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* The views and opinions expressed in this presentation are those of the
Y author(s) and do not necessarily reflect the official policy or position of
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Reasons Behind the Scope Update for
the IS Domain for the SDTMIG v3.4




LB/MB/IS Domain Scope Changes Across SDTMIG v3.2 through
SDTMIGv3.4
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SDTMIG v3.2/3.3...
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The IS Domain Scope Update for the SDTMIG v3.4

The current IS domainin the SDTMIG v3.4 is designed to collectdata pertaining to
specimen-based assessments that measure the “presence, magnitude and scale of the
immune response upon any antigen stimulation or encounter”.

This effectively expands the scope of the IS domain from the pervious SDTMIG versions
(3.2 and 3.3) where the IS domain was limited to “assessments that describe whether a
(study) therapy provoked/caused/induced an immune response.”

Perthe SDTMIG 3.4, the antigen of interestin the above definition may be (but is not
limited to), drug/testarticle (i.e., study/non-study therapy), allergen, microorganism (e.g.
bacteria, viruses, fungi, parasites, etc.), self-antigen (autoantigen), and others, that may
stimulate a hostimmune response.

The current IS domain definition is also more inline with the scientific/medical definition of
“immunogenicity assessment” and is well-accepted by the scientific community.

Both humoral (antibody-mediated) immune response testing + cell-mediated immune
response testing are in scope.
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Rationales and the Problems that Led to the IS Domain
... Update for the SDTMIG v3.4

s | 1. LB/MB/IS in the IGVv3.2 and v3.3: significant overlap of domain scope and data
mapping between the three domains. Scope definition and demarcation between the
three domains were unclear. As a result, multiple different SDTM Findings domains
: were used to represent specimen-based immune response testing data.
Domain and variable level structure limitation for LB/MB/IS.
S General disagreement and confusion over the prior narrow definition of the IS domain
i — what’s considered as therapy?
S 4. Multiple SDTM Classes are utilized to model systemic vs. localized immune
responses.

N

w

For more information, referto this Knowledge Base Article on www.cdisc.org:
e https://www.cdisc.org/kb/articles/domain-scope-update-sdtmig-v3-4-development-history-and-
ORI difficulties-standardizing



http://www.cdisc.org/
https://www.cdisc.org/kb/articles/domain-scope-update-sdtmig-v3-4-development-history-and-difficulties-standardizing
https://www.cdisc.org/kb/articles/domain-scope-update-sdtmig-v3-4-development-history-and-difficulties-standardizing

7" 1: Domain and variable level structure limitation for
“."  LBI/MB/IS

Prior to the SDTMIG v3.4, most specimen-based, immune response testing data
had been mapped to the MB, LB and IS domains which were not built to collect
and model complicated experimental designs and biological processes, which

yield complicated data. These domains do NOT have the sufficient structure
and standard variables to support the meaningful and consistent
representation of such data.

As a result, various supplemental qualifiers had been created and used to map
key information in both LB, MB and IS. This also resulted in too much information
being mapped and pre-coordinated into the --TEST/--TESTCD variables, and
therefore overloading the --TEST and --TESTCD variables.
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::. 20 Multiple different SDTM Findings domains were used to
. ., represent specimen-based immune response testing data

T The prior IS domain scope defined by the SDTMIG v3.2/v3.3 limited its use to ONLY

collection of “study therapy”-induced immune response testing data, this led to

LA “baseline” immune response testing data prior to study treatment exposure having to

IO be mapped to a different domain. Compounding on this problem, the same pre-study

g treatment exposure data would have to be mapped to different domains depending on
the version of the SDTMIG used and the study types.



