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What’s New

What's New

News and Media

CDISC Welcomes Back Dr. Nicole Harmon as Chief
Operating Officer

ICH and CDISC Collaborate to Support the
Maintenance and Governance Process for ICH M11

Controlled Terminology

Linking Collaborative Committee Clinical For
Informatization In Diabetes Mellitus (CCCIDM) Self-
managed Item Sets (SMIS) To The CDISC Study Data
Tabulation Model (SDTM) V3.4

End-to-end innovation in a regulated environment:
applying spectral flow cytometry to clinical sample

testing

maore

Public Reviews

There are no current Public Reviews.

M

Standards Updates

Foundational

Glossary v19.0

Tobacco Implementation Guide v1.0
SDTM v2.1
Analysis Results Standard v1.0

Therapeutic Areas

Rare Diseases Therapeutic Area User Guide
COVID-19 Therapeutic Area User Guide v2.0

Traditional Chinese Medicine - Acupuncture

Therapeutic Area User Guide v1.0

Pediatrics User Guide v1.0

Confidential | {R253044




@O ArRBERANE) M112H44

Asymchem Clinical (Clin-nov)

ICH CLINICAL ELECTRONIC STRUCTURED HARMONISED PROTOCOL (CeSHarP)
ICH M11 is a new harmonised guideline on the clinical protocol that specifies comprehensive organization with standardized

content (including both required and optional components). " ICH

. harmonisation for better health
, harmonisation for better health

INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

, harmenisation for better health INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED GUIDELINE

ICH HARMONISED GUIDELINE
ICH HARMONISED GUIDELINE
CLINICAL ELECTRONIC STRUCTURED HARMONISED
ProTOCOL
CLINICAL ELECTRONIC STRUCTURED HARMONISED
(CESHARP)

CLINICAL ELECTRONIC STRUCTURED HARMONISED
PROTOCOL

(CESHARP)

Mi1

Draft version
Endorsed on 27 September 2022

Currently under public consultation

PROTOCOL
(CESHARP)

m

Draft version
Endorsed on 27 September 2022

Currently under public consultation

[ MI11 TECHNICAL SPECIFICATION ]

Draft version
Endorsed on 27 September 2022

Currently under public consultation

At Step 2 of the ICH Process, a consensus draft fext or guideline, agreed by the appropriate

At Step 2 of the ICH Process, a consensus draft text or guideline, agreed by the appropriate ICH

Expert Working Group, is fransmitted by the ICH Assembly to the regulatory autherities of the ICH Expert Working Group, is transmitted by the ICH Assembly to the reguiatory authorities

ICH regions for internal and external consultation, according to national or vegional procedures. of the ICH regions for internal and external consuitation, accerding fo national or regional
procedures.

At Step 2 of the ICH Process, a consensus draft text or guideline, agreed by the appropriate ICH
Expert Working Group, is transmitted by the ICH Assembly to the regulatory authorities of the ICH
regions for mtenal and external consultation, aceording to national or regional procedures.

https://www.ich.org/page/multidisciplinary-guidelines.

-5-
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M 1 1 S i m p Ie Exa m p I e rm oo — | Technical Specification

Data Type Pick list
i ; Topic, Value or
! Tenplate Specification u P de D
Protocal Full Title: [Protocal Full by D::' Ef
The protocol should have a descriptive title that identifies the inition
seientific aspects of the trial sufficiently to ensure it i User Guidance For trials combining investigational drugs or vaccines with devices,
immediately evident what the trial is investigating and on N R
whom, and to allow retrieval from literature of internat classify according to the phase of drug development.
cearches Conformance Required
Sponsor [Sponsor Confidentiality Statement] Cardinality
Confidentiality ert . ) = . .
Statement: Insert the Sponsor's confidentiality statement, if applicable, Relationshlp content Title Page

otherwise delete,
from ToC

representing the
protocol hierarchy

Protocol Number? [Frotocol Number]

