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INTERNATIONAL CONFERENCE ON HARMONISATION OF TECHNICAL
REQUIREMENTS FOR REGISTRATION OF PHARMACEUTICALS FOR HUMAN
USE

ICH HARMONISED TRIPARTITE GUIDELINE

GUIDELINE FOR GOOD CLINICAL PRACTICE
E6(R1)

Current Step 4 version

dated 10 June 1996

(including the Post Step 4 corrections)

This Guideline has been developed by the appropriate ICH Expert Working Group and
has been subject to consultation by the regulatory parties, in accordance with the ICH
Process. At Step 4 of the Process the final draft is recommended for adoption to the
regulatory bodies of the European Union, Japan and USA.

ofjpml: ICH - E6 R1 (1996) to R3 (2019)
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| ICH — M11 (2018-now), Step 4 (2025-2026?) SilsEns ||

MT1 Clinical electronic Structured Harmonised Protocol (CeSHarP) ~

~ M1 EWG Clinical electronic Structured Harmonised Protocol (CeSHarP)

This topic was endorsed by the ICH Management Committee in Novermber Guideline
2018. This new guideline is proposed to provide comprehensive clinical - - ICHI{F"J‘IL}E
protocol organisation with standardised content, with: = MM Draft Guideline
= ATemplate which presents the format and structure of the protocol, (%] M Updated Template BE > ICHIESEUERER > ICHISSENEREES
including the table of contents, common headers, and contents; = g‘;;ggg:;iﬂﬁmmca'
+ A Technical Specification which presents the conformance, cardinality, EFAFHEKICH (M11: IGFREBTFEMILESZ (CeSHarP) ) oS ENEE NAEA
and other technical attributes that enable the interoperable electronic
exchange of protocol content. Endorsed Documents i
The Technical Specification document and Template had reached Step 2Zb (%] Mil Cancept Paper = ICHI{?%\/AE
on 27 September 2022 and entered public consultation. They have been %] MN Business Plan v
updated by the M11 EWG following the comnments received. The Technical ¥E| M7 Work Plan B > ICHIffEhE > ICHI{EEhZSiEls
Specification is now being submitted for a second round of public
consultations, and the Template is provided as a support to the WG Presentations /

Trainings KFAFHERICH (M11:BBFEMEIMBENIGERAR) BIRXHERENANEA

I pT Step 2 Presentation

consultation.

2025-03-21

Rapporteur: Dr. Veronica Pei (FDA, United States o
PP (FDA, ] e Spracifotion ICH (M1 F BRI A BIEHIEA BIM REAATHERBAME, RRICHIEXSR
Regulatory Chair: Dr. Noemie Manent (EC, Europe) Presentation ER, ICHNEENMARTERERMRXTFZXHERNERNHRIRICH,
FEHNRXR FEX R, RRZESRUAS EXEHEAFIERER.
Date of Step 2b: 13 March 2025 NG list MR ERNEXEHPF R, RARZIESRUABRPIGEX AR AFERER

HRERMEEREBIY, 1E5F202554 8108 50ES BFHFERIGEF .
Status: Step 3

o o #pFE: gkzhqyj@cde.org.
Public consultation dates: gkzhqyj@cde.org.cn

ANVISA, Brazil - Deadline for comments by 28 April 2025

EC, Europe - Deadline for comments by 22 April 2025 MitE: 1. [RX] MRS HE (RE%)
FDA, United States - Deadline for comments by 7 July 2025 2. [x] MIEIRXH (B5)
HSA, Singapore - Deadline for comments by 25 April 2025 ERAGSUBSEEASETHRN

Health Canada, Canada - Deadline for comments by 15 July 2025 2025438218

MHLW/PMDA, Japan - Deadline for comments by 1 May 2025
NMPA, China - Deadline for comments by 28 April 2025
SFDA, Saudi Arabia - Deadline for comments by 21 April 2025

TFDA, Chinese Taipei - Deadline for comments by 25 April 2025
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Guideline (7pp)