Ex 1. Specimen-based Allergy Immune Response Testing Data are
Mapped to LB and IS, Per SDTMIG v3.2/v3.3

. . Domain SEQ GRPID | --TESTCD --TEST --ORRES | --ORRESU VISIT
g s LB . )
. ..... . Prior to (Study) (SDTMIG 3.2/3.3) 1 1 C130128 Dog Dander Antigen IgE Antibody 120 ku/L SCREENING
Therapy Exposure LB
(SDTMIG 3.2/3.3) 2 1 C165932 Dog Dander IgE ABRAST Score 6 SCREENING
(smmciss 2ay| 3 2 C130128 | Dog Dander Antigen lgE Antibody 157 KUIL VISIT 2
Post (Study) IS
Therapy Exposure (SDTMIG 3.2/3.3) 4 2 C165932 Dog Dander IgE ABRAST Score 6 VISIT 2
*IS domainonly (SDTNuGISa 23.3) 5 3 C165932 | Dog Dander Antigen IgE Antibody 45 KUIL VISIT 4
(i reserved for (study) S e
therapy induced SDIMG 3.2/3.3) 6 3 C165932 Dog Dander IgE ABRAST Score 4 VISIT 4
immune responses T/y
Note the use of the NCI C-code in place of LBTESTCD, and h LBTEST

due to Conformance Rules dictating <8, <40 characters for --TESTCD and --TEST. Also, It is

nearly impossible to create and maintain unique and meaningful LBTESTCDs for the large
amount and vastly different anti-allergen antibody tests available. The use of NCI c-codes for
TESTCD and truncated TEST values renders --TESTCD and --TEST less valuable SDTM
mapping assets.



Resolution to Ex 1: Specimen-based Allergy Immune Response Testing
Data in IS, Per SDTMIG v3.4

.| Domain | ISSEQ | ISGRPID | ISTESTCD ISTEST ISBDAGNT ISTSTDTL ISORRES | ISORRESU VISIT
. IS 1 1 ARIGEAB |Allergen-induced IgE Antibody | DOG DANDER ANTIGEN 120 ku/L SCREENING
Prior to (Study)
Therapy Exposure
IS 2 1 ARIGEAB |Allergen-induced IgE Antibody | DOG DANDER ANTIGEN | RAST SCORE 6 SCREENING
IS 3 2 ARIGEAB |Allergen-induced IgE Antibody | DOG DANDER ANTIGEN 157 kU/L VISIT 2
Post (Study)
Therapy Exposure
IS 4 2 ARIGEAB |Allergen-induced IgE Antibody | DOG DANDER ANTIGEN | RAST SCORE 6 VISIT 2
*|Sdomainnow is
used for all antigen IS 5 3 ARIGEAB | Allergen-induced IgE Antibody | DOG DANDER ANTIGEN 45 KUIL VISIT 4
induced immune
responses
IS 6 3 ARIGEAB |Allergen-induced IgE Antibody | DOG DANDER ANTIGEN | RAST SCORE 4 VISIT 4

=

« LBTESTCD remains human-readable.
e« --TEST, --BDAGNT (binding agent) and --TSTDTL (test detail) clearly and separatelyrepresentthe “analyte being assessed”, the
“binding targetof the analyte”, and further testing details ofthe assessment —note all this INFO was pre-coordinated into the TEST in

IGV3.2/3.3, leading to heavy abbreviation/truncation ofthe testdue to character limit.

IS domainis nolongerrestricted to a subsetofimmunogenicityresponse assessments.
ALL “antigen”-stimulated immune response tests are inthe same domain, no distinction made for prior vs after study therapy exposure.
New TEST qualifier variables are introduced in the SDTMIG v3.4 to alleviate TEST/TESTCD overloadingissues.
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Ex 2. Antimicrobial Host Humoral Immune Response Testing Data are
mapped to LB, MB and IS, Per SDTMIG v3.2/v3.3

y i Domain | SEQ |--TESTCD ~TEST --ORRES| --OrRRESU | visiT | _Supplemental
siE Qualifier Variable
N ) . . g suppMB: 50%
.. P.nor to (Study) IMB g\:3.3) . NRSO\:IGG MB: Neut. Resplrag.rSyncytlaIVlrus (o] €] o itor Bacoline NEUTRALIZATION
' 58 Vaccine Exposure | LB (v3.2) C-code | LB: Neut. Respirat. Syncytial Virus IgG NT50* TITER
?:':. ..... ¢ supplS: 50%
o Post (Study) IS (v3.2/3.3) 2 | NRSVIGG IS: Neut. Respirat. Syncytial Virus IgG 60 titer Visit 1 NEUTRALIZATION
o: Vaccine Exposure Suprg_EF;W
. 0
IS (v3.2/3.3) 3 NRSVIGG IS: Neut. Respirat. Syncytial Virus IgG 90 titer Visit 2 NEUTRALIZATION
TITER

