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Meet the Speakers

Panagiotis Telonis

Title: Scientific Administrator, Chief Information Office
Organization: European Medicines Agency

Panagiotis is a University of Athens graduate, School of Mathematics (1986), with
postgraduate expertise at Research Center for Astronomy and Applied Mathematics of
Academy of Athens (1987-1988), and at National Centre for Scientific Research
DEMOKRITOS (1989-1990) where he served as elected researcher until 2008. He participated
in many EU funded and GR national R&D projects, in the Internet development for the Greek
Academic Community (NIC Handle PT81), national delegate in European Networking and
Telematics fora (IXI-Cosine, EMPB, EuropaNET, DANTE, EMATIGS), and ICT advisor of the
Aegean University, University of Thessaly, War Games Division of the Ministry of Defense,
Office of the Minister of Health and Welfare.

He joined EMA in June 2008 served at the Pharmacovigilance and Risk Management Sector
/Data Collection and Management, at Business Data and Support Department /Data
Standardisation and Analytics, and at Chief Information Office contributing to international data
standards development in the context of ISO, HL7, ICH M2/M11, EMA-FDA Collaboration
Framework on IDMP, Clinical Trial Navigator initiative, and to Global Identification Working
Group for scaling 1SO IDMP for global use cases.




Meet the Speakers

Jimita Parekh

Title: Vice President, Growth & Strategy
Organization: Medable, Inc.

Jimita is an experienced leader motivated to further the needle on patient
inclusivity in clinical trials. She has been a change leader within the Drug
Development Ecosystem, especially Clinical Operations, and Regulatory
Innovation space for ~20 years. Jimita’s leadership experience and focus
have been on Data Standards & Governance, Technology, and Innovation
through strategic planning and execution across biopharma. In her
current role as Vice President, Growth she partners with biopharma,
academia, and regulatory policy makers to accelerate therapies to
patients through the adoption of digital solutions.

Jimita’'s experience includes Oncology, Ophthalmology, and Metabolic
Diseases. She believes that innovations in clinical trial execution
technology can provide “access” and “enhance the patient experience”
which in turn will help us build a faster information highway to bring
therapies to patients faster.
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o
’ ICH Introduction (ICH)

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

Unique harmonisation initiative
for regulators and
pharmaceutical industry

- Originally founded in 1990

® Reformed as a non-profit legal
entity under Swiss Law on 23
October 2015
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Introduction (ICH)

Members and Observers

Founding Regulatory Members
o EC (Europe), FDA (US), MHLW/PMDA (Japan)

Founding Industry Members
o EFPIA, JPMA, PhARMA

Standing Regulatory Members
o Health Canada (CA), Swissmedic (CH)

Regulatory Members
o ANVISA (BR), COFEPRIS (MX), HSA (SG), MFDS
(KR), MHRA (UK), NMPA (CN), SFDA (SA), TFDA
(Chinese Taipei), TITCK (TR)
Industry Members
o BIO, Global Self-Care Federation, IGBA

Standing Observers
o IFPMA, WHO

Legislative or Administrative Authorities
o AEC (AZ), ANMAT (AR), ANPP (DZ),CDSCO (IN),

CECMED (CU), CPED (IL), DPM, Tunisia (TN), EDA
(EG), Indonesian FDA (ID), INVIMA (CO), JFDA (JO),
MMDA, Moldova (MD), MOPH (LB), National Center
(KZ), NPRA (MY), NRA (IR), Roszdravnadzor (RU),
SAHPRA, South Africa (ZA), SCDMTE (AM), SECMOH,
(UA), TGA (AU)

Regional Harmonisation Initiatives (RHIs)
o APEC, ASEAN, EAC, GHC, PANDRH, SADC

International Pharmaceutical Industry Organisation
o APIC

International Organisation regulated or affected by ICH
Guideline(s)

o Bill & Melinda Gates Foundation, CIOMS, EDQM, IPEC,

PIC/S, USP
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Topics and Codes

Quality Guidelines

Harmonisation achievements in the
Quality area include pivotal
milestones such as the conduct of
stability studies, defining relevant
thresholds for impurities testing and
a more flexible approach to
pharmaceutical quality based on
Good Manufacturing Practice (GMP)
risk management.

