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Standard/Therapeutic Area Version Published Date

SDTM for Observational Studies v1.0 28 February 2024

Glossary vig.0 15 December 7023

Rare Diseases Therapeutic Area User Guide 14 December 2023

Basic Data Structure for ADaM popPK Implementation Guide v1.0 & October 2023

ADaM Conformance Rules v5.0 & October 2023

CDASHIG v2.3 28 Septermber 2073

CDASH Model v1.3 28 Septermber 2073

Deliverable Types ~

COVID-19 Therapeutic Area User Guide v2.0 7 September 2023

Dataset-JSON v1.0 23 August 2023 2023 gf;;?:’gsg iheleolData Reference Template (E) validation Error Current
ODM2.0 23 August 2023 2023 gf’;mf’gsg the Use of Data Eiﬁ:"‘a‘m’é Referenced Template BDRG V3.0 Package Current
CT-XML v1.2 {Controlled Terminclogy) 23 August 2023

2023 gtpatgm;;z’gsg the Use of Data giﬁ:ﬂ:(ﬂohr‘i Referenced Template {ADRG e ADRG V1 Packsge zin

TMF Reference Model v3.3.1 15 August 2073

SEND Conformance Rules v5.0 78 June 2023 .

Del bles | PHUSE

SENDIG-DART v1.2 2B June 2023 e Ive ra e S

SENDIG-Genetox v1.0 7B June 3023

Traditional Chinese Medicine - Acupuncture Therapeutic Area User Guide v1.0 & Jume 2023

ADaM Metadata Submission Guidelines v1.0 18 Aprl 2023

Pediatrics User Guide v1.0 27 February 2023

Publications | CDISC
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https://phuse.global/Deliverables/1
https://www.cdisc.org/standards/publications

Agenda

e Selected CDISC/PHUSE Publications since Jan-2023

e NSV Registry
e Controlled Terminology Relationships v1.0 for SDTM v1.4 and SDTMIG v3.2

e Considerations for SDTM Implementation in Observational Studies and Real-World Data
v1.0.pdf (cdisc.org)

e ADaM Metadata Submission Guidelines v1.0

e Basic Data Structure for ADaM popPK Implementation Guide v1.0
e CDASH Model v1.3 /CDASHIG v2.3

e ODM v2.0 / Dataset-JSON v1.0

e (E) Validation Error E2023.pdf (PHUSE)

e Standards Roadmap | CDISC
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https://www.cdisc.org/standards/terminology/non-standard-variables
https://www.cdisc.org/standards/foundational/sdtmig/controlled-terminology-relationships-v1-0-sdtm-v1-4-and-sdtmig-v3-2
https://www.cdisc.org/sites/default/files/2024-02/Considerations%20for%20SDTM%20Implementation%20in%20Observational%20Studies%20and%20Real-World%20Data%20v1.0.pdf
https://www.cdisc.org/standards/foundational/adam/adam-metadata-submission-guidelines-v1-0
https://www.cdisc.org/standards/foundational/adam/basic-data-structure-adam-poppk-implementation-guide-v1-0
https://www.cdisc.org/standards/foundational/cdash/cdash-model-v1-3
https://www.cdisc.org/standards/foundational/cdash/cdashig-v2-3
https://www.cdisc.org/standards/data-exchange/odm-xml/odm-v2-0
https://www.cdisc.org/standards/data-exchange/dataset-json/dataset-json-v1-0
https://phuse.s3.eu-central-1.amazonaws.com/Deliverables/Optimizing+the+Use+of+Data+Standards/(E)_Validation_Error_E2023.pdf
https://www.cdisc.org/standards/roadmap

NSV Registry

e Registry of standard values/fragments for QNAMs in SUPP— datasets
e Approved Non Standard Variables 2023-04-20

e Approved Fragments 2023-04-20

Publication Date of
the Source

Variable Name  [-7] Label

[~ Description

[~ ] Notes

[~] Status of the NSV Review ~ | Source(s)

[~] Status of the Source Documen( ~ | Document

[~] Requester Remarke ~ | Curator Remarks |~ | Role

[~ ] Qualifying Variable(s{ ~ |

The assigned
dictionary code
denoting the first
level grouping from
the ATC
Classification

