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° It lacks consistency across the industry

Current Practice

° Its unstructured and must be manually transcribed
A document centric approach

° It is duplicated and fragmented downstream
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What's Happening Now

The Document Model Dichotomy
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The ICH M11 Specification

What's included in the template

2 INTRODUCTION
No text is intended here (header only).

21 Purpose of Trial

Explain why the trial is needed, why the research questions being asked are important. Do not
restate the IB.

[Purpose]

Refer to the Section 1.2, Trial Schema, and Section 1.3, Schedule of Activities, for
more information about the trial design.

2.2 Summary of Benefits and Risks

Include an assessment of known benefits and potential risks, including the basis of the risk (for
example, preclinical studies or prior clinical trials).

Benefit Summary

The benefit summary should be written from the perspective of an individual participant, and
should describe any physical, psychological, social, legal, or any other potential benefits to
individual participants as a result of participating in the trial, addressing immediate potential
benefits and/or long-range potential benefits. Clearly state if no benefits to an individual
participant can be anticipated, or if potential benefits are unknown. For early clinical trials such
as Phase 1, benefits for an individual participant (other than those of altruism) are expected to
be minimal.

Benefits to society in general may also be included but should be discussed separately.

[Benefit Summary]

Risk Summary and Mitigation Strategy

Clinical Electronic Structured
Harmonised Protocol (CeSHarP)

Blue: Optional Text

‘ Black: Required Text
‘ ‘ Red: Guidance

3 TRIAL OBJECTIVES, ENDPOINTS AND ESTIMANDS

In this section, precisely define each clinical question of interest by stating each trial objective
and specifying the endpoint(s) and estimand(s) that correspond to each objective. Ensure
alignment with every other section of the protocol.

Include additional level 2 headers under Section 3 Trial Objectives, Endpoints, and Estimands as
needed.

No text is intended here (header only).
3.1 {Primary/Secondary/Exploratory} Objective + Associated Endpoint

{and Estimand}

{Primary/Secondary/Exploratory} {Primary/Secondary/Exploratory} Endpoint
Objective

[Objective] [Endpoint]

{Primary/Secondary/Exploratory} Estimand

Describe the attributes that construct the estimand: the treatment condition of interest, the
population of participants targeted by the clinical question of interest, other intercurrent
events (if applicable), a population level summary, and the endpoint (or variable) specified in
the table above.

[Estimand Description]



The ICH M11 Specification

The technical specification

2 INTRODUCTION

No text is intended here (header only).
2.1  Purpose of Trial

Explain why the trial is needed, why the research questions being asked are important. Do not
restate the IB.

[Purposel

Refer to the Section 1.2, Trial Schema, and Section 1.3, Schedule of Activities, for
more information about the trial design.

2.2 Summary of Benefits and Risks

Include an assessment of known benefits and potential risks, including the basis of the risk (for

® Here we are following the [Purpose] through to the technical specification
which defines it
® The template and technical spec follow the

same order

Clinical Electronic Structured
Harmonised Protocol (CeSHarP)

Term (Variable)

Purpose of Trial

Data Type Text
Topic, Value or D
Header

Definition

Clear explanation of the research question/hypothesis and the
justification of the trial i.e. why the question is worth asking and,
through consultation with public and patient groups, why answering this
question is worthwhile to patients.

User Guidance

Explain why the trial is needed, why the research questions being asked
are important and, where applicable, why closely related questions are
not being covered. Do not restate the IB.

Conformance

Required

Cardinality

Relationship content
from ToC
representing the
protocol hierarchy

Introduction

Relationship
(reference to high
level conceptual
model)

Value

Business rules

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

Duplicate field in
other sections
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The pain points of protocol creation

What We Have Explored

Starting from the beginning

Using the draft M11 specification in practice

Harmonise USDM, M11, CT and guidance

Data Driven Design

AHL7FHIR
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What We Found

Rome wasn’t built in a day

L L L O

The path from M11 to USDM is unclear
(So far!)

The M11 specification has further to
go (Coming soon!)

USDM has further to go (Coming
soon!)

A digital protocol presents many
opportunities for innovation

We can do a lot to improve the user
experience of protocol writing

Population - M11

Population - USDM

5: Trial Population

—— | ——————_——_— Population Definition

Guidelines:

id: string

In this section, describe the trial population. Use the following guidance

when developing participant eligibility criteria to be listed in Section 5.3,
Inclusion Criteria, and Sectian 5.4, Exclusion Criteria.

name: string

« List the criteria necessary for participation in the trial. Ensure that

and answered with yes/na respanses.