Efficacy Guidelines

The work carried out by ICH under the
Efficacy heading is concerned with the
design, conduct, safety and reporting of
clinical trials. It also covers novel types of
medicines derived from biotechnological
processes and the use of
pharmacogenetics/genomics techniques
to produce bettertargeted medicines.

Introduction (ICH Guidelines)

M11, M2

Safety Guidelines

ICH has produced a comprehensive set
of safety Guidelines to uncover potential
risks like carcinogenicity, genotoxicity
and reprotoxicity. A recent breakthrough
has been a non-clinical testing strategy
for assessing the QT interval
prolongation liability: the single most
important cause of drug withdrawals in
recentyears.

Multidisciplinary Guidelines

Those are the cross-cutting topics which
do not fit uniquely into one of the Quality,
Safety and Efficacy categories. It includes
the ICH medical terminology (MedDRA),
the Common Technical Document (CTD)
and the development of Electronic
Standards for the Transfer of Regulatory
Information (ESTRI).
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,. ICH ' Introduction (ICH M11)

Clinical Electronic Structured Harmonized Protocol (CESharP) M11

Lack of harmonization contributes to inefficiencies and
difficulties in reviewing and assessing clinical protocols by
regulators, sponsors, ethical oversight bodies, investigators, and

other stakeholders




©
’ ICH ICH M11-M2 Deliverables

ICH M11 developed a new harmonized guideline on the clinical protocol that specifies
comprehensive organization with standardized content

D1: Template

Includes identification of
headers, common text and
a set of data fields and 0
terminologies which will be 1

the basis for efficiencies in . . .
data exchange D2: Technical Specification

Usesan open, non-
proprietary standard to
0 enable electronic exchange
2 of clinical protocol
information



i National or regional
harmonisation for better heaith procedures for

Implementation

” ICH |5 Steps in ICH Process — —oomentaion

Step 5

Adoption of an ICH Harmonized Guideline

Sign-off by Regulatory Topic

We are here: ek

*  Working towards Step 3

* Signoffin2023/24 Regulatory Public consultation,
Reconciliation,and Sign-off

Sign-off by Regulatory Topic
Leaders

a. ICH Partiesconsensus on Technical Document Step 3
b. b.DraftGuidelineadoption by Regulators P

Endorsement
a. by Assembly

Consensus building - Technical b. by Regulators

Sign-off,

Document endorsement and
adoption can be

achieved at a face-
to-face meeting or

electronically.

Sign-off by Topic Leaders

Step 1

10
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Why Clinical electronic Structured Harmonized Protocol (CeSHarP)?

* Paper Submissions... ° ...but this isn’t much
better!
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©
, rarmonisation rberterheaitn | V@lu@ Of an Electronic, Structured Protocol Template

Value of an ICH Protocol Template

All of the benefits of a traditional template, PLUS
‘ Searchable content and metadata, for example:

Tailored experience
Predictable * Side-by-side comparison of fields or sections
* Structure »  Task- or role-based views
* Content c 2
* Level of detail + ustom views
* Presentation (of some content) Collaboration and Continuity
Provides flexibility where needed *  Transition of molecules via mergers/acquisitions
Common instructions *  Multi-sponsor studies

Acceptable in all ICH countries

Consistent with all other relevant ICH Guidelines * Dataintegration
Downstream Automation

*  Population of CT Registry
* Content reuse to SAP, CSR, other protocols
Future standardization and automation

‘s
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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

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

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

They do not provide instruction on the development of a well-
designed trial or characterize a well-crafted final protocol

15
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Breadth of Coordination

armonisation for better heaith

ICH M11 EWG

° Regulatory Members °

ANVISA, Brazil
COFEPRIS, Mexico

EC, Europe

FDA, United States
HSA, Singapore

MFDS, Republic of Korea
MHRA, UK
MHLW/PMDA, Japan
NMPA, China

TFDA, Chinese Taipei
Health Canada, Canada
SFDA, Saudi Arabia
Swissmedic, Switzerland
TITCK, Turkey

Industry Members

o EFPIA
o JPMA
o PhRMA
o BIO

o Global Self-Care

Federation
o IGBA

Source: https://ich.org/page/members-observers

Contentof Clinical
Study Reports

Ethnic Factorsin
® Acceptability of
Foreign Data

Structure &

o Good
Clinical
Practice
Statistical
Principles
General Clinical Trials

e in Pediatric
Populations

Considerationsin
Clinical Trials



https://ich.org/page/members-observers
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How to Think About the M11 Documents