*TEST = Neutralizing Respiratory Syncytial Virus IgG Antibody 50% Neutralization Titer

1. Baseline data are triaged into LB if submitting under 1G\V3.2 and MB if submitting under 1GV3.3.

2. MB is used to model non-host microorganism detection, identification and quantification type of data. In this case, the RSV antibody lewels
at baseline are collected to compare with the RSV vaccine-induced protective antibody levels after study vaccine administration — the
baseline measurement is not meant for microbial identification/detection purpose, using MB is a stretch on its domain scope.

3. Baseline data indicates presence of antimicrobial subject antibody response which may be the result of a previous, non-study vaccination

: and/or infection, which is undistinguishable from a scientific perspective - this makes deciding IS vs MB even more difficult, and the use of

ol either domain is incorrect.

bl Again, heaw abbreviation to the TEST due to <40 character limit — rendering the TEST variable a less meaningful SDTM mapping asset.

- 5. Inconsistent modeling and use of supplemental qualifiers between LB, MB and IS for the exact SAME test. (Row 1 red textis how this test

would appear in LB, all values are pre-coordinated into the TEST variable, no suppLB qualifiers used).

cdisc 13
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Resolution to Ex 2: Antimicrobial Host Humoral Immune Response
Testing Data are mapped to IS ONLY, Per SDTMIG v3.4

‘ ...| Domain | ISSEQ ISTESTCD ISTEST ISBDAGNT ISTSTDTL ISORRES | ISORRESU VISIT
IR
Dot Prior to (Study) Neutralizing Microbial- Respiratory 50% . .
: Vaccine Exposure IS (v3.4) 1 MBIGGNAB induced IgG Antibody Syncytial Virus NEUTR_ﬁTLéZRATION 10 titer Baseline
. ) . . 50%
—[1s (v3.4)| 2 MBIGGNAB Neutralizing Mcrobial- Respiratory | i ;rRALIZATION 60 titer Visit 1
induced IgG Antibody Syncytial Virus TITER
Post (Study)
: Vaccine Exposure o . 50%
: s w34 | 3 MBIGGNAB Neutralizing Microbial- Respiratory |\ rraLiZATION| 90 titer Visit 2
induced IgG Antibody Syncytial Virus TITER

*ISTSTDTL could also be: NT80, NT90, PRNT50-
90, FRNT50-90, IC50-90, etc. (see CT codelist).

1. All antigen-stimulated immune response tests are in the same (IS) domain
* no distinction made for prior vs after study treatment exposure.
- * no need to decide whether the baseline measurement should be mapped to IS vs MB.
: 2. Consistent data modeling using the same set of IS standard variables with clear variable scope
definitions
3. Controlled terminology codelists supporting ISTEST-CD, ISBDAGNT and ISTSTDTL. This helps to set
boundaries on variable scope and shows what values should go into these standard variables.
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Scope Change for the MB Domain in the
SDTMIG v3.4




Changes to the MB Domain Scope for the SDTMIG v3.4

« MB is used for the collection of assessment data pertain to the detection, identification, quantification and
s b3 other characterizations (color, odor) of a non-host microorganism.
..... « (Typically) for tests that provide direct evidence of the presence (or absence) of the microorganism in the

: subject's sample, at the time of specimen testing.
I o Assays are able to directly capture and therefore detect a whole or parts of a microbe such as
antigens (i,e. proteins, toxins), genetic material (i.e. DNA, RNA), and metabolic byproducts, etc.

Results of such tests are typically reported in presence/absence and concentration.

