ICH

harmonisation for better health

ICH M11: Clinical
electronic Structured
Harmonised Protocol

(CeSHarP)

FDA and Health Canada Regional ICH Consultation

"

February 24, 2023

International Council for Harmonisation
of Technical Requirements
for Pharmaceuticals for Human Use



"

ICH Running title (optional)

harmonisation for better health

Legal Notice

° This presentation is protected by copyright and may, with the exception of the ICH

logo, be used, reproduced, incorporated into other works, adapted, modified,
translated or distributed under a public license provided that ICH's copyright in the
presentation is acknowledged at all times. In case of any adaption, modification or
translation of the presentation, reasonable steps must be taken to clearly label,
demarcate or otherwise identify that changes were made to or based on the original
presentation. Any impression that the adaption, modification or translation of the
original presentation is endorsed or sponsored by the ICH must be avoided.

The presentation is provided "as is" without warranty of any kind. In no event shall
the ICH or the authors of the original presentation be liable for any claim, damages
or other liability arising from the use of the presentation.

The above-mentioned permissions do not apply to content supplied by third parties.
Therefore, for documents where the copyright vests in a third party, permission for
reproduction must be obtained from this copyright holder.
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The Problem

° No internationally harmonized standard template for
the format and content to support consistency across
sponsors and exchange of protocol information.

* Lack of harmonization contributes to inefficiencies and
difficulties in reviewing and assessing clinical protocols by
regulators, sponsors, ethical oversight bodies,
Investigators, and other stakeholders.
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Inefficiencies Stemming from Lack of
Harmonization

Lack of harmonization leads to inconsistent quality of
protocols, resulting in:

o Delayed timelines for product development, which may delay
access to medicines for patients;

o Resource-intensive manual activities, which increase the cost
and complexity of clinical research and drug development;

o Inefficient use of knowledge and duplication of effort;

o Inability to leverage tools that allow reuse, review, analysis,
and reporting; and

o Limit the exchange/utilization of data collected in each protocol.
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Value of M11

* Establishes a common Table of Contents
* Highlights basic requirements for protocols
° Impact similar to CTD/eCTD

°* Foundational step toward a “digitized
protocol”
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Value of an ICH Protocol Template

° Predictable
o Structure
o Content
o Level of detall
o Presentation (of some content)

°* Common instructions
* Flexibile where needed
* Consistent with other relevant ICH Guidelines

* Acceptable in all ICH countries
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Why Clinical electronic Structured
Harmonized Protocol (CeSHarP)?
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It usually isn’t like this but this isn’t much better!
anymore...
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Value of an Electronic, Structured Protocol
Template

Foundational step toward a “digitized protocol”

o Granular content can be exchanged, extracted,
translated, reassembled, or processed as individual
pieces or as a whole set

o Additional standards can be developed in the future by
ICH or other SDOs to govern contents within the
protocol

o Creates foundational requirements to enable
Informatics and software development
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Value of an Electronic, Structured Protocol

Template

“
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Value of an ICH Protocol Template

* Predictable
Structure
Content
Level of detail
Presentation (of some content)

* Flexibile where needed
* Common instructions
* Consistent with other relevant ICH Guidelines

* Acceptable in all ICH countries

All of the benefits of a traditional template...

Searchable content and
metadata

Tailored experience
Collaboration and Continuity
Downstream automation

Future standardization and
automation
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Steps in the ICH Process

Adoption
by
Regulators
We are here
working Sign-off by
toward Step 3 Regulatory
Signoff in 2023 Topic
\ Leaders
Implementation
Endorsement \

a. by Assembly \ Adoption of an ICH Harmonised Guideline
b. by Regulators kK

\ * S Regulatory consultation and Discussion

Sign-off
by Topic S  a. ICH Parties consensus on Technical Document / b. Draft Guideline adoption by Regulators
Leaders |~_

SiCIOME Consensus building - Technical Document
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Breadth of Coordination

¢ E Structure & Content of Clinical Study Reports

¢ E Ethnic Factors in Acceptability of Foreign Data

é Good Clinical Practice

( E General Considerations in Clinical Trials

_ Statistical Principles for Clinical Trials

Q Clinical Trials in Pediatric Populations

¢ E Multi-Regional Clinical Trials
¢ E Adaptive Clinical Trials

é Electronic Standards

13
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ICH M11 Deliverables

° ICH M11is a new harmonised guideline on the
clinical protocol that specifies comprehensive
organization with standardized content (including
both required and optional components).

* Deliverables

o A Template to include identification of headers, common
text and a set of data fields and terminologies which will
be the basis for efficiencies in data exchange

o A Technical Specification that uses an open,
nonproprietary standard to enable electronic exchange of
clinical protocol information
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How to Think About the M11 Documents

\1_ oy } * Guideline is like the container

!‘“ ‘2. d! i’ o Not expected to change over time
P .