° Guideline is like a container
o Not expected to change over time

* Template and Technical Specification
are like ice and water

o Different forms of the same matter
o Will change over time

17
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Deliverables-The Guideline & Template
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’ ICH ICH M11 Guideline

, ( harmonisation for better health

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

CLINICAL ELECTRONIC STRUCTURED HARMONISED
PROTOCOL

(CESHARP)

Mi1 ICH MI1 Guideline

ICH HARMONISED GUIDELINE
STRUCTURE AND CONTENT OF A CLINICAL PROTOCOL
Mi11

ICH Consensus Guideline

TABLE OF CONTENTS

INTRODUCTION
I Background

2 Purpose

3 Scope
GENERAL DESIGN PRINCIPLES

2 Clinical Electronic Structured Harmonised Protocol - Technical Specification ..................

TEMPLATE CONVENTIONS AND DESIGN

L
L
L.
L
2.
21 Clinical Electronic Structured Harmonised Protocol - Template .....c..c.ooovoceccvrenencssriciinn2
2.
3

Guideline describes approach used to
develop the two other deliverables:

* Background

* Purpose

° Scope

* General design principles, e.g.,

o

o

o

Avoid unnecessary duplication of content
Use cross-referencing
Avoid multiple terms for the same thing

Introduce more structured content, where
possible

Used established terms / definitions



rinciples for Development

o Build common core content

0]

ICH ICH M11 Protocol Template

harmonisation for better heaith

Serve the needs o

stakeholders

Define content for

electronic exchange
Design for content re-use

Maintain flexibility

16

17
18

20
21

Heading Structure and Flexibility

This template uses the typefaces and numbering conventions described in the table below to
distinguish between heading levels. To ensure consistency and predictability for all readers, the
numbering conventions should be strictly observed. However, fonts, font sizes, and colour are
not intended to be fixed requirements, and can be adapted as specific situations may dictate,
or per country or regional requirements.

Example Heading Typeface Modification or Deletion | Addition
Heading Level in this
Template
14 point
Times
New
LEVEL 1 Roman
Do not add L1 Headings
1 (1) Bold ne
Black Do not delete or modify
ALL L1 or L2 headings
CAPS Retain heading and
14 point indicate “Not Applicable”
Times
Level 2 New
11 w2) R
oman Add L2 headings, if
Bold needed, at the end of the
Black higher-level section to
Do not delete or modify preserve the established
12 point Level 3 safety L1 and L2 heading
L Level 3 Times New | subheadings (Section 8.4) structure
o (13) Roman Other Level 3 headings
Bold Black may be deleted or
as needed
Example Heading Typeface Meodification or Deletion Addition
Heading Level in this
Template
Level 4
bl R0
Additional | Delete heading or modify Insert where needed
Non- as needed
y numbered
Numbered head
Heading cading

Table and Figure Numbering

Tables and figures should be numbered and include a title or caption, respectively. No
numbering convention is specified by this template, but a consistent approach should be
applied throughout the document.
Page orientation can be modified from portrait to landscape as needed
Terminology
The following terminology has been selected for use within this template and is considered to
be appropriate for all phases, trial populations, and therapeutic areas
* Because the scope of this protocol template is focused on interventional clinical trials,
the term clinical trials is used rather than clinical studies when referring to
interventional clinical trials
= Participant is used rather than subject, healthy volunteer, or patient when referring to
an individual who has consented to participate in the clinical trial. Patient or individual is
used to distinguish the population represented by the trial participants, when
necessary.
e Trial intervention refers to any therapeutic, prophylactic, or diagnostic agent including
pharmaceuticals, biologics, vaccines, cell or gene therapy products (when applicable),

reamble to the ToC

0]

0]

0]

Conventions

General header &

structure guidance

Explanation of terms
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(%) ICH M11 Technical Specification
) !CH for be heait

The Tech Specification includes (1/2)

Business
requirements and
common structured
protocol content
components — the
data and metadata.

Technical
Spec

An open, non-
proprietary standard for
electronic exchange
enables development of
interoperable electronic
tools to facilitate
exchange, review, and
execution of protocols.