ICH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED HARMONISED
PROTOCOL

(CESHARP)

M11

Draft version
Endorsed on 27 September 2022

Currently under public consultation

Defines the background, purpose,
scope and principles

?47
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ICH — M11 Clinical electronic Structured
Harmonised Protocol (CeSHarP)

Template (64pp)

ICH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED HARMONISED
PROTOCOL

(CESHARP)

M11 TEMPLATE
NOT FOR COMMENT ~FOR REFERENCE ONLY

Updated Step 2 Draft

13 March 2025

RT

The specification of the Protocol
Document Template that contains
embedded data elements
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Tech Spec (280pp)

ICH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED HARMONISED
PROTOCOL
(CeSHarP)
M11 TECHNICAL SPECIFICATION

Updated Step 2 Draft - For Second Public Consultation

14 March 2025

Provides a set of data element
definitions aligned with the template
specification
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.I o] [ifi2 — CDISC ProtocoltH &R /E

g R 5337 2 FP CDISCAR 3= A _ _
CDISC Standards in the Clinical Research Process W Foundational Standard [ Therapeutic Area
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- SDTM.TDM (v1.0, 2004

to v2.1, 2024)

_ USDM (v1.0, 2022 to

v4.0, 2025)



.I CDISC PRM (Protocol Representation Model) ElEELD

¢ cDisC

The Protocol Representation Model
Version 1.0

Prepared by:
The CDISC Protocol Representation Group (PRG)

@ CDISC, 2008 27/Jan/2010
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! cbisc New Strategic Goal

Expand and enable standards driven automation across the end-to-
end study information lifecycle from study design through results

(CDISC will expand and realize the original 360 vision)
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Expand &
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Expand,
Connect, and

Digitalize our
Standards
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Enable &
Automate

Reduce
Variability,
Enable

Interoperability,
and Increase
Automation

~

J

https://www.cdisc.org/cdisc-roadmap
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.l End to End Study Information Lifecycle Fillm EE £ ‘I

360

Standards driven automation
across the research
information lifecycle
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3 — TCB: Common Protocol Template (CPT) ElmELD ‘I

. . Create a common template suite for clinical trial information to
Clinical Content & Reuse ease interpretation and use, enable downstream automation of

(CC &R) clinical processes and align to industry data standards

Formerly Common Protocol Template (CPT)

@ Project Life Cycle Phase: @ Solutions:

@ TransCelerate Clinical Template Suite (CTS) (2015-2024):
Basic Word Edition of the CPT(2015), SAP & CSR editions added in 2018
Completed

eCPT (2015-2024), eSAP, and eCSR (2019-2024):.
Technology-enabled versions of the Clinical Template Suite.

@ Benefits:

« Develops harmonized format and
streamlined content of key clinical trial
documents
Enables content reuse to downstream CTS Implementation Toolkit (2015-2024):
documents and registries Support materials for evaluation and implementation of solutions

Enables ease of review & interpretation

Enables end-to-end use of metadata and

traceability Innovation & Collaboration

Improves access to protocol information Procedures Library White Paper (2022), SOA Point of View Blog (2024),

Increases quality of clinical development TransCelerate/ACRO: CSR Points to Consider for Disrupted Clinical Trials
(2023), Master Protocol Design Considerations (2024)
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.I eProtocol — Industry Collaboration =] eSS ‘I

@ )( harmonisation for better heaith @
INTERNAT]

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

cdisc
Unified Study
Definitions Model
(USDM) Reference
Architecture

ICH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED HARMONISED
PROTOCOL

(CESHARP)

M11 TEMPLATE

Draft version
Endorsed on 27 September 2022

Currenily under public consuliation

eProtocol

At Step 2 of the ICH Process, a consensus draft text or guideline, agreed by the appropriate ICH
Expert Working Group, is ransmitied by the ICH Assembly io the reguiatory authorities of the
ICH regions for internal and external consultation, according to national or regional procedures

