate domains based ontime...

» How collected data are used (e.g., to support analysesand/or efficacy endpoints) must not resultin the
creation of a custom domain...

» Datathat were collected on separate CRF modules or pages mayfit into an existingdomain...

» If itis necessary to represent relationships between data thatare hierarchical in nature (e.g., a parent
record must be observed before child records), then establisha domain pair...

P21
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CDISC GUIDANCE FOR USING CUSTOM DOMAINS

2.6 Creating a New Domain

This section describes the overall process for creating a custom domain, which must be based on 1 of the 3 SDTM
general observation classes. The number of domains submitted should be based on the specific requirements of the
2. Check the SDTM Dratt Domains area of the CDISC wiki
(https:/'wiki.cdisc org/display "-[ D/SDTM+Drafi+Domams+Home) for proposed domains rj.:x'n:]rnpn:d since
the last published version of the SDTMIG. These proposed domains may be used as custom domains 1n a
submission

Lo l to s pe. If no existing model seems

appr '|E1'nﬂ['.. choose 1h|_ un.mml observation Ll.h 1]nln rventions, Events, or Findings) that best fits the data
by considering the topic of the observation. As illustrated in the following figure, the general approach

for selecting vanables for a custom domain 1s:

4.1.6 Additional Guidance on Dataset Naming

In some cases, sponsors may need to define new custom domains and may be concerned that CDISC domain codes
defined in the future will conflict with those they choose to use. To eliminate any risk of a sponsor using a name that
CDISC later determines to have a different meaning, domain codes beginning with the letters X, Y, and Z have been
reserved for the creation of custom domains. Any letter or number may be used in the second position. Note the use
of codes beginning with X, Y, or Z is optional, and not required for custom domains.

*Study Data Tabulation Model Implementation Guide: Human Clinical Trials Version 3.4 (Final), CDISC, 2021-11-29



INDUSTRY USAGE OF CUSTOM DOMAINS

TN




VERSIONS OF SDTMIG CURRENTLY BEING USED

STUDIES

SDTMIGv3.1.3 SDTMIG V3.3
10% 8%

P 21 SDTMIGv3.2

81%




CUSTOM DOMAINS USED PER VERSION OF SDTMIG

Studies and Custom Domains per Standard
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CUSTOM DOMAINS USED PER VERSION OF SDTMIG
CATEGORIES

Imaging - —
4% Clinical Classifications
/ 4%

Biomarker i
4%
Adjudication
2%
Additional Lab I —
5% .  — ¥
} . Prompt Questions
T —— 8%

Needto upversion or just didn't use standard domain

41%
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CUSTOM DOMAINS — MULTIPLE ENROLLMENTS

Custom Domains - Demographics for Multiple Enrollments
Dataset SDTMIG

XD - Demographics Support 3.3 . )
DC - Demographics as Collected 3.2 RegU|at0|’y GU|da nce:

XM - Multiple Participation 3.2
XM - Demographics (Multiple Screenings) 3.2
XD - Demographics for Re-Screened Subjects 3.2

DM Domaimn {Demographics)

For subjects with multiple enrollments within a single study, l]n plumln enrollment
should be submuitted 1n D‘»I Additional enrollme ould be included 1n a custom
domain with a similar structure to DM. Clarifying '--l:I[Lll'lLI'I[H in the RG would be helpful.

XD - Demographics 3.2
XM - Additional Demographics 3.2
XD - Demographics for Re-Screened Subjects 3.2

For subjects with multiple screenings and no Hubu.qum[ Lnrnllml.nl include the prun ary
screening in DM with additional screenings in a custom domain with a structure similar
to DM.

XM - Demographics Re Screened Subjects 3.2

For subjects with |11ullip|'c. screenings and subsequent enrollment, include the enrollment
in DM with screenings in a custom domain with a structure similar to DM.

XI - Previous SUbJECt Identifiers 3.2 *FDA’s Study Data Technical Conformance Guide, October 2022
XI - Previous Subject Identifiers 3.2

DC - Demographics as Collected 3.2
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CUSTOM DOMAINS — VISIT FINDINGS DATA

Custom Domains - Visit Data RQgUlatory Guidance:

Dataset SDTMIG
ZO - Office Visit Log 3.2
ZV - Missed Visits 3.2

Appendix D: Additional Documents Evaluated By FDA
2. CDISC Document: Guidance for Ongoing Studies Disrupted by COVID-19
Pandemic

It is the current preference of
those impacted by , §

curred), and unscheduled visits sing structured as the
current CDISC Sub, isits (SV) domain. It is also : rence that three
non-standard variables (NSVs) for missed visits, --RE.
Value), --EPCHGI (Epi/Pandemic Related Change Indicator), and --CNTMOD
(Contact M outlined in the CDISC document “Guidance for Ongoing Studies
Disrupted by COVID-19 Pandemic” be included within the SV domain and not
within the supplemental SUPPSV domain or in other SDTM datasets. Submitting
subject visits information in one single structured dataset allows both the human and
technology consumer of this information to operate efficiently and with confidence
that all visit data are considered during regulatory review.