02 Conformance, cardinality, and
other technical attributes that
enable the electronic exchange
of protocol content.

22
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ICH M11 Technical Specification

ICH
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The Tech Specification includes (2/2)

Detailed descriptions of the
structured content components

Specific data fields
Blocks of text-based content
Other defining attributes

Business rules as established
In the Template

Overall Rules
Term (Variable) Overall rules
Data Type Text
Topic, Value or H
Header
Definition
User Guidance
Conformance Rules
Cardinality
Relationship content | All document

from ToC
representing the
protocol hierarchy

Relationship
(reference to high
level conceptual
model)

Value

REQUIRED Level 1 and Level 2 headings

Business rules

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

Duplicate field in
other sections
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@
YCicH M11-M2 Technical Development Process

Guideline
- °*Models support exchange and storage of information (Data and Content)
Protocol
Template Content Describes how content is structured, sequenced
_ Model and related.
“Basis of
D Reqw’r,ements Usage: Machine-friendly specification for content
Sheet
Basis of ~
Requirements | | |
. XML
.. = Conceptual \ } Logical Schema/SDO
Model Y Model \ Y Development**
] Describes how Describes how
i L Example
Tec_h_nlcgl Ees.crlbes how . Entities are (Messgge information can
Specification usiness concepts related, includes Exchange) be read
are related to details like how Usage:
—_— entities entities are Information
(Future conceptually at connected, which Exchange and
it etc.
DRAFT
Technical \ l
Implementation Y
Guide -

*example
HL7 Vulcan/CDISC



ICH Artefacts Models

harmonisation for better heaith

Basis Of Requirements+ :
Technical Controlled Terminology+ Logical &
Specifications Code list Conceptual

A B G D E F 6 H
OVera" Rules Field Identification

Term (Variable) Overall rules .’ ) o =| i = HEADER Element = | FIELD NAME

Data Type Text IcH Yes Al Protocol Ful Tile Protocol itle Text

Topic, Value or H IcH A2 Sponsor Confidentiality Statement Sponsor Confidentiality Statement Text

Header ICH Yes A3 Protacol Number Protocol Number Text

Definition cH Ad Version Version Number [N

User Guidance ICH AS Amendment Number Amendment Number Number [N

Conformance RU | os ICH A6l Amendment Scope Amendment Scope Pick List

Cardinality IcH A62 Country/Region Identifier et W

Reltonship conert | Al decumert o b et s Content Model Example - Protocol

from ToC - [ - T - ] - compoundName(s) = = = =

representing the ICH [ Compound Namels) Nonproprietary Name Text

protocol hierarchy IcH ATR2 Proprietary Name Text

Relatinnship IcH AT13 Additional Proprietary Name Text . . . . i
(referenc o high =l e i z 5 s L il = The content model identifies each piece of content and defines relationships
level conceptual 5] yes A81 Tria Phase Trial Phase 1|picklist [N . . . . .
model) (hierarchy) to enable information exchange at different levels of granularity.
Value REQUIRED Level 1 and Level 2 headings

Business rules Value Allowed: Yes

Relationship: n/a
Concept: n/a ] A82 Desrptonaf T Pase Ot ot ——TTT
Duplicate field in
other sections

TABLES
FIGURES

SECTION

HONS | £oews  RaLEs

COMPONENT

35
Outa

VARIABLES
-
PICKLISTS
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Guideline &

YCIcH

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

ICH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED
PROTOCOL

(CESHARP)

RMONISED

M1

Draft versian

Sepacnibe

under publes consulta

Template

rtefacts

o Foreword

01 Template Revision History

Date [ Description of Revision | Technical Specification
To be det L intis templote. ]

0.2 intended Use of Template

purpose of this document is to serve a5 a technical representation of the ICH M11
m 4 ) is to be aligned with the

g5, vaccines, and drug/
1= sutable for all phas
lines and IS0 14155 were
nable modification suitable

within this

version of the Tec! pecification do not have a
nality, Definition, Relationship to Conceptual Model) and shall
be included in 2 new version of the TS as the work within the ICH M11 EWG progresses
through the ICH Step process

detalls and conventions related to

Appendi 1: Detailed Descriptions of Information Components
cument Overall Rules

Term (Variabie] Guarall oles

Topic, Value of M
Black Times New Roman font | Text that shoukd appear in al Heater