PROJECT PRISM

A Regulatory Cloud Collaborative Initiative

TransCelerate’s =
Study Definitions |~
Repository (SDR) | ==

precisionFDA Regulatory Information Service Module

FDA-Industry Research Collaboration Agreement
(Public-Private Partnership)

TCB Digital Data Flow @
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.I @) ICH - M11 Clinical electronic Structured

' S EFS
Harmonised Protocol (CeSHarP) - ‘I

Guideline (7pp) Template (64pp) Tech Spec (280pp)

ICH HARMONISED GUIDELINE
ICH HARMONISED GUIDELINE [CH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED HARMONISED

CLINICAL ELECTRONIC STRUCTURED HARMONISED PROTOCOL
PROTOCOL
(CESHARP) CLINICAL ELECTRONIC STRUCTURED HARMONISED
(CESHARP)
M11 TEMPLATE PROTOCOL
M1l (CeSHarP)

NOT FOR COMMENT — FOR REFERENCE ONLY

M11 TECHNICAL SPECIFICATION

Draft version

Endorsed on 27 September 2022 Updated Step 2 Drafi Updated Step 2 Draft - For Second Public Consultation
Currently under public consultation 13 March 2025 14 March 2025
Defines the backeround. buUrbose The specification of the Protocol Provides a set of data element
£ N PHIPOSE, Document Template that contains definitions aligned with the template
scope and principles -
embedded data elements specification
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Il M11 - Guideline
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.I M11 - Guideline — Design Principles Hille B= 23 ‘I

Protocol Template —
Principles

* Build common core content

* Serve the needs of
stakeholders

* Define content for electronic
exchange

* Design for content re-use

* Maintain flexibility

je o =y HRAHESHE - ,(,:Jf Cinkite o STORT

o

Protocol Tech Specs -
Principles

Promote structured common core content
Define content specifications for electronic
exchange

Develop a data model based on
specifications

Focus on relevant content use and re-use
Use an open, non-proprietary exchange
message standard

Maintain flexibility for technical innovation
and region-specific use
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1 PROTOCOL SUMMARY

No text is intended here (header only).

1.1 Protocol Synopsis

The protocol synopsis is a short summary of the key points of the trial.

No text is intended here (header only).

Primary and Secondary Objectives and Endpoints

Include a copy of the Objectives/Endpoints Table including primary and secondary endpoints
only from Section 3 of the protocol and follow all the same instructions. Not all trials will have
a complete estimand. Do not include exploratory endpoints in the synopsis.

[Primary and Secondary Objectives and Endpoints]

Overall Design

Several kez asEects of the trial desig are summarised below.

| ICH - M11 eProtocol TEMPLATE & Tech Spec

Fd
I
N

Ellm

Term (Variable) Intervention Model
Data Type Pick List

Topic, Value or D

Header

Definition

User Guidance

Intervention model (for example, single group, parallel group, cross-
over, factorial, sequential, other)

Conformance

Required

Cardinality

Relationship content
from ToC
representing the
protocol hierarchy

Protocol Summary

Relationship
(reference to high
level conceptual
model)

Value

Single group, parallel group, cross-over, factorial, sequential, other

Business rules

Value Allowed: Yes
Relationship: n/a

Briefly state the following:

* Intervention model (for example, single group, parallel group, cross-over, factorial,

sequential).

e Control (for example, placebo, active comparator, low dose, historical, standard of care,
sham procedure, or none [uncontrolled]).

s Active comparator, if applicable; indicate N/A if not applicable.

® Trial intervention assignment method (for example, randomisation, stratification, or

both). Do NOT state block size. If assignment to intervention is by randomisation,

describe when randomisation occurs relative to screening.