R "f \ f * Template and Technical

1;;;{“\\ l Specification are like ice and

!& T . water

| 8 ’ o Different forms of the same matter

S o Will change over time
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ICH M11 Guideline - Objectives

The purpose of the Guideline Is to describe the
general protocol design principles and approach
used to develop the separate associated
documents, the ICH M11 Clinical electronic
Structured Harmonised Protocol Template

(Template) and t
acceptable to a

ne Technical Specification that are

| regulatory authorities of the ICH
regions.
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Scope

* The Template and Technical Specification are applicable to
Interventional clinical trials of medicinal products across all phases
and therapeutic areas of clinical research.

° QOut of Scope

o Neither the Guideline nor the Template or Technical
Specification are intended to specify processes related to
development and maintenance of a protocol.

o They do not supersede or negate other guidelines that establish
requirements for protocol content.

o They do not provide instruction on the development of a well-
designed trial or characterize a well-crafted final protocol.
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How to Think About the M11 Documents

\1_ Ly ./ } * Guideline is like the container

!‘“ ‘2. d! i’ o Not expected to change over time
P .

R "f \ f * Template and Technical

1;;;{“\\ l Specification are like ice and

!& T . water

| 8 ’ o Different forms of the same matter

S o Will change over time
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Objectives and Benefits — Technical Specification

The Technical Specification presents

° business requirements and common structured protocol
content components

* conformance, cardinality, and other technical attributes that
enable the electronic exchange of protocol content

° an open, non-proprietary standard for electronic exchange
enables development of interoperable electronic tools to
facilitate exchange, review, and execution of protocols.
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Content Model Example - Protocol

The content model identifies each piece of content and defines
relationships (hierarchy) to enable information exchange at different
levels of granularity.

Protocol

" PARAGRAPHS

TABLES

SECTION

ELEMENT § VARIMBLES

COMPOMNENT

" VARIABLES

PICKLISTS
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A Look at the Technical Specification

Includes...
Overall Rules
...detailed descriptions of the TE D e
structured content components E.'.::;t:n'“' H
s . User Guidance
...specific data fields oplemearcs Rules
ardinality
‘Relationship content | All document
from ToC

...blocks of text-based content aortadniiog the
reference to hig

...other defining attributes level conceptua

model)

Value

"REQUIRED Level 1 and Level 2 headings

...business rules as Business rules
established in the Template

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

Duplicate field in
other sections

22
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Important Considerations

* The Technical Specification is at an early stage of maturity
as certain terms (variables) in this version (e.g., Cardinality,
Definition, Relationship to Conceptual Model) are to be
addressed post-public consultation as ICH M11 progresses
through the formal ICH procedure.

°* The Template and Technical Specification are versioned
documents. As clinical protocol requirements evolve and
technology advances, they may be revised subject to a
change control process.
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More on the Technical Specification

* Not (yet) a complete specification, but we need input now from:
o Software developers and the vendor community
o IT professionals
o Data standards experts
o Data managers, statisticians

* Current version is a restatement of the protocol template
o Does not reflect a complete data model
o Does not specify a standard or all details necessary for message exchange
* Additional refinement of the Tech Spec will proceed in partnership with one or
more Standards Development Organizations (SDOs)
o Conceptual, logical, and physical models
o Message exchange
o Will include additional opportunities for engagement and review
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Conclusion

A harmonised clinical protocol Template and
Technical Specification for electronic exchange of
protocol information will enhance the ability of
sponsors, regulators, investigators, and other
stakeholders to initiate, review, and conduct clinical
research, resulting in more efficient drug
development and delivery of medicines to patients.
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ICH

HOME ABOUTICH = WORK PRODUCTS = MEETINGS = TRAINING =

Multidisciplinary Guidelines www.ICH.org/paqge/
rose e multidisciplinary-
guidelines

MT11 Clinical electronic Structured Harmonised Protocol (CeSHarP) A
v M1 EWG Clinical electronic Structured Harmonised Protocol (CeSHarP)

This topic was endorsed by the ICH Management Committee in November

> R : : ; 2 idelin
2018. This new guideline is proposed to provide comprehensive clinical GHidehing

protocol organisation with standardised content, with: TR Ml Draft Guideline
o ATemplate which presents the format and structure of the protocol, 15] MVICHpiate
including the table of contents, common headers, and contents; TR Ml Technical Specification

» A Technical Specification which presents the conformance,

cardinality, and other technical attributes that enable the Endorsed Documents
interoperable electronic exchange of protocol content.
= M1 Concept Paper

: ; : M1 Business Pi
Rapporteur: Dr. Ronald Fitzmartin (FDA, United States) = Bt Read

B = M1 Work Plan

Date of Step 2b. 27 September 2022

WG Presentations /
Trainings

= M1 Step 2 Presentation

Status: Step 3
Public consultation dates:
ANVISA, Brazil - Deadline for cormments by 6 March 2023

WG list
EC, Europe - Deadline for comments by 26 February 2023
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Thank You

International Council for Harmonisation
of Technical Requirements
for Pharmaceuticals for Human Use
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