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Vamshi Matta Biography

Vamshi Matta holds a Master’s degree in Computer Science, currently working at
Covance as a Sr. Principal statistical programmer with extensive CDISC experience. She
is part of the innovations team, building open source utilities using R and Python.
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Covance by Labcorp

Covance by Labcorp is a leading global life sciences company, which provides contract
research services to the drug, medical device and diagnostics, crop protection and
chemical industries. Employing over 26,000 people worldwide, we provide
comprehensive drug development solutions and are on a mission to advance health and
power clear, confident decisions.

Covance by Labcorp is a global leader in nonclinical safety assessment, clinical trial
testing and clinical trial management services. Our unique perspectives are based on
decades of scientific, medical, and regulatory expertise. Together with our clients,
Covance by Labcorp supports the development of innovative, life-changing treatments.
Visit us at www.covance.com.
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Introduction

» In this paper we will discuss how we map the re-screened subjects data in SDTMs.

» These slides are created based on FDA TCG V4.5.1 and proposal from CDISC SDS
Multiple Subject Instances (MSI) Team.
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FDATCG v4.5.1 (July 2020) section 4.1.1.3 SDTM
Domain Specifications

Explains how subjects with multiple enroliments within a single study should be mapped

DM (Demographics)

» For subjects with multiple enrollments within a single study, the primary enroliment
should be submitted in DM. Additional enrollments should be included in a custom
domain with a similar structure to DM. Clarifying statements in the RG would be
helpful.

» For subjects with multiple screenings and no subsequent enroliment, include the
primary screening in DM with additional screenings in a custom domain with a
structure similar to DM.

» For subjects with multiple screenings and subsequent enroliment, include the
enroliment in DM with screenings in a custom domain with a structure similar to DM.
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CDISC SDS Multiple Subject Instances (MSI) Team

» The MSI team proposes to create an additional Special Purpose domain called

Demographics as Collected (DC) to act as the custom domain with a similar structure
to DM.

» The DC domain is still under review within CDISC but has general support.

» It has not been directly reviewed by the FDA. Discuss with the relevant FDA review
division before submitting the MSI team’s approach.

» It will not be included in SDTMIG 3.4 possibly SDTMIG 4.0
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Multiple Screen Failures: DC and DM
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| M| ASIAN |NOT HISPANIC OR LATINO|

w|STUDYID/DOMAIN! USUBJID | SUBJID [DCSEQ[ RFSTDTC | RFENDTC [RFXSTDTC RFXENDTC| RFICDTC |RFPENDTC|SITEID] INVNAM
2 | ABC123| DC  [ABC12301002] 1002 | 1 [2006-01-12/2006-01-26(2006-01-12]2006-01-26/2006-01-04]2006-02-23] 1 [JOHNSON, M
4 | ABC123| DC [ABC123015005 {5001 1 2005-11-142005-11-16] 1 |JOHNSON, M
5 [ABC123| DC _ |ABC123015005) (S005 J| 2 2006-01-07/2006-01-08] 1 |JOHNSON, M
w| BRTHDTC |[AGE| AGEU| SEX | RACE ETHNIC ARMCD| ARM |ACTARMCD|ACTARM| ARMNRS |ACTARMUD|COUN
2 11955-03-22/ 50 |YEARS| M [MULTIPLEINOT HISPANIC ORLATINO| P |Placebo P Placebo USA
4 [1941-07-02 M | ASIAN [NOT HISPANIC OR LATINO SCREEN FAILURE UsA
5 SCREEN FAILURE USA!
Row [STUDYID|DOMAIN SUBJID| RFSTDTC | RFENDTC |RFXSTDTC |[RFXENDTC| RFICDTC |RFPENDTC|SITEID| INVNAM
2 [ ABc123| DM | ABC12301002] 1002 [2006-01-15[2006-02-28[2006-01-15]2006-02-28]2006-01-04/2006-03-26] 1 [JOHNSON, M
4 | ABC123 | DM [ABC123015005] S005 2006-01-07/2006-01-08] 1 [JOHNSON, M
Row| BRTHDTC |AGE| AGEU [SEX| RACE ETHNIC ARMCD| ARM [ACTARMCD|ACTARM| ARMNRS |ACTARMUD|COU
2 [1955-03-22] 50 [ YEARS MULTIPLE [NOT HISPANIC OR LATINO| P  [Placebo P Placebo U
[1941-07-02] | SCREEN FAILURE U
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Multiple Screen Failures: DC and DM