The ATC Level 1
Code indicates the
anatomical main

https:/fwww.whocc.n
olatc/structure_and_ Mon-Standard

ATCA1CD ATC Level 1 Code  System. group. Approved CDASHIG vX.Y Published principles/ Variable Qualifier ~ ATCAH
The assigned
dictionary code
denoting the first
level grouping from  The ATC Level 1
the ATC Code indicates the https:/fwww whocc.n
Classification anatomical main ol/atc/structure_and_ Mon-Standard
ATC1CD ATC Level 1 Code  System. group. Approved CDASHIG v2.2 Published principles/ Variable Qualifisr  ATC1
The first level of
grouping from the
Anatomical
Therapeutic This has codes for
Chemical (ATC) Indicates the ATC1-5 and then
Classification anatomical main ATCnCD werenis  Making a new NSV Non-Standard
ATC1 ATC Level 1 Mame System group. Approved CDASHIG vX.Y Published 1-5. for each ATC coede. Variable Qualifisr  TRT
The first level of
grouping from the
Anatomical
Therapeutic This has codes for
Chemical (ATC) Indicates the ATC1-5 and then
Classification anatomical main ATCnCD werenis  Making a new NSV Non-Standard
ATC1 ATC Level 1 Mame  System group. Approved CDASHIG v2.2 Published 1-5. for each ATC code.  Variable Qualifisr  TRT
. J———
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https://www.cdisc.org/sites/default/files/2023-04/Approved-Non-Standard-Variables_2023-04-20.xls
https://www.cdisc.org/sites/default/files/2023-04/Approved-Fragments_2023-04-20.xls

Controlled Terminology Relationships

I What is it?

e Big Excel File with relationships between

e published Controlled Terminology codelists (mainly SDTM CT 2021-03-26)/ terminology
subsets and those CDISC variables, Tests, Parameters, and NSVs that are published in
SDTM v1.4, SDTMIG v3.2, Therapeutic Area User Guides, and regulatory documents

* Improve process automation to create Trial Design datasets for submissions

e Single source input to data validation software for terminology requirements
e Enable data to comply to Controlled Terminology requirements upfront
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CT Relationships — “How to read” Examples

One variable, one codelist scenario

Domain Variable |CDISC CT Codelist |CDISC CT Codelist C-Code CDISC CT Codelist Long
Short Name Name
AE AEACN ACH CBETET Action Taken with Study
Treatment

For the AEACN variable in domain AE, use the Action Taken with Study Treatment (ACN) codelist, c-code
CRE767. No further code term restrictions apply

Codelist subset
Domain Variable |CDISC CT Codelist |CDISC CT Codelist C-Code CDISC CT Allowed C-Code for Allowed Subset of Value(s) from CDISC
Short Name Codelist Subset of |CT
Long Name |Value(s)
from CDISC
CT
AE AECONTRT NY Cee742 No Yes M; Y C49487,; C49488
Response
For the AECONTRT variable in domain AE, use the No Yes Response (NY) codelist, c-code C66742. Only the values of N (C49487) and ¥ (C49488) are permissible.

Conditional codelist
Domain Variable |Condition 1 C-Code for Value in Condition 1 |CDISC CT CDISC CT  |CDISC CT Codelist Long Name
Codelist Codelist C-
Short Code
Name
SUPPAE OvAL QOMAM EQ MY Cea742 Mo Yes Response
"SETRTEM"
For the OVAL variable in domain SUPPAE, where OMNAM is equal to "AETRTEM", use the No Yes Response (NY) codelist, c-code CRE742. No further code term
restrictions apply. The value AETRTEM does not have a c-code.

» More Examples in “Read Me” sheet of
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https://www.cdisc.org/system/files/members/standard/foundational/CT_Relationships_v1.xlsx

SDTM for Observational Studies v1.0

CONTENTS

INTRODUCTION
PURPOSE...
1.2 USE CASES/STUDY TYPES..