Definion

Toxt that provides instructions, but User Guidance

AR, fae) Scumantl which should not appear in a final Conformance Fales
ocol

Cardinality

Relationship contenl | Al document

representing the

Technical Specification

Varisbis text Relationship
: (reforence to high
fevel conceptual
Value REQUIRED Level 1 and Level 2 Headings
Business rules Value Allovred: Yes
Relationship: n/a
Frelds (square brackets] ackets with grey shading " Concept: n/a
prevailing typeface with grey ndicate variable text modelled a5 3
shading Dupiicate fieid in
other sections

o 0
=
e e ]

* Technical Implementation Guides may be needed for various use cases

Electronic Document
Human Readable Form

Machine-
Readable
Form

FHIR Profiles

Styleshee
]

Per ICH Regional
Requirements
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’. ICH ICH Management Committee decision (18 April 2023)

Joint international collaboration on ICH M11 CeSharP

°* HL 7 Vulcan ( )and CDISC ( ) are announcing
a project that will deliver an electronic exchange standard for the ICH M11 Clinical electronic
Structured Harmonised Protocol (CeSharP).

* HL 7 is a not-for-profit organization focused on providing standards for the exchange,
Integration, sharing and retrieval of health information.

* CDISC s a nonprofit standards development organization that develops standards that support
acquisition, exchange, submission, and archive of biopharmaceutical data.

* The International Council for Harmonisation of Technical Requirements for Pharmaceuticals for
Human Use (ICH) ( ) is unique in bringing together the regulatory authorities
and pharmaceutical industry to discuss scientific and technical aspects of pharmaceuticals and
develop ICH Guidelines.

°* M11’s deliverables include a guideline, a clinical protocol template, and an electronic exchange
standard


https://hl7vulcan.org/
https://www.cdisc.org/about
https://www.ich.org/

X

ICH

harmonisation for better heaith

Controlled terminology,
codelists, content
nomenclature.

CDISC M2/M11 potential engagement

Define Contentmodelto
representcontentagnostic

of exchangestandard.

Determineconformance
rules for M11 model.

Collaboratewith ICH M2/M11on
04 defining mappings between M11model
and CDISC Standards and Artifacts.

Jointprojectwith Vulcan FHIR
acceleratorto deliver an

electronic exchange standard
for the ICHM11.

29



). ICH HL7 FHIR ACCELERATOR™ Program

/) HL7 FHIR

FHIR Accelerators /| What —

* Designedto assist communities and collaborative groups across the global health =
care spectrumin the creation and adoption of high quality FHIR IGs and other @ CodeX
standard artifacts to move toward the realization of global health data interoperability.

DA vwm@

"ML/ |

* HL7 help convene and work with communities and implementers with an interest in
using FHIR to address common use cases.

FAST
* HL7's Accelerators help such communities initiate and efficiently navigate throughthe — %s53
standards development process by providing:
o  Guidance on how to navigate and work with HL7 work groups, product families and project teams. ggg)gggy

o Basic team collaboration infrastructure tools.
o Arange of other optional support services for Accelerator groups based on their own needs, ranging
from self-service guidelines, to contracted project and/or financial management, contracting with H FLIOS

SMEs, and other project and infrastructure services
VULCAN

AHLY

Ref: https://mww.hl7.org/about/fhir-accelerator/



https://www.hl7.org/about/fhir-accelerator/

VULCAN Vision statement

harmonisation for better heaith

)’ ICH

VULCAN

Why Vulcan?

Fully integrate research into the delivery of healthcare by streamlining data
collection and exchange into a singular process.

» Collaborating with the international research community to align clinical data and
clinical research data at the point of collection.
» Developing out the HL7 FHIR standard to support the bidirectional flow of data.

How will we accomplish this? FHIR
* Bridge existing gaps
» Strategically connect industry collaborations

* Maximize collective resources Clinical ] !
» Deliver integrated tools and solutions Care ———T o o

31
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o
’ ICH The Convening Members of Vulcan

Represent a Wide Variety of Expertise

W

H L7 LAGEMIDDELSTYRELSEN
DAMISH MEDICINES AGEMCY

International

P e e e