» Row 5 in DC Domain shows the second screening participation for USUBJID
ABC12301S005. Note that per protocol, date of birth, sex, race, and ethnicity were
not re-collected. Age has not been derived, as per protocol it is based on the date
captured in RFSTDTC, which is null for a screen failure.

» Row 4: USUBJID ABC12301S005 is a merging of DC row 4 and 5. RFICDTC and
RFPENDTC are from DC row 5 where as SITEID, INVNAM, BRTHDTC, AGE, AGEU,
SEX, RACE, ETHNIC are from DC row 4
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FDA Guidance on Linking Subject Participation
Records to the USUBJID

» Subject Identifier (SUBJID) The variable SUBJID uniquely identifies each subject that
participates in a study. If a single subject is screened and/or enrolled more than once
in a study, then the subject’'s SUBJID should be different for each unique screening or
enrollment. For a study with multiple screenings and/or multiple enroliments per
subject, SUBJID should be included in other related domains besides DM even
though it may cause validation errors. It is recommended to include a table linking
each SUBJID for a single subject to that subject’'s USUBJID with any additional
necessary explanation included in the relevant RG.
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Linking SUBJID to USUBJID

Every subject participation in a study must have a unique subject participation identifier
(SUBJID) (DCO03). This is a refinement of any prior understanding of SUBJID and its
relationship to USUBJID, which is summarized as follows:

=

defined as

]

isa
isa ___| . participating in a
pseudonym for _(one or muitiple times)

Study

COVANCE.

by labcorp

10 | Public



FDA: DM Primary vs MSIl: DM Summary

> The FDA states:

“the primary enrollment should be submitted in DM. Additional enrollments
should be included in a custom domain with a similar structure to DM.”

2 The MSI team modeled DM as a summary record
» Draft DC Assumption 3:
When used, DC represents all participations and/or foci for all subjects,
including the "primary" participation if such a concept is applicable.

* |t is best to discuss with the relevant FDA review division before
using the MSI’s approach.

* The MSI team is aiming to have an FDA review of the approach.
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Multiple Screens/Enroll: MSI Approach

The MSI team proposes to create an additional Special Purpose domain called
Demographics as Collected (DC) to act as the custom domain with a similar structure

to DM.

STUDYID W USUBJID SUBJID RFSTDTC RFENDTC | ACTARM ACTARM
CD

XYZ123 DC XYZ12301 S001
S005

XYZ123 DC XYZ12301 S005 2016-01- 2016-12- Drug A A
S005 01 01
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Multiple Screens/Enroll: MS| Approach

STUDYID w uUsSuBJID SUBJID RFSTDTC RFENDTC ACTARM ACTARM
CcD

XYZ123 XYZ12301 S005 2016 01- 2016 12- Drug A
S005
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EG Domain Example

The subject failed to meet the inclusion criteria and was rescreened again.

Taking into consideration other domains, variables such as EGDY are null for records
associated with the original screening, as the subject doesn't have a value for
DM.RFSTDTC.