« The presence of the anti-microbial antibody is the host’s immune response toward a pathogen, and is
an indirect and surrogate measure for prior or current infection. If a particular anti-microbial antibody is
present, it doesn’t necessarily signal a current and ongoing infection, nor the presence of the
microorganism in the subject's sample, at the time of specimen testing.

« Antimicrobial antibody tests were part of the MB domain because they may also be used for microbial
identification purposes, but they are passive host immune responses, and do not directly indicate the
presence of a Microorg in the subject’'s specimen. Therefore, they are out of scope for the MB domain
definition, and will be removed from MB in the SDTMIG 3.4.

cdisc 16



......

Because MB domain had
BOTH assessments of the

MB Scope microbe AND the

Reduced host/subjectimmune
response toward that
microbe.

----------

Because IS domain was
limited to only a subset of
immune response testing
specifically toward study
treatments.

IS Scope
Expanded

cdisc

A Summary

 MB is about the
bug. Use MB for
evidence of a
microbe testing.

* IS is about the
subject, use IS for
host/subject
Immune response
testing toward a
microbe, or other
antigens.
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Impact on Controlled Terminology

e Timeline
* Tools & Resources




Impact on LB/MB/IS Controlled Terminology and Timeline on Upcoming
Changes

The change in the LB, MB, and IS domain scope will result in the deprecation of
approximately 800+ antibody and antibody-related TEST and TESTCD values from both the
Lab and Microbiology domains, and instead,

They will be remodeledin the IS domain, using IS domain standard variables
including but not limited to: ISTEST-CD, ISBDAGNT (Binding Agent),and ISTSTDTL
(TestDetall).

CDISC controlled terminology teams will no longer publish humoral immune
response antibodytests, as well as other antigen-stimulated cellular immune
response tests, in LB and MB. These tests will only be modeled and publishedin IS.

Actual terminology changes (deprecation) will happenin Dec 2023,P56 CT
publication.

Multiple announcements of the upcoming changes through public reviews and
webinars since Dec 2022.
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Hedging the Impact of the Changes — CDISC Education and Tools

* Toolsalready published on www.cdisc.orgto preparefor the transition:

1. A Knowledge Base Article that provides in-depth analysis and explanation on the difficulties

and problems that led to the LB/MB/IS domain scope updates and the changes made to these

domainsin the SDTMIG v3 .4.

2. A Codetable Mapping file that shows how every deprecated code from the LB/MB domains will
: be re-modeled and mapped to the IS domain new standard variables.

3. Standards Developmentand CT Rules documents are published for|S and MB.
e » Variable usage, definitions and scope, as well as relationships between new standard variables

4. Webinars for public education:
* Quarterly CT webinars.
* Introduction Education webinar (June 22, 2023).
« CDISC Interchange presentation.

*Mostimportantly,these changes had been communicatedto the FDA for review and feedback.

cdisc 20
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IS Terminology Codetable Mapping File

The deprecated LB and MB terms will be remapped to IS. The mapping can be found in the IS Terminology
Codetable Mapping File, which helps users to:

Assign the
existing terms
(which are going
to be deprecated)
from LB and MB
to IS.

Update dictionary,
develop systems
and programs in
preparation for the
SDTMIG v3.4
adaptation.

1Ir Lity!!