ST RT

representing the
protocol hierarchy

Intervention Model: [intervention opulation Type: [population type] Concept: n/a
model] Duplicate field in
other sections
Control: [control] opulation Diagnosis [diagnosis or =
r Condition: condition] Term {Variable) Control
Data Type Pick List
Active Comparator: [comparator] Population Age: Minimum: :«2:::;:’ alue or D
[minimum age] Definition
m’;ﬂ:ﬂ?{ age] User Guidance Control method (for example, placebo, active comparator, low dose,
& historical, standard of care, sham procedure, or none [uncontrolled])
N " N Conformance Required
Trial Intervention [intervention Site Distribution: [geographic scope] Cardinality
Assignment assignment Relationship content
Method: e l| from Toc P Protocol Summary

Relationship
(reference to high
level conceptual
model)

Value

placebo, active comparator, low dose, historical, standard of care, sham
procedure, or none [uncontrolled]

Business rules

Value Allowed: Yes
Relationship: n/a
Concept: n/a

Duplicate field in
other sections




| © TCB Digital Data Flow (DDF) Initiative sisEs |

TODAY: Document-based paradigm for protocol creation, TOMORROW: Digital paradigm for protocol creation, with fully
interpretation, and transcription into consuming systems automated data flow and interoperability between systems
Create Once, Use Many Times e — -
Digital Flow hE ?2) 'n

| @r O Study Definitions Repository (SDR)
l T i T l *:5 J Reference Implementation
—
T
O O O 0 O %3 =
@) @) @) &) @) cdie
! ! ! ! ! S %,
O O O O O A Unified Study Definitions API Controlled
tD! tD’ lD! IE} !D! Model (USDM) Specs Terminology
! ! ! ! 4
= = =B == = Study Team = = = = = ﬁ
EDC CTMS DCT IRT EHR Design & Protocol —— —&— —i— & & )
EDC CTMS DCT IRT EHR Protocol

Authoring

Source: https://www.transceleratebiopharmainc.com/assets/digital-data-flow-solutions/
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| 7cB DDF Initiative Three Key Principles

& 2%

Engage with critical Development of clinical
stakeholders protocol standards

Sponsors CDISC

Solution Providers ICH M11

CROs CCA&R initiative (Common
Health authorities Protocol Template)
Clinical study sites Vulcan HL7 FHIR

FEillmEL

(:.(%%

Encourage development
of technical solutions

Vendor-agnostic,
platform-independent
framework for end-to-end
digitalization

Eventual industry-led
governance for long-term
sustainability of DDF
solutions

312 u9t « 3R Unionimage « SEREFEEE « T Shfle « stomT AMBGIBRIERE ARTRERNE



.l TCB DDF Initiative Roadmap BlIEESR

Introduce clinical Infroduce reference Intfroduce Setup a long-term

trial protocol implementation for mechansims for sustainable

standards end-to-end industry adoption governance model
digitalization for DDF

e Partnered with CDISC * Toolkits development

* Solutions forum

*  Community meetings

* Other efforts (not
exhaustive)

* |ndustry-run
governance model

» Study Definitions Repository
(SDR) Reference
implementation of a
novel central component
to manage data flow

for standards
development (USDM)

« USDM encapsulates all
sections of a protocol
allowing for the

generation of an entire * SDRopen-source code

available on a public
GitHub site for use and
feedback by the
open-source community

protocol document

-

272 k1B S B P — . o - - -
24 lm bk = R 8 AT &
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. DDF Evolution: Phases One to Four

PHASE ONE PHASE TWO

July 2021 - Oct 2022 -
July 2022 Sep 2023

41 USDM Data Model
1
5+ API Specification

CDISC’s USDM % CDISC Controlled Terminology
Reference

Architecture f‘@é Implementation Guide
§2 Test Files

Conformance CORE Rules

study Definitions Repository (SDR)

Common Protocol Template (CPT)
Interface Tool - POC

TransCelerate’s Sl
SDR & Aijie Implementation Architecture

Implementation Scenarios Toolkit

Support & | Persona Toolkits (MW, DM, IT)