& unique alphanumeric identifier for the trial, designated by the
Sponsor, is a standard part of trial data, and should be included

for mast trials Relationship
Verdon [Version] (reference to high
an optional field for use by the Spensor at their discretion. level conceptual
Amecndment Number:  [Amendment Number] model)
- ; - Value Early Phase 1
Trial Phase: Trial Phase] [Description of Trial Phase Other Phase 1
ria ase: [Trial Phase] [Description of Trial Phase er] Phase 1/Phase 2
Acceptable entries are; “Early Phase 1”, “Phase 1”, “Phase Phase 2
1/Phase 2", “Phase 2", “Phase 2/Phase 3", “Phase 3", “Phase 4”, Phase 2/Phase 3
- - T Phase 3
= Phase 4
- A Other
Business rules Value Allowed: yes

Relationship: n/a
Concept: Protocol short title

Duplicate field in
other sections

Irial Phase:

Presented by Peter Van Reusel (Chief Standards Officer, CDISC), CDISC China Interchange 2024
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CO nt ro I Ied Te rm S Term (Variable) T T | Technical Specification

Data Type Pick list
| Tenplate Spedification L" pis. Value or D
Pratocal Full Title: TProtocol Fall beeey eader
The protocol uld have a descriptive title that identifies the Definition

seientific aspects of the trial 1y 10 ensu
immediately evident what the trial is investigati
whom, and to allow retrieval from literature or internet

User Guidance

For trials combining investigational drugs or vaccines with devices,
classify according to the phase of drug development.

An optional field for use by the Sponsor at their discretion.

Amcndment Number:

[Amendment Number]

level conceptual
model)

searches. Conformance Required
Sponsor [Sponsor Confidentiality Statement] Cardinality
Confidentiality — ’ s .
Statoment: ::T;;:Z?;:::r 's confidentiality statement, if applicable, Relationshlp content Title Page
Protocol Number: [Frotocol Number] from ToC_
. . oot | desianated by th representing the
unique alphanumeric identifier for the trial, designated by the -
Sponsor, is a standard part of trial data, and shauld be included protu_col hl.erarchy c Dl Sc CT
for most trials Relationship
Verdon: [Versian] (reference to high

Trial Phase Response

. : Value Early Phase 1 (C65737)
- " = : = z Phase 1

Trial Phase: [Trial Phase] [Description of Trial Phase Other] Phase 1/Phase 2 NOT APPLICABLE

Acceptable entries are: “Early Phase 1”7, “Phase 1”7, “Phase Phase 2 PHASE 0 TRIAL

1/Phase 2”, “Phase 2", “Phase 2/Phase 3", “Phase 3”, “Phase 4”, E:ase ;/Phase 3 PHASE | TRIAL

ase

Phase 4 PHASE V1l TRIAL

ECRE Other PHASE Il TRIAL

Business rules

Value Allowed: yes
Relationship: n/a
Concept: Protocol short title

Duplicate field in
other sections

Irial Phase:

[Trial Phase] [Description of Trial Phase Other]

1/Phase 2", "Phase 2", “Phase 2/Pha

PHASE II/IIl TRIAL
PHASE IIA TRIAL
PHASE IIB TRIAL
PHASE Il TRIAL
PHASE IlIA TRIAL
PHASE IlIB TRIAL
PHASE IV TRIAL
PHASE V TRIAL

Presented by Peter Van Reusel (Chief Standards Officer, CDISC), CDISC China Interchange 2024
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M11 Work Plan

1.c. Future anticipated key milestones

Expected future
completion date

Oct. 2024

Dec 2024

Mar. 2025
Jun 2025
Sep 2025
Oct. 2025
Nov. 2025

Milestone

e Regional Party Review of the Updated Guideline, Template, and
Technical Specification

e C(linical Data Interchange Standards Consortium (CDISC) Public Review
of the M11 terms, definitions, and valid values

e Adjudication of review comments
e Updated Guideline, Template and Technical Specification

Regional Public Consultation Period on Technical Specification
Adjudication of Public Comments on the Technical Specification
Updated Guideline, Template and Technical Specification

Step 3 Sign-off Guideline, Template and Technical Specification

Step 4 adoption of Guideline, Template and Technical Specification

Nov. 2025

Final versioned training materials

Feb 2026

May 2026

Step 2 (Testing) of the ICH Technical Implementation Guide for Fast
Healthcare Interoperability Resources (FHIR)

Step 4 adoption of ICH Technical Implementation Guide for FHIR
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CDISC Glossary v19.0 contains 52 new terms, 76 changes to existing content, and many new, or changes
to, existing “clusters” of related terms that, when their definitions are read together, help sharpen the
semantic distinctions and optimize effective communication.