cdisc

— & < i} £ 12 E H 4 K
T When Varaible = ISTEST T ‘When Varaible = ISBDAGNT Wihen Varaible = ISTSTDTL
s Immunogenicity Specimen Assessments When Varaible C-Code Binding Agent for Immunogenicity Specimen Test
CCode jlovD e cltu (S TestName (B Crerlizn (Concept Tests e Details
Microblology Test Name (Concept Code) (Concept Code) [MICROORG)
{codelist code = C120528) [BTEST] (codelist code = CB8491) Code) (ISBDAGT) (ISFTSDTL)
, . - . (codelist code = C120626) . . .| (codeiist code = C181169) . .| (codelisteode=clsszen =
130097 Mucor racemesus lgA Antibody 17778 Alergen-induced IgA Antibody 187915 MUCOR RACEMOSUS
183
C166022 Mucor racemasus lgE AB RAST Score 181398 Alergen-induced IgE Antibody C187915 MUCOR RACEMOSUS C189493 RAST Score
184
C130096 Mucor racemosus IgE Antibody C181398 Alergen-induced IgE Anibody Cc187915 MUCOR RACEMOSUS
185
C166018 | Mucor racemosus lgG AB RAST Score c1eTT? Allergenvinduced 196 Antibody 187915 MUCOR RACEMOSUS 180403 RAST Score
188
C130098 Mucor racemosus IgG Antibody C187777 Allergennduced IgG Antibody C187915 MUCOR RACEMOSUS
187
C130099 Mucor racemasus 9G4 Antibody C187778 Alergen-induced IgG4 Antibody Cc187915 MUCOR RACEMOSUS
188
The modeling for this type of lest has
changed, SIGNALICUTOFF is mapped fo
C130085 | HCV Anilbody SignalHCV Antibody Culolf | 187780 Microbiakinduced Anibody camz HEPATITIS G VIRUS cioszrr SIGHALICUTOFF RATIO | ISTSTDTL. The CDISG MES leam wil no
onger create aniibody farget-specilc -
precoordinated signaliculof fests.
88|
90|
« » .. ReadMe - Timeline ReadMe - How to Read this DOC LB to IS Mapping_2023-09-29 | MB to IS Mapping_2023-09-29 | ReadMe - NewTe ... (+) K]
T e Di—

—

LB to IS Mapping; MB to IS Mapping
show existing LBTESTs and MBTESTSs to IS domain variables mapping.
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* Pubic Webinar: LB, MB &
IS Domain Scope Changes
for the SDTMIG v3.4 and
Impact on Controlled
Terminology

+ https://www.cdisc.org/event
s/webinar/lb-mb-domain-
scope-changes-sdtmig-v3-
4-and-impact-controlled-

terminology

* Introduction on new IS
domain standard variables,
MB and IS domain scope
changes, new examples,
updates to examples in the
published TAUGs, and
impact on CT, etc.

cdisc

For more information on this topic as well as FAQs...

[ X ]
Cd I sc NewtoCDISC  Standards  Education  Resources  Events  Membership  Members Only

Member Benefits Members Only
Home / Events / LB, MB &IS Domain Scope Changes for the SDTMIG v3.4 and Impact on Controlled Terminology

Industry Job Board Posting CDISC Library
LB, MB & IS Domain Scope Changes for the SDTMIG v3.4 | ... .crenimmon
Terminology

Online Training Credit

LB, MB & IS Domain Scope Changes for
the SDTMIG v3.4 and Impact on
Controlled Terminology

THU 22 JUN
cdisc 11:00AM — 12:30PM US ET

Files

Education Webinar_LB-MB-IS Scope Change and CT Imapact_2023-06-22_updated.pdf
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.
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. .

« For more information and where to find
the supporting tools and file, see the
e “Backup and Additional Slides” section

. .
-------
. .

.
. .



Backup and Additional Slides




;:;;;;-f Summary on the Changes Made to the LB/MB/IS Domains in
. . SDTMIG v3.4

1. Domain definitions and assumptions were updated to clearly define the scope of MB and IS
domains and what type of data should be mapped to these domains.

Do 2. New standard variables were created to supportclear, consistentand meaningful representation
;;f ..... of immune response testing data in the IS domain.

3. New examples were published to demonstrate how to model differentimmune response and
microbiology tests which help to explain high-level modeling and mapping guiding principles.

il a) Antidrug antibody data modeling.

o b) Vaccine immunogenicity data modeling: both humoral and cell-medicated immune

' response testing.

c) Others.

4. New controlled terminology were developed to better support and define the scopes of the new
variables in the 1G.

5. With domain scope changes, existing “immune response testing” terminologyin MB and LB will
be deprecated and remodeledin IS - this impacts about 400+ test codes.
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The IS Terminology
Codetable Mapping file
can also be accessed
from the:
https://www.cdisc.org/stan
dards/terminology/controll
ed-terminology

> In the Supplemental’
Files section.