"% _ Cloud-agnostic SDR POC
Vendor Solution Directory

o . = Legend
LAIVA * @ BRI ERE « Ll &55'° » sTORY

Eillm

PHASE THREE PHASE FOUR

July 2023- Apr 2024-
May 2024 1Q 2025
v v
v v

POC
< <
<& <
v
v <&




Il 3 cpisc - USDM Standard & DDF

Unified Study Definitions Model (USDM) Phase 4 Graphic, source: https://github.com/cdisc-org/DDF-RA
&
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cdisc
USDM

UNIFIED STUDY
DEFINITIONS MODEL
(DDF)
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Controlled
Terms

Study, Identifiers,
Amendments

Estimands
Populations

Inclusion &
Exclusion

Interventions &
Indications

Objectives &
Endpoints

Unstructured Content

Study Designs,
Arms, Epochs

Detailed Study Logic,
Encounters

Procedures, Biomedical Concepts
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CDISC - USDM IG (V4.0 final, 119pp)

cdisc

Unified Study Definitions Model
Implementation Guide (USDM-IG)
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Notes to Readers
This is the final Version 4.0 of the Unified Study Definitions Model Implementation Guide (UUSDM-IG

v4.0).
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Objective

+ level: Code

SyntaxTemplate

Id: String

name: String

description: String [0..1]

label: String [0..1]

text: String

notes: CommentAnnotation [0..*]
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S + level: Code

+ purpose: String
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IntercurrentEvent

+ strategy: String

Interventions

Estimand

+ id: String

+ populationSummary: String

+ name: String

+ description: String [0..1]

+ label: String {0..1]

+ notes: CommentAnnotaion [0,.%]

‘ 1

analysisPopulation
\\L" 1

AnalysisPopulation

id: String
text: String
name: string T
description: String [0..1]

label: String [0..1]

notes: CommentAnnotation [0..*] |

+ + + + + 4+

Studylintervention

+ id:String
+ description: String [0..1]
+ name: String
>{ + label: String [0..1]
=+ role: Code
+ type: Code
+ codes: Code [0..%]
+ minimumResponseDuration: Quartity [0..1]
+ notes: CommentAnnotation [0..%]
PopulationDefinition
+ id: String
+ name: String
+ description: String [0..1]
+ label: String [0..1]
+ plannedSex: Code [0..2]
+ includesHealthySubjects: Boolean
+ plannedAge: Range [0..1]
+ plannedCompletionNumberRange: Range [0..1]
=]+ plannedCompletionNumberQuantity: Quantity [0.. 1]
" |+ plannedEnrollmentNumberRange: Range [0..1]
+ plannedEnrollmentNumberQuantity: Quartity [0..1]
+ notes: CommentAnnotation [0..%]
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I CDISC USDM & DDF Resources

Overview What is the USDM Participate Webinars Versions FAQ Contact Us

cdisc
USDM

UNIFIED STUDY
DEFINITIONS MODEL
(DOF)

Welcome to Digital Data Flow (DDF) for Clinical Trial Protocols

Digital Data Flow Initiative will help modernize clinical trials by enabling a digital workflow with protocol digitization. This initiative establishes a foundation for a future state of
automated & dynamic readiness that can transform the drug development process.

Below are a list of the different websites sourcing specific content and rescurces. Depending on where you are in the journey, please feel free to explore the different websites

and their information.

e L]
CDISC DDF Website DDF Website
You are here!
As the main website for the DDF
initiative, learn and access all resources

Learn about and access the Unified
Study Definitions Model (USDM)
Reference Architecture supporting for DDF solutions

Digital Protocel Data Standards

Target Audience:
All those interested in

Target Audience:
All those interested in

data standards implementing DDF Solutions

DDF GitHub Repos

Learn about a technical Reference
Implementation of the USDM, the Study
Definitions Repositary (SDR), and access

the supporting codebase

Target Audience:
All those interested in
SDR development

https://www.cdisc.org/ddf
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L]
TransCelerate
DDF Initiative Solutions

Learn about DDF Initiative background
and roadmap

Target Audience:
All those generally
interested in TransCelerate infiatives
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https://www.cdisc.org/ddf