« If participants require

existing medical di

each criterion can be easily assessed on the basis of measurable data I e e e <+ + description: string - A narrative representation of the
] population definition
1 between |
vs enrolling participants. Identify specific laboratory tests or clinical B
s HE Y | + label: string
characteristics that will be used as criteria for enrolment or exclusion. If |
imaging. genetic tests, or |
laboratory results, state any required window or acceptable test type. i o= = = o o= = o= == == ==+ ncludesHealthySubjects: bool - An indication as to

= If measures to enrich the trial population for pre-specified

subgroups of interest are used, th

populations, or those that may respond to the trial intervention
differently (for example, females, elderly, hepatic or renally impaired, or
i omised participants).

whethar tha [nnnl:ﬁnn Aafinitinn includac haalthu

Eligibility Criterion

ele

Guidelines:

Describe the trial population selel
adult participants, paediatric part
range (for example, 0 to 3 month:
diagnostic criteria for the populal
a specific biomarker profile). If aj
diseases and their differential di;

5.3 & 5.4: Inclusion / Exclusion Criteria id: string

Guidelines (Inclusion): * name: string

Inclusion criteria are s that define the under
trial, for example, those criteria that every potential participant must — = ==+ description: string - A narrative representation of the
satisfy, to qualify for trial entry eligibility criterion

Guidelines (Exclusion):
Exclusion criteria are characteristics that make an individual ineligible for
trial participation

label: string

= = = = « ftext: string - An instance of structured text that represents

5.2: Rational

Guidelines:

Provide a rationale for the trial pa
population selected is well def
whether the trial intervention is 1§
unable to consent for themselves
populations, or those that may ret
differently (for example, femalesy
immunocompromised participant

5.3 & 5.4: Incl

5.5: Lifestyle Considerations the study eligibility criteria

dictionary: SyntaxTemplateDictionary - With syntax
templates, human-interpretable plain text sentences are

Guidelines:
In the following subsections, describe any restrictions during the trial
pertaining to lifestyle and/or diet, intake of caffeine, alcoholj
or physical and other activities. If not applicable, include a sf
that no restrictions are required

Component editor for Code

[ 5.5.1: Meals and Dietary Restrictions Guidance

[ 5.5.2: Caffeine, Alcohol, Tobacco, and Other. Trial
ria

I 5.5.3: Physical Activity

on Criteria

I 5.5.4: Other Activity

Guidelines:
If applicable, describe restrictions on any other activity (for
blood or tissue donation); or any other activity restrictions, &f
driving, heavy machinery use, or sun exposure.

5.6: Screen Faill

Guidelines:
Indicate how screen failure will be handled in the trial, incl

Guidance
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Vision of the Future

Al-Driven Analytics and Decision Support
i ?
What could the digital protocol lead to Digitization forms the backbone of Al-
O powered insights and optimisations,
driven by new models.

Leveraging Al and historical trial data,
patient demographics, and real-world
evidence drives a new approach to
research.

Maturation of the Digital Protocol

Machine-readable protocols become the norm, o
boosting efficiencies and reducing manual transcription
errors

O A Fully Connected

Ecosystem

A Fully Digitized, The Protocol Document Becomes an

End-fo-End Trial Process Artifact Digital twins and virtual trials

Study design, regulatory submission, and The operational model for protocol data emerge driven by advances

execution are fully digitized, enabling becomes the authoritative source of in quantum computing,

real-time updates, dynamic adaptation O truth, shifting from a static document to simulated trials become the

and new insights. an intelligent data model that drives standard starting point for
innovation. clinical research...

Wearables and digital tools empower

patients with continuous monitoring, 0 The'se standardised datq models form the

deeper insights, and greater involvement basis for a new chapter in healthcare

in their own care interoperability.
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Industry Timeline Vulcan UDP

UDP Webinar
Vulcan UDP webinar timeline
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Industry Timeline Highlights

ICH M11 Work Plan & Endorsed
Events and releases to watch for

Documents
Feb 2025
@ Usom Vi Release @ . @ rov20%

’ 0 - [

The latest version of USDM, bringing additional N Vulcan UDP Webinar ICH IG for FHIR
¥ ttention to backwards compatibility, alignment HL7 Vulcan - Utilising the Digital Protocol ' Testing of the latest FHIR
0 with the evolving ICH M11 standard and support for ~ # (UDP) webinar with updates from industry ) implementation guide
¢ awiderrange of study types. 0 experts & regulators 0 begins

March 2025

End of M11 public consultation

0
0
0 . : :
The latest public consultation period for M11 ends
¥ intherun up to the new M11 release. Keep an eye
@ out for the latest overview of comments received
on the EMA website.
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Thank youl!

Learning Objectives

1.

Current practice is very “document” centric and consequently is fragmented,
unstructured and lacks consistency

There is collaborative development work going on around ICH M11 “the
standard protocol” by Vulcan, Transcelerate & CDISC

Identify some of the practical implications of putting this into practice, as
there are many hurdles

Be aware of the future implications of a digital protocol
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