STUDYID m uUsSuBJID SuBJID EGTESTCD T EGDY

XYZ123 XYZ12301S S001 DIABP
005

XYZ123 EG XYZ12301S S001 SYSBP 150
005

XYZ123 EG XYZ12301S S005 DIABP 98 XX
005

XYZ123 EG XYZ12301S S005 SYSBP 130 XX

005
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Multiple Screens/Enroll: FDA Approach

FDA DC or Custom Domain:
w -

ABC123 ABC123015005 S001 2005-09-13
ABC123 DC ABC12301S005 S012 2005-11-16
- o H
1 1941-07-02 ASIAN NOT HISPANIC OR LATINO SCREEN FAILURE

1 SCREEN FAILURE

FDA DM Domain:

kow STUDYID|DOMAIN| USUBJID _|SUBJID| RFSTDTC | RFENDTC |RFXSTDTC [RFXENDTC| RFICDTC [RFPENDTC|SITEID] INVNAM i
ABC123 | DM |ABC12301004 | 1004 [[2006-01-16/2006-02-01|2006-01-16|2006-02-01/2006-01-07/2006-03-02] 1 |JOHNSON, M

owl BRTHDTC SEX| RACE | ETHNIC A _ARM_| ARMNRS |ACTARMUD|COU
1941-07-02] 64 |YEARS| M | ASIAN |NOT HISPANIC OR LATINO| | A | Drug A A Drug A |/ us

In the FDA’s approach DC has 2 records and DM has 1.
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Multiple Screens/Enroll: DS
e e e

XYZ123

XYZ123

XYZ123

XYZ123

XYZ123
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SDTMIG 3.3 DM Assumptions

» DM Assumption 10.c:

« RFICDTC should correspond to the date of the informed consent protocol
milestone in DS, if that protocol milestone is documented in DS. In the event that
there are multiple informed consents, this will be the date of the first one.

» DM Assumption 10.b:

« RFXSTDTC and RFXENDTC always represent the date/time of first and last study
exposure
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MSI Trial Design Domains

» The multiple screening/enrollment are not seen as distinct elements.

» They can be seen as repeats of the same elements similar to cycles in an
oncology trial
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MSI Subject Elements

Row |STUDYID DOMAIN USuUBJID SUBJID SESEQ | ETCD | ELEMENT | SESTDTC | SEENDTC TAETORD EPOCH

1 | ABC123 SE ABC12301004| SO001 1 SCRN | Screening |2005-09-13 | 2005-09-21 1§ SCREENING

2 | ABC123 SE ABC12301004| S012 Z SCRN | Screening {2005-11-14 | 2005-11-16 1 SCREENING

3 | ABC123 SE ABC12301004| 1004 3 SCRN | Screening {2006-01-07 | 2006-01-16 1 SCREENING

4 | ABC123 SE ABC12301004| 1004 4 A Drug A |2006-01-16|2006-02-01 2 TREATMENT

5 | ABC123 SE ABC12301004| 1004 5 FLUP | Follow-Up [2006-02-01 | 2006-03-02 3 FOLLOW-UP
COVANCE.
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MSI Subject Elements

» Row 1: Represents the initial screening element for USUBJID ABC12301004, with
SUBJID S001. Note that SESEQ is unique per USUBJID, while TAETORD and
EPOCH are unique within SUBJID. Each participation is treated as a distinct and
independent interaction with the planned study elements. SUBJID in conjunction with
the timing of the elements (SESTDTC/SEENDTC) allows for the participations to be
distinguished.

» Row 2: Represents the second screening element for USUBJID ABC12301004, with
SUBJID S012. Note that TAETORD and EPOCH are unique within SUBJID

» Rows 3-5: Represents the third screening element for USUBJID ABC12301004, with
SUBJID 1004, followed by the "Drug A" and "Follow-Up" elements. Note that
TAETORD and EPOCH are unique within SUBJID
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SDTM Draft Domains: DC

» The draft DC domain is located in the SDTM Draft Domains wiki space
» Itis currently available to SDS/CDISC team members with sufficient view access
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Questions?

Vamshi Matta

Covance Inc.

4000 Centergreen Way # 300
Cary, NC 27513

Vamshi Matta: vamshi.matta@covance.com

Lavanya Peddibhotla: lavanya.peddibhotla@covance.com
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