I DDF Use Cases ElnEL

From machine actionable Protocol authoring to automation of downstream connectivity

Regulatory Submission

Study Execution / Data " y
Acquisition 4 Andlysis & Reporting V4 Enablement /

-+

Protocol development to approval Connectivity to downstream systems

Use cases to improve study design and analytics Use cases to automate downstream processes and enable E2E

traceability
icti - i ini 2 Provision of stud
Pre.cilct!ve model Ingestion and mnnlng Compute 'protqcol Setup of data Generation of SDTM ! : y
likelihood of of retrospective complexity, site ) ) information to a
capture systems Trial Design datasets R : :
Amendments protocol data burden, etc Clinical Trial Registry
— ’ Determine study feasibili ishi
Optimizing Inclusion / e s{:b'ect ty Eu::llzhflfng P;oc:ocol Datta Updatthe Cc'jI’MS, IMF, and
Exeliaion Chteria g J into differen qcumen other downstream
recruitment templates/views systems
“As a medical writer, the digitalization of “As a data manager, the digitalization of “As a technical expert, the digitalization of
9 data flows enables me to work faster end-to-end processes from study design to ﬂ data flows reduces tedious manual work
< with my team on one dedicated system, EDC generates structured data that can be (@] freeing up time for more complex projects
' accessing study content in a single ‘ leveraged to track outcomes and progress - that cannot be automated (value-added
digital study design system. made. activities focus). 3
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* Protocol Authoring (incl. ICH M11)
Tools for protocol authoring, review, analysis etc

* Clinical trial registries (ct.gov, CDEll& /RIS E M &)

 EDC/IRT
* CTMS/TMF

Business
« SDTM.TDM Use cases
* Define XML ROI
¢ .. People

132 uxen « 3R Unionimage « SERTHEEE « [ Sifte « sTogT AMBGIBRIERE MARTFTREFRFE



.I CDISC E2E Standards Driven Automation

ElGEEL |

- ~
\
Cdlsc / . Data Standards PYYY (.._’ s;;engﬁgs \
3608 | Sepmdescmome disc s !
I ,  Foundational Standards B LI BRARY I
. | " in cdisc I
Expand and enable standards driven | I i USDM I
automation across the end-to-end 1 " v %,_ I
study information lifecycle from study : *) «ﬁ “ * &= @ . * s @ ! :
design through results | I— < Protocol :
Collection Specify Tabulation Specify Analysis Specify * Studly Build
| Metadata Collection Metadata Tabulation Metadata Analysis Y i |
I Standards Standards Standards I
[ |
o mm mm mm = = o= - | - | | |
v\ (¢emmmm Design & Build '
/
| Data S . . __Ehmaana _-
I e e e e e e e e e e e e e e e e e - - - - —
| ~
' Sources | ’ Endpors \
[ 1
I F;FF I I CDASH SDTM ADaM |
5 L 3 -9 '
| EDC EHR I » ‘ —_— P
I C— |
I I I Operational Extract Tabulation Create ADaM  Analysis Analysis A g — [
| Database Transform Datasets Datasets Datasets Results A HTH
|
I | Load Dataset |
— N (. !
: ro =) Fxecution - '
| eDT DHT J \ /
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.I Summary — Key Messages GlEELG ‘I

1. Learn hard and think hard - how to put It Into business
2. Use cases — need strong evidence for implementation
3. ROl

4. Data — Tools — Al

5. China
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.I References ElnEL ‘I

1. ICH E6 (GCP), M11 (eProtcol) https://www.ich.org/page/ich-guidelines

2. CDISC SDTM.TDM, BRIDG, PRM, USDM https://www.cdisc.org/ddf

3. TCB CPT, DDF nttps://www.transceleratebiopharmainc.com/initiatives/digital-data-flow/

4. HL7 Vulcan.FHIR https://www.hl7vulcan.org/

5. US FDA Project PRISM https://www.fda.gov/about-fda/office-digital-

transformation/precisionfda
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