Glossary v19.0 can also be found in Excel, text, odm.xml, pdf, html, and OWL/RDF formats, along with
CDISC Terminology Changes files on the NCI-EVS website with file date 2024-09-27.

Codelist

Code cgi‘;’f" Extensible |  Codelist Name CDISC Submission Value CDISC Synonym(s) CDISC Definition NCI Preferred Term
- ~ | (Yes/Nc¢ ~ - X - - -
CT42407 |C674¢ . ) .
%% cdisc.org/standards/terminology/controlled-terminology Bg ¢

C142408 |C674¢

cros40 |cé74¢  Supplemental Files

NCI FTP Links Resources Rules Codetable Mapping Files Unit-UCUM Mapping File LOINC to LB Mapping Files Paired Codelists

C49068 |CG74S SEND Tumor Combinations

CDISC Controlled Terminology is maintained and distributed as part of the NCI Thesaurus on an NCI File Transfer Protocol (FTP) site and is available for direct download in

Excel, text, odm.xml, pdf, html and OWL/RDF formats from the CDISC Centrolled Terminology resources page on the National Cancer Institute website.

C15228 |C67AS ADaM MRCT
i CDASH and SDTM Protocol
28233 |CO74¢
i DDF SEND
CAGU50 | CATAS

Define-XML TMF
C142742 |CB74C Glossary

-O- Confidential | {25321t



O ARBIBA(ENE) Tobacco Implementation Guide v1.0

Release Date: 10 June 2024

Developed in partnership with the U.S. Food and Drug Administration Center for Tobacco Products (FDA CTP), the Tobacco

Implementation Guide (TIG) v1.0 is a Foundational Standard that serves as a comprehensive resource for the collection,

tabulation, analysis, and exchange of tobacco product data for submissions to FDA CTP. The TIG v1.0 implements

the CDASH Model v1.2, SDTM v2.1 and ADaM v2.1, with references to standards such as the Define-XML v2.1, to

standardize data for submission and facilitate tobacco product research, scientific review, and harm reduction. The TIG v1.0

focuses on implementation for use cases inherent to tobacco product data composed of concepts identified by one or more

stakeholders as important in the context of tobacco product research.

Use cases addressed in the TIG v1.0 include:

® Product Description, which refers to concepts used to characterize tobacco products.

® Nonclinical, which refers to concepts used to identify potential risks and effects on biological processes for tobacco
products via in vitro and in vivo nonclinical studies.

® Product Impact on Individual Health, which refers to concepts used to assess the impact of tobacco products on
individuals.

® Product Impact on Population Health, which refers to concepts used to assess the impact of tobacco products on
populations of individuals.

The TIG Conformance Rules Version 1.0 supports consistent implementation of TIG v1.0 standards.

Confidential | {R253044


https://www.fda.gov/about-fda/fda-organization/center-tobacco-products
https://www.cdisc.org/standards/foundational/cdash/cdash-model-v1-2
https://www.cdisc.org/standards/foundational/sdtm/sdtm-v2-1
https://www.cdisc.org/standards/foundational/adam/adam-v2-1
https://www.cdisc.org/standards/data-exchange/define-xml/define-xml-v2-1

e Wi =t e ~ wpn =
O RBIBE (ENE) SDTM v2.1
Published Date: 10 June 2024

7 Changes from SDTM v2.0 to SDTM v2.1

The following new section was added:

e Section 6.8, Related References Dataset

New variables have been added to the following sections:
e Section 3.1.3 The Findings Observation Class
o --CELLEV, Number of Cells Evaluated
e Section 3.1.4, Identifiers for All Classes
o SPTOBID. Applicant-defined Tobacco Product Identifier
o IGDCMPID, Ingredient or Component Identifier
o STOCONID, Applicant-defined Storage Conditions ID

Many variable labels, notes, definitions, or examples were modified. In most cases. these modifications were to use
the phrase "treatment or product” for the case when produet use is not considered a treatment. In some cases a
definition was added where there was none before. The type and location of revisions made are described in the
following tables.