» Under the
tab.

Tools and Resources: IS Terminology Codetable Mapping File

NCI FTP Links Resources Rules I Codetable Mapping Files I Unit-UCUM Mapping File

Controlled Terminology consists of question (e.g., Variables, TESTs and PARMs) and answer(e.g., respor]

as codelists and are published alphabetically in the Controlled Terminology publication.

The terms within these codelists may have relationships to other terms within other codelists. For insta
responses located in the EGSTRESC codelist that constitutes a subset of the EGSTRESC codelist. Anoth

measure that are valid for the numeric responses to that VSTEST. These relationships are not readily apy]

To address this issue, the Controlled Terminology Teams have created Codetable Mapping Files based
different Controlled Terminology codelists. These supplemental files provide human and machine-read

be helpful for data QA/QC, CRF building, and data mapping. These files are for clinical use only.

The Controlled Terminology teams will continue to update these files as new Terminology is published,
interested in seeing specific content developed, please submit the request through the New Term Requ
electronically consumable formats of this content to be published out of CDISC Library.

Note: 2023-01-24: The SEND codetable mapping file has not been updated since CT Package 43. The|

submission to regulatory autherities. The file will be removed effective May, 2023.
DD Codetable

DS Codetable

CV Codetable

ECG Codetable

GF Codetable

Gl Codetable

IG Codetable

IS Codetable

MK Codetable
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Tools and Resources

The Rules for
Immunogenicity
Testing and Rules for
Microbiology files can
also be accessed from
the:
https://www.cdisc.org/s
tandards/terminoloqgy/c
ontrolled-terminology

> In the Supplemental
Files section.

> Under the Rules
tab.

. Rules for Immunogenicity Testing File

Supplemental Files

MNCI FTP Links Resources Rules

Rules for all codelists

Rules for ADaM

Rules for Genomics

Codetable Mapping Files

Rules for Immunogenicity Specimen Tests

Rules for Lab, Unit and Ml

Rules for Microbiology

Rules for Oncology

Rules for PK
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Today and Future Directions

The CDISC Immunogenicity/Microbiology Subteam goal for 2023 is to:

« Support stakeholder implementation of immunogenicity and
microbiology standards through outreach and
development/publication of resources and new standards.

To achieve this goal, we are working toward deliverables related to:
« Communication of Standards
« Implementation Support
« Standards Development
« Refinementsto IS and MB

cdisc
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In progress for 2023

Communication of Standards
CT Quarterly Webinars
LB, MB & IS Domain Scope Changes for the SDTMIG v3.4 and
Impacton Controlled Terminology Webinar
CDISC EU & US Interchange (April, October, 2023)
Training Courses & Office Hours — New Variables, Examples, High-
level modeling principles for OlI, IS, MB, MS (Q2, 2024)

Implementation Support/Standards Development
IS Knowledge Base Article (Published Aug 2022)
IS & MB Rules Documents (Published Dec 2022)
IS Codetable Mapping File (Published Dec 2022)
IS and MB Example Collection (estimated mid to late 2023)
« Update existing immunogenicity examplesin LB in
published TAUGs — remodeland map to IS
New MB examplesto add to the SDTMIG v4.0




......

How you can be involved!

Becomea CDISC MB/IS subteam volunteer.
 www.cdisc.org/volunteer
* Email Jordan.li@nih.gov to join the team

Contribute FAQs and use-case examples formodeling:

* Use-case should be real-life, de-identified and submissionrelated.
*  We would like to discuss your use-case with you.

 Reachout to Jordan Li, IS/MB subteam lead.

*Send your use-cases to us for
evaluation if there are questions on
how to map that data, or if you identify
gaps in the current structure for MB,
MS, IS and Ol that need addressing.

{)

&THAT\WOULD BE GREAT

neme.org

cdisc
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