C D I SC G u | d a n Ce : *FDA’s Study Data Technical Conformance Guide, October 2022

CDISC Guidance for Ongoing Studies Disrupted by COVID-19 Pandemic Version 1.0
6 Missed Visits

Known Issue: The Subject Visits (SV) do

XC - COVID-19 Missing Visits 3.2
XV - Subject Visit Findings 3.2
XV - Subject Visit Findings 3.2
EE - Epidemic Events 3.2
XU - Unforeseen Impact 3.2

S

Subject Visits and COVID-19

VE or S5V?

The Guid

P 21 What de | submit new, under the current standard?

The

*https://www.cdisc.org/kb/articles/subject-visits-and-covid-19




CUSTOM DOMAINS — PROMPT QUESTIONS

Custom Domains - Prompt Questions
Dataset SDTMIG
XA - Reference Information 3.3
XM - Clinical Monitoring 3.3
XA - Reference Information 3.2
XD - Debriefing Questions 3.2

XI - Screening Questions 3.2 CDISC GUIda nce:

XQ - Questions Dataset 3.2 4.5.7 Presence or Absence of Prespecified Interventions and Events

QU - Questions Dataset 3.2 _ o .
Interventions (e.g., concomita ations) and events (¢ [T‘Lt‘dl"'ﬂ hhtrnt'-, ) can generally be collected in 2

PQ - Proxy Question 3.2
ZZ - Leading Questions 3.2
XX - CRF Findings 3.2
XQ - Findings 3.2
ZA - PROTOCOL REQUIREMENTS 3.2
ZN - External Data 3.2
PQ - Proxy Question 3.1.3
XX - Study Maintenance 3.13
MQ - Monitoring Questions 3.1.2

are reported, whether they were prcspcc:ificd may be of interest to reviewers. The --PRESP variable is used to
indicm W tuthc ra apcciﬁc inlc |'~.|;nt'mn 1'——'I'R'I': or event l' ——'I'EhN'I'I was L.ﬂlicikd 'l'h'; -—Phl:"“;P v 'u'i'ihlL h'tt.

[hl.. mplL variable es ¢ M a prespec S SUC IJ as [Jlnllh l|1| hlln e any concomitant
medicatio or "Dhd the subject Iu e any medics Id not have records in an SDTM domain because

TU = Assumptions
9. If indicator questions for ic types of tumor or lesions are collected (e.g., Does the subject have targ
tumo s the suby |!'|..1"| e any non-targets? Dhd the t have me ic disease at screening?), then
these TUT vill be included in TU. If indicator questions are not collected, do not introduce them into
TU
P 21 *Study Data Tabulation Model Implementation Guide: Human Clinical Trials Version 3.4 (Final), CDISC, 2021-11-29




CUSTOM DOMAINS — ADDITIONAL LAB DATA

Regulatory Guidance:

4.1.1.3 SDTM Domain Specifications

Custom Domains - Additional Lab Data
Dataset SDTMIG
XB - Laboratory Test Results (Conventional) 3.3
ZT - Other Test 3.3
XB - Laboratory CRF Data/Local Laboratory Data 3.2
XB - Laboratory Test Results (Conventional) 3.2
XL - Non-Safety Laboratory Results 3.2

(See section 3 This issue can be addressed
smaller dat rding to LBCAT and LBt
the size 1 s
dataset name b1 ( ame ‘1bl.xpt’) for chemistry, dataset name 1b2 (file name
‘Ib2.xpt") for hematology, and dataset name Ib3 (file name ‘Ib3.xpt”) for urinalysis.
Splitting the dataset in other way
. Sponsors should submit the
standard LB domain file. Sponsors should submit the split files in a separate sub-
directory/split that is clearly documented in addition to the non-split standard LB domain
file in the SDTM d Se tion 7). FDA m: ;
al units b ons and |
v divisions wha

ZL - Laboratory Test Results - US Units 3.2
XL - Laboratory Test Results XL 3.2
XL - Laboratory Test Results XL 3.2
XD - Other Tests Results 3.2
XF - Hormones 3.2
ZL - Laboratory Test Results - US Units 3.1.3
ZM - Lab Miscellaneous 3.1.3

e in the
However, it is

d data

*PMDA’s FAQs on Electronic Study Data Submission, June 2022

CDISC Guidance:

Standardized Lab Units

P 21 Regulatory Strategy

LB dare in Sl ur uein s an Slunit

*https://www.cdisc.org/kb/articles/standardized-lab-units




CUSTOM DOMAINS — ADJUDICATION DATA

Custom Domains - Adjudication
Dataset SDTMIG
XA - Adjudication 3.3

Regulatory Guidance:

4.1.1.2 SDTM General Considerations
Adjudication Data
: are no existing standards or best practices for the representation of adjudication
data as part of a standard data submission. Until standards for adjudication data are
developed, it is advised that sponsors discuss their proposed approach with the revi

ZA - Adjudication 3.3
ZA - Adjudicated Results 3.2
EA - Event Adjudication 3.2
XA - Adjudication Results 3.1.3

division and also include details about the presence, implementation approach, and
location of adjudication data in the SDRG.