VARIAEBLES
Meodifications made to existing Variable
Variable Section Label |MNotes | Definition Examples
-TRT Section 3.1.1, The Interventions Observation Class X X X
-RSDISC Section 3.1.1, The Interventions Observation Class X X
-DOSFEM Section 3.1.1, The Interventions Observation Class X

-11- Confidential | {25321t
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v Analysis Results Model

Published Date: 19 April 2024

* ReportingEvent
The goal for the future state of analysis results is that they are machine-readable v common components

highly reusable. The aim in creating the ARS was to provide a logical model that -~ """

= AnalysisOutputCategorization

analysis results and associated metadata to support > ReferenceDocument

> TerminologyExtension

® automated generation of machine-readable results data; _ ,
= AnalysisOutputProgrammingCode

® improved navigation and reusability of analysis and results data; > WhereClause

® storage, access, processing, and reproducibility of results data; and ’ }fnil:::;f:mponems
® traceability to the study protocol, statistical analysis plan (SAP), and to the inj * AnalysisSet

= DataSubset
The ARS Model has several possible implementations, including leveraging anal

= GroupingFactor

aid in automation as well as representing analysis results as data in a dataset str > AndysisMethod

> OperationResult

ARS technical specification could be used to support automation, traceability, anc . ... components

displays. An analysis results dataset could support reuse and reproducibility of re ~ * lobalbisplaysection
> Qutput

-12- Confidential | {25321t
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(@l T Analysis Results Standard v1.0

Relationship to Other CDISC Standards

A Bess LeRoyBlIiE, =22 Lorraine Sobsonf&2XF FUA 18, 2024

The ARS Model is currently not considered to be a replacement for the ARM.for Define-XML standard (available at
https://www.cdisc.org/standards/foundational/define-xml/). The ARM for Define-XML meets a regulatory need and has not
been modified. However, components have been added to the ARS Model to facilitate the creation of ARM for Define-XML,
including the reason and purpose of each analysis and documentation references for both analyses and outputs. The ARM
for Define-XML was developed for the purpose of submitting to regulatory agencies to provide traceability for a given
analysis result to the specific ADaM data used as input to generating the analysis result. The ARM for Define-XML is often
created retrospectively and only for key analyses. In contrast, the ARS Model is intended to leverage analysis results
prospectively to enable automation, reusability, and traceability.

The creation and use of the ARS Model is based on the assumption that input analysis datasets will be "analysis-ready," as
defined in ADaM v2.1 Section 3.1, Fundamental Principles (https://www.cdisc.org/standards/foundational/adam/). This
means that ARS metadata components are designed only to define and describe the minimal additional processing needed
to produce results from analysis-ready analysis datasets; they are not intended to describe more complex data
manipulations (e.g., transformations, transpositions).

-13- Confidential | {25321t
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Example of Potential Future Workflow for ARS

-14-

Protocol

Analysis Plan

— Input Into —

Display Mock-ups

Technical Notes

SDTM and ADaM
Specifications

\/\

—— Input Into ——

Datamapping
Scripts

— Produce =——

ARS Specification

Input Into

\/\

———
b
\._______/
‘-.__‘_'___/
SDTM/ADaM
Datasets

Input Into

Analysis

Program

— Produce

\/\

Meta Analysis

.