L

B

2 TYPES OF COMMONLY ENCOUNTERED ISSUES..... “ “ -
2.1  USING THE ADVERSE EVENTS AND CLINICAL EVENTS DOMAINS .....couuvesuaessaeesseesssesssassssssssssseeseesssssesssessssnas
2.2 USING THE EXPOSURE AND CONCOMITANT MEDICATIONS DOMAINS ........covumueesaesssnesnssessseeessesessssssssssssssnssseans
2.3 REPRESENTING COHORTS WITH PLANNED AND ACTUAL ARM VARIABLES -.....cccuuevrmaneunasressseesssesessssssssesssasesseans
2.4 HANDLING REFERENCE DATES AND STUDY DAYS .ouuivuuueressserssscessseemsseesssssa essssssseessssssessssosssses s ssssessssssnsens
2.5 TRIAL SUMMARY ISSUES t....veuueeusoeeessesssseessseessees s easeesssee st et ot e2 8140224058125 2 588222t

$
G o

3 CONFORMANCE RULES AND VALIDATION CHECKS......... . e 8
3.1 CONFORMANCE RULES - DATASET LEVEL .. .

32 CONFORMANCE RULES - VARIABLE LEVEL vr.eosooeesesesososesseseseesssesesoess ettt esesssen 8
DEMOGRAPHICS AND STUDY DESIGN EXAMPLES “ - . 10
DEMOGRAPHICS EXAMPLES .........ooce.... e seennseessesessssnsesns 10

III(

APPENDICES .- - .- . 15
APPENDIX A: PROJECT TEAM .. e USSP SPSPPRSPTRRSPRTSPUR s
APPENDIX B: GLOSSARY AND ABBREVIATIONS USSP SRUSRTSTURRTSSRPRRRR £
APPENDIX C: REFERENCES... TS
\ APPENDIX D: REPRESENTAT]ONS AND WARRANT]ES LIM[TAT]ONS OF L[;’IB]LIT‘{r AND DISCLAIMERS ceereeeneeen 18

\ Con5|derat|ons for SDTM Implementation in Observational Studies and Real-World Data v1. O pdf
main

{ analytics


https://www.cdisc.org/sites/default/files/2024-02/Considerations%20for%20SDTM%20Implementation%20in%20Observational%20Studies%20and%20Real-World%20Data%20v1.0.pdf

ADaM MSG v1.0

e Readme D
e ADaM-MSG_v1.0.pdf
e ADaM example submission package(Define-XML v2.1, ADaMIG v1.1)

ADaM-MSG-V1.0 » ADaM MSG Example With Define » Example *» m3 » datasets » cdiscpilotdl » analysis » adarm @ datasets

Mame
CDISE Anaysi Data Modet Metat Submission Guideins:Hursan Cinict Trits (ersion 1.0 Finai)
CONTENTS adrg.pdf
1 B 3 complex-algorithms-example.pdf
12 ORGANIZATION OF THIS DOCUMENT 4

B definexml_default.html
n definexml_prefixes.html

a adadas.xpt

2 DEFINE-XML DOCUMENT.
21 AwavLvsis REsuLTs METADATA (ARM)

&

3 ANALYSISDATAREVIEWER'S GUIDE 7
3.1 CONFORMANCE, VALIDATION, AND TooL 7
[

]

9

4 SUBMISSION DATASET:
41 ADSL - SuBECT-LEVEL ANALYSIS DATASET
42 ALL OTHER ANALYSIS DATASET:

421 ADAE - Adverse Events Analysis Data 9 a d t
422 ADLBC- Analysis Dataset Lab Blood Chemistry 10
423 ADLBH - Analysis Dataset Lab . 10 3 EE.KF'
424 ADIBHY - Analysis Dataset Lab Hy's Law 10
425 ADADAS-ADAS Cog Amlysis 10 .
416 ADCIEC- CIBIC* Amlysis 10 a adml::lc.xpt
427 ADNPDX-NPLX ltem Analysis Data 10
428 ADVS-Vital Signs Analysis Dataset 1
429 ADTTE - AE Time To st Derm Event Analysis 11 Ed”:'.lc XFlt
4210 ADIBCPV - Analysis Dataset Lab Blood Chemistry (Previous Visit).—.....ro..roorovooroon e A1 .
4211 ADLBEPV - Analysis Dataset Lab 2y (Brevious Visit) 11
5 SUPPLEMENTAL DOCUMENTS 12 a adlbc X Flt
6 PROGRAMS. 13
6.1 ADAM DATASET CREATION PROGRAM: 1 Edlbh,:{pt

6.2 TFL CREATION PROGRAM: 1

L e ; £ adibhpvaxpt
APPENDIX B REFERENCE! - - - 15
APPENDIX C: REPRESENTATIONS AND WARRANTIES, LIMITATIONS OF LIABILITY, AND DISCLATMERS ... 16 a a d | b h}".x F't

a adnpix.xpt
a adslxpt
ﬂ adttexpt

a adwvs.xpt

= defi mil
S S 5o e S e T A e e 2 = Ine.x
— 04-18 =l
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ADaM popPK (ADPPK) IG v1.0

» Population Pharmacokinetics - ADaM Implementation

Table 3.1. Data Structure

Data Data Structure Description | Class of Dataset | SubClass of Dataget CDISC Motes

Structure

Name

ADPPK Basic Data Structures BASIC DATA POPULATION Dataset designed to support PPE. Sourced
Population Phamacokinetic | STRUCTURE PHARMACOKINETIC from SDTM (e.g., PC, DM, EX, LB) and ADaM
Analysis ANALYSIS (e.g., ADSL and ADEX dataseis).

e contains multiple stacked analysis variables, multiple time indices, numerous cofactors
e supports exclusion of specific records to facilitate model-based sensitivity analyses
e data from single studies or a pool of studies
* template for input into a software package for PopPK (e.g., NONMEM)
» creation of the input file for a specific software may require some adaptations

* some variable names are based on names required by NONMEM and other PopPK software
(e.g., DV, EVID, MDV)

Source for some TLFs included in the population PK report
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ADaM popPK (ADPPK) IG v1.0 (cont.)

CDISC Basic Data Structure for ADaM PopPK Implementation Guide (Version 1.0 Final)

CONTENTS

1  POINTS TO CONSIDER IN THIS DOCTUMENT ..o s smssas ssssnasasas

31 DATASETMETADATA . e
311 Diefine xml Example Dataset Metadata ...

3.2 PoPULATION PHARMACOKINETICS ANALYSIS WVARIABIES ...

3.3 PoPULATION PHARMACOEINETICS ANALYSIS WARTABIES - COVARIATES ..o e

3.4 Sraxparp FLaGS AND RECORD IDENTIFIERS IN POPULATION PR DATASET. oo 1

-
4 STANDARD VARIATIONS OF SOME TYPICAL COVARIATES AND THEIR A
BASELINE VALUES v K

5 HANDLING MISSING VALUES ... s s ssnssssssssssssssssssssssssssssssassesssses 19
6 EXAMPLE: ONE SUBJECT, SINGLE DOSE ... ssnes 18

7 EXAMPLE: ONE SUBJECT, MULTIPLE DOSES.....cccooimmnnimimssssssssssssssssnenss 31

8§ MULTIPLE SUBJECTS, MULTIPLE STUDIES ... ssssssesssemcmssmnnenes 4

APPENDIX A: ADAM POPULATION PHARMACOKINETIC STANDARDS DEVELOPMENT TEAM....

ADPPENDIN B: GLOSSARY AND ABBREVIATIONS .o oocee o cececeeseemns s sseecesess e esses s e secesessaecssssemens s
ADPENDIN € REFERENTES ..ot eemees e ee i s emects et o 2o et me e
\ AppENDIX D REPRESENTATIONS AND WARRANTIES, LIMITATIONS OF LIABILITY, AND DISCLADMERS
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CDASH v1.3 / CDASHIG v2.3

CDASH

Model v1.3
(28-Sept-2023)

Model aligns with SDTM v2.0
|G aligns with SDTMIG v3.3 and SDTMIG v3.4

Appendix C: Revision History - Changes from Previous
Version of CDASHIG and CDASH Model

The most significant changes are listed below:

+ Inclusion of additional SDTMIG v3.3 domains (1Le., CV, MK, NV, UR)

e Inclusion of SDTMIG v3.4 domains (1.c., GF, CP)
¢  Adding SA domain and variables from the SAE Supplement v2.0

¢ Changes to CDASHIG and CDASH Model vaniable labels, where needed, to more closely align with
SDTMIG and SDTM wvanable labels
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¢ Updated HO date/time prompts to include HOTERM as an optional element
¢ Included "regulations" in defimtion and CRF Completion Guidelines for AESER

¢  Administrative updates that may include metadata consistency to standardize variable defimtions across
domains




ODM v2.0

“The Operational Data Model (ODM) is a vendor-neutral, platform-independent data
exchange format, intended primarily for interchange and archival of clinical study data.”

Includes clinical data, associated metadata, administrative data, reference data, audit
information

ODM v2.0 breaks backward compatibility
ODM v2.0 can be serialized as XML, JSON, or other formats

Changes from Previous Versions (hon-normative) - PUBLIC - Wiki (cdisc.org)
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https://wiki.cdisc.org/pages/viewpage.action?pageId=159332369

Dataset-JSON v1.0

CDER and CBER, in collaboration with CDISC and PhUSE, has conducted preliminary
testing of CDISC’s Dataset JSON message exchange standard. Initial results indicate
potential use as a replacement for XPT v5. As such, CBER and CDER will conduct further
Dataset-JSON testing to evaluate Dataset JSON'’s capability to support the submission of regulatory

study data. Results will be communicated, and we will engage stakeholders for input as

Home / Dataset-ISON

we progress through this evaluation.

Pilot Specification
Study Data Standards Resources | FDA

CDISC and PHUSE are delighted to announce a new pilot project aimed at supporting the adoption of Dataset-1SON as an alternative transport format for regulatory

submissions. This pilot builds upon the considerable amount of work done over the years to replace XPT as the default file format for clinical and device data submissions to

requlatory authorities.

The pilot will be split into short-term goals of the acceptance of Dataset-JSON as a transport format option (in addition to existing XPT format), as well as the development

of the future strategy relating to the adoption of advanced Dataset-JSON. An initial report is planned for Q1 2024,

Milestone 1: Short-Term

* Pilot submissions using the JSON format with existing XPT ingress/egress to carry the same data
* Same content, different suitcase, no disruption to business process on either side
* In parallel, evaluate with the FDA how their toolset can support JSON format and identify a tool upgrade readmap

Milestone 2: Development of Future Strategy

* Evaluate how current and future industry standards can benefit without XPT limitations (e.g., Variable names = 8, labels > 40, data = 200)
* Evaluate combining metadata with data (e.g., Define-XML / Define-JSON based)

* Enhanced conformance rules

* Collaborate with the FDA to develop plans to retool their environment to natively consume JSON

https://www.cdisc.org/dataset-json

\ Dataset-JSON as Alternative Transport Format for Regulatory Submissions - WORKING GROUPS - PHUSE Advance Hub
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https://www.cdisc.org/dataset-json
https://advance.phuse.global/display/WEL/Dataset-JSON+as+Alternative+Transport+Format+for+Regulatory+Submissions
https://www.fda.gov/industry/fda-data-standards-advisory-board/study-data-standards-resources

Template for Issue Explanations
to be included in SDRG/ADRG

README

Here is the description of this file. Read this sheet first.
There are 3 sheets: SDTM Rules, ADaM Rules and Define-XML Rules.
Each sheet has 2 columns: Example Sentences and NOTES.

| Example Sentences = NOTES | =
1.When a code other than the codelist of SDTM CT is used Reject/Error varies depending on the variable
The following variables are variables for which the extension code If it is an error, it may be avoided by explanation,
cannot be used, but were set to XXXX "for the reason of XXXX. The  |butif it is a rejection, it must be corrected. .
corresponding code is still used in the CSR (reason/background See page 31 for the link below. P H U S E Del lvera b I e
clarification). <https:/imwww. pinnacle21.com/sites/default/files/blog/

2019/12/pmda-new-validation-rules-jp.pdf>

| APPROVED 10 CONTINE Related to White Paper

+ ACKNOWLEDGED, NO ACTION TAKEN. SUBJECT PARTICIPATION|If a list of non-extensible codes used in SDRG

~PARTICIPATION TERMIATED tohe rokvantpart e o€t “Bagt Practices for the Submission of Data in Japan”
s (WP-071.pdf)

2SR IEIPAICDID petn e, Do I PN D s s

Example Sentences : This is a template for error descriptions to be included in SDRG/ADRG. You can refer this Example Sentences when you Initia”y developed in EXCEL

describe the explanation. Blue letters are the parts that need to be corrected according to the actual situation.

NOTES: Precautions, tips, etc. (as a reference when you describe the error). CO nverte d to P D F fo r p u b | | S h | n g

Prerequisites — please read before using this file:
1. Please review errors carefully. You are responsible for deciding whether to eliminate an error. The
purpose of this file is to provide guidance on how to document an error description when you decide
to explain the error. The file does not guarantee errors can be left uncorrected.

2. You are responsible for all contents in the explanation. For example, when you write “there is no (E) Valldatlon Error E2023pdf (phuse53eu—central—lamazonawscom)
impact on the analysis”, you need to confirm that there is no impact on the analysis in advance.
Electronic Data Submission in Japan - WORKING GROUPS - PHUSE Advance Hub
R - ——
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https://phuse.s3.eu-central-1.amazonaws.com/Deliverables/Optimizing+the+Use+of+Data+Standards/WP-071.pdf
https://phuse.s3.eu-central-1.amazonaws.com/Deliverables/Optimizing+the+Use+of+Data+Standards/(E)_Validation_Error_E2023.pdf
https://advance.phuse.global/display/WEL/Electronic+Data+Submission+in+Japan

Outlook: CDISC Roadmap

Foundational Standards Roadmap as of Q4 2023

2023 2024 2025
Q3 Q4 Qi Q2 Q3 Q4 Q1 Q2 Q3
! IR begins ”R begins !
Release
SEND Csprvaz I Rekese
IRbegins PR begins
N
CDASHIG v2.3 Release
CDASH Model v1.3 Release
CDASH
CDASHIG v3.0
CDASH Model v2.0 F
I IR begins | PR begins ,
SDTMIG and = SDTMIG vd.0 1 [ M Release
Medical ST H H i N
Devices | IR begins ~ [ PR begins ~ i Release :
Medical Devices IG v2.0 ! IR begins | PR begins ! Relea
~ PR begins F
Release
TIG Release
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SEND CDASH SDTMIG

Proposed

Document Scope/Change

SDTMIG SUPP to NSV

v4.0

SDTMIG QRS Instrument

w40 Reference (QX)
domain

SDTMIG Multiple Subject

v4.0 Instances - DC

domain

Medical Devices IG ADaM QRS

Proposed Scope/Change Description

Prior to SDTMIG v4.0, SUPP datasets need to be transposed
before appending to the parent dataset. The proposed structure
of the new NSV datasets is already horizontal which will make it
much easier for reviewers to join the data back to the parent.
NSVs can have defined variable level metadata in addition to

value level metadata

Allow sponsors to pravide information about a QRS instrument
in a structured format. Currently, this metadata is stored in
SUPPQUAL at the subject-level and is the same for every
subject. This can result in large file sizes for trial level
information. The QX domain will be able to manage instrument-
level metadata such as upper and lower ranges for Visual Analeg
Scales [VAS).

Handling of data in studies where subjects can re-screen or
participate in the same study more than once has beena
longstanding issue. Guidance for how to handle the datais
provided in the FDA sdTCG and the standards being developed
will expand on the minimal guidance currently provided. There

are also use cases that can be applied for SEND.

Impacts

Sponsors and the industry at large will
need to update their tools and
conformance rules to handle the
creation of NSV datasets rather than
SUPPQUAL. Review and validation
tools will need to be updated as well.
The post-processing steps would be
simplified, and it would make the

merge easier.

New Domain

New Domain

Benefits

Easier for reviewers to join the data back
to the parent NSV variable-level metadata
- For example, data type or length vs only
having "text' for SUPP.QVAL, you can have
numeric values and additional qualifiers. It
aligns visually with the TAUG
representations. Many sponsors already
store their SDTM datasets in a structure
that appends the NSVs to the parent

domains.

Provide a solution for storing QRS
instrument metadata at the instrument
level rather than the subject-level fora

trial.

Sponsors will have a standardized
approach for submitting data for multiple
subject instances that will facilitate review.
SUBJID will be available in most domains
where needed. Companies right now are
handling it in an inconsistent manner - so
everyone would need to adjust and handle
it in a standardized manner using the new
DC domain.

Standards Roadmap | CDISC
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https://www.cdisc.org/standards/roadmap

Thank You!

Contact Details
Monika Kawohl
Principal Statistical Programmer

E-mail monika.kawohl@mainanalytics.de
Internet www.mainanalytics.de
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