Whenever adjudication data are provided, they should be clearly identified so that the

P H U S E G u | d ance: reviewer can distinguish the results of adjudication from data as originally collected.

*FDA’s Study Data Technical Conformance Guide, October 2022

Recommendation

andling for adjudicated outcomes can be

ed in the ind

ample 1llustra
rse event by the

elopment of th
it is not in this

*Study Data Tabulation Model Implementation Guide: Human Clinical Trials Version 3.4 (Final), CDISC, 2021-11-29

*Best Practicesfor Submission of Event Adjudication Data, PHUSE, October 2019

B it d be provided by an ing ont assessor and when multi "RADIOLOGIST 1"
"RA 0 ic 2nts a he e time toran o e n. Th

y a sponsor for any other purpose. It 1s expected that the CPTFL flag would be populated by the sponsor; instead, that ty
selection should be handled in the analysis data M)

*Study Data Tabulation Model Implementation Guide: Human Clinical Trials Version 3.4 (Final), CDISC, 2021-11-29




IMPLEMENTATION CHALLENGES AND IMPACT
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CHALLENGES - KNOWING WHERE DATA GETS MAPPED

Example 1:

» Apgar score
»Find something related to Apgarin CT...CCCAT value
» Find out where CCCAT is mapped to (RS domain)

Example 2:

»Z0 - Clinical Outcome dataset

» Uses values from Disease Outcome SDTM codelist (C102578)
»Values such as: CLINICAL CURE, CLINICAL FAILURE

»This codelist is not listed in any |G or anything. Where does the data get mapped to using
this codelist?

P21




IMPACT OF NOT USING STANDARD DOMAINS

»Goal is to make drugs available ASAP
»Increased automation is needed for this goal
»Manual review process is inefficient

» Datareview time is limited

» Data quality evaluation is difficult

» Automation relies on high quality data

»Value of standard reporting and analysis for Reviewers increases demand for
data quality

»Standardized data allows early evaluation and enforcement of
data quality

» Customization is not standardization

P21
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IMPACT OF NOT USING STANDARD DOMAINS

»Validation is too general on custom domains

» Domain-specific checks not run and domain-specific codelists not checked
properly

»Example: Additional Lab Data

»In SDTMIG v3.3, there are 155 validation rules run on the LB domain, but there are only
validation rules run on a custom findings domain.

»Variables such as —=TESTCD and —TEST would not be checked against the LBTESTCD and
LBTEST codelists, even though the controlled terminology should have been used.

»Validation might not even occur

» Custom special-purpose domains, such as for Multiple Enrollments

»This results in an unvalidated dataset being submitted to the regulatory agency



IMPACT OF NOT USING STANDARD DOMAINS

Accumulation and utilization of data

NDA submission Regulatory Review Utilization of Accumulated Data

e-Submission of data Use of electronic data Integration of cross-products
4 Submission of # Accessible, visualized electronic information
electronic data from data for each reviewer # Utilization of exhaustive
clinical and nonclinical # Easy to identify individual information by therapeutic
studies clinical case data, drilling down category for review/consultation
of data # Internal review on particular
# Operation of various analyses - theme — e.g.) active utilization of

7 A simple, subgroup analysis for M&S
Storage of electronic data the present . Review on pediatric dosage W

in the dgdicdted server ; « Preparation of disease model ~>
and registration in the . . Development of evaluation indicator
database # Utilization in preparation of
guideline

Contribution to efficient developnient through
review/consultation and GL publication
based on further analyses

Scientific
on the basis iternal analysis result

P 21 *https://www.pmda.go.jp/english/review-services/reviews/0002.html




CONCLUSION

»Use of custom domains is going down with implementation
of each new SDTMIG

»There is always room for improvement however

>»More precise guidance should be created for some of these
patterns of custom domain use

»An easier way to determine where data should be mapped
would be very useful

»Reducing custom domain usage = more standardization =
more automation

P21







KEEP IN
TOUCH!

MICHAEL BEERS

MBEERS@PINNACLE21.COM

You will receive an email when the
slides are are posted on our blog:
www.pinnacle21.com/blog
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