Produce

I

Analysis Results
Dataset

Produce

Publications

Produce

Produce

Clinical Study
Report
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Analysus Results Current State

Table 3.1.1: Al
[How [STUDVID| | ASTDTM |
XYZ | 000001 |HYPO!|Hypogheemia| Y - [07Sepl0122229:00

XYL 000001 |HYPO 2 | Hypoglycemia N 10Sep2012 09:12:00

XYZ | 000001 |HYPOS Hypoglycemia| N |10Scp201223:05:00

X¥z' | bodod |FYPG4|Hypoglycemia| T NT T [17SepZ0i2 15:34:00

XYZ | 000001 |HYPOS Hypoglyoemia| N 18Sep2012 11:39:00
XYZ | 000002 [HYPO|Hypoghyeemia| N 220612012 13:26:00
XYZ 000002 HY.I‘OZ‘ Hypoglycemia N 25002012 13:59:00

XYZ 000002 |HYPO 3 | Hypoglycemia N 17Nov2012 05:01:00

- ARM for Define-XML

.
L]
I R R A PP
X X Table 4.2.2: HbAlc Longitudinal R d Measures Analysis Results Metadata
3 : Mewadata Freld T
‘e . DISPLAY IDENTIFIER © Table 4.2 1/Fagure 4.2.1
: DISPLAY NAME * Mean Change from Baseline in HbAlc (Percent) Longitudinal Repeated Measures Analysis, 24-Week Short:term Double-blind Treatment
. 4 . . . Peniod, Intention-to-treat Population
e RESULT IDENTIFIER - Treamnent difference results (LSMean, confidence aterval, p-value)
PARAM - HbAlc(%)
PARAMCD © HBAIC
- ~ 'ANALYS$IS VARIABLE © " CHG (Change from hsdm) :
ANALYSIS REASON SPECTFIED IN SAP
ANALYSIS PURPOSE PRIMARY OUTCOME MEASURE ARM v1
ANALYSIS DATASET - ADHBAIC : : -

cdisc
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N ERRIBM(ENE) Analysis Results Future State

HYPO || Hypoglysemia ¥ 78ep2012 22:29:00 Table 4.2 1/Figure 4.2.1

z z . . DISPLAY NAME Mean Chanje from Baseline in HbA le (Percent) Longimudinal Repeated Measures Anal

1| XYZ | 000001 |HYPO 2 N | 1052012 09:12:00 : X X Period, Intention-to-treat Population
RESULT IDENTIFIER Treatment diffe resull SMean, fidence interval, p-val

3 XYZ | 000001 |HYPO 3| Hypoglycemia N | 1052012 23:05:00 : PARAM ) Hr‘::lc (.,L;i‘ ezence results (L °°" e prvaluc)
[P e 1 THYPO 4| Hypoglyoimia| N © | 11Sep2012 15:24:00 . . .| .PARAMCD. . . . .. ... HBAIC . S

- B . ANALYSIS VARIABLE CHG (Change from baseline)
5 XYZ 000001 |HYPO 5| Hypoglyeemia N7 185ep2012 11:39:00 . . ANALYSIS REASON SPECIFIED IN SAP .

- - : : ANALYSIS PURPOSE PRIMARY DUTCOME MEASURE ARM v1
& XYZ 000002 |HYPO 1| Hypoglyocmia N | 22002012 13:28:00 ANALYSIS DATASET ADHBAIC |
7 XYZ 000002 IP?’PO? Hypoglycemia N 2502012 13:59:00
o | vz | oz [P0 [Hypegeemia| N | 17Nz 50100 : : : ARM Extensmn: Technical Specification

e ADaM Dataset . - - T .
Automation
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1. Conformance Rules: Conformance rules are created and maintained by CDISC. Conformance rules

describe the criteria that must be met to be in compliance with the CDISC standard.

2. Business Rules: Business rules are created by a specific organization to describe the criteria that should be
met to allow for the deliverable to be useful in the conduct of normal business practices. For example, FDA
Business Rules describe criteria that should be met in order for datasets to be utilized internally for FDA
business practices such as submission review.

3. Technical Rejection Criteria for Study Data: eCTD Technical Rejection Criteria describe the minimum

requirements for eCTD submissions to be accepted by the agency at the gateway.

4. Validator Rules: Validator rules are rule sets utilized by validation tools. Each validator can have its own

set of validation rules. For example:
a. FDA Validator Rules describe the validation rules used by the FDA's in-house proprietary validator.

b. Pinnacle 21 Validator Rules describe the validation rules used by the Pinnacle 21 Validator Tool.

-18- Confidential | {25321t
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cdisc

Heme / Standards / Foundational / SDTMIG / SDTMand SDTMIG Conformance Rules v2.0

SDTM and SDTMIG Conformance Rules v2.0

Release Information Files & Links ADaM Conformance RUIeS V5.0

Published Date: 29 November 2021

Release Information Files & Links

Published Date: 6 October 2023

PharmaSUG 2023 - Paper SS-059

CDISC Conformance and Compliance: So Many Resources, So Little Time!
Jennifer Fulton and Stephen Black, Westat

-19- Confidential | {25321t
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FDA Business and Validator Rules

Validation activities occur at different times during submission and review of study data,
including submission receipt and at the beginning of the regulatory review.

The rules below support regulatory review and analysis of study data:

+ FDA Business Rules
The Business Rules v1.5 (May 2019) help ensure that the study data are compliant,
useful, and will support meaningful review and analysis. This applies to SDTM
formatted clinical studies and SEND formatted non-clinical studies. For more
information see Section 8 of the Technical Conformance Guide.

» FDA Validator Rules
The Validator Rules v1.6 (December 2022) are used by the FDA to ensure data are
standards compliant and support meaningful review and analysis.

FDA Data Standards Catalog v10.4, September 2024

-20- Confidential | {25321t
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Update of Data Standards Catalog and PMDA
Validation Rules (on March 29, 2024)

Data Standards Catalog and Study Data Validation Rules

¢ Data Standards Catalog (2024-03-29) [24.6KB] ] | -

* Study Data Validation Rules
Please note that when submitting electronic study data to the PMDA via the gateway system, only one version
of the validation rules must be selected for a single application, even if it involves multiple studies. Also, when
additionally submitting electronic study data after the application, the version of the validation rules at the
time of the application must be selected.
For the validation and the explanation of the results performed by applicant prior to submission, all versions

of the validation rules, including those that have already been closed for acceptance, can be used for each

study.

- Version 1.0 (2015-11-18) [82 )

- Version 2.0 (2019-09-27) [97 j_| Acceptable from Apr 1, 2020 to Mar 31, 2023 (application date)
- Version 3.0 (2021-12-15)_ [1 ] 1| Acceptable from Jan 1, 2022 to Mar 31, 2025 (application date)
).[L12KB
).[124KB

- Version 4.0 (2023-02-28) [112KB] ] | Acceptable from Apr 1, 2023 to Mar 31, 2026 (application date)«
- Version 5.0 (2024-03-29 KB] ] | Acceptable from Apr 1,2024 (application date)

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

-21- Confidential | {25321t
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FDA Data Submissions

FDA Guidance Documentations

* Study Data Standards Resources
* Technical Rejection Criteria for Study Data - Incorporated into Study Data Technical Conformance Guide
* Study Data Technical Conformance Guide v5.4 (June 2023)

- FDA Data Standards Catalog v9.0 (January 25, 2023) PMDA Data Submissions
* Business Rules v1 5 (May 2019)
= Validator Rules v1.6 (December 2022) PMDA Guidance Documentations

* PhUSE Clinical Study Data Reviewer's Guide v1.3, 2-Nov-2018

* PhUSE Analysis Data Reviewer's Guide v1.2, 18-Jul-2019

* Bioresearch Monitoring Technical Conformance Guide v3.0 (August 2022)

* PhUSE Bioresearch Monitoring Data Reviewers Guide (BDRG) Package v1.0 (June 22, 2022)

.

New Drug Review with Electronic Data

Data Standards Catalog (2023-02-28)

FAQs on Electronic Study Data Submission (English version, April 3, 2023)
Study Data Validation Rules Version 4.0 (2023-02-28)
FAQs on Electronic Study Data Submission (English version, June 27, 2022)
Technical Conformance Guide (English version, April 1, 2022)

Study Data Validation Rules Version 1.0 (2015-11-18)

Study Data Validation Rules Version 2.0 (2019-09-27)

Study Data Validation Rules Version 3.0 (2021-12-15)

Explanation of Electronic Study Data (Form A)

.

L]

L]

L]

.

.

L]

L]

L]

.

https://www.pinnacle21.com/documentation Explanation of Electronic Study Data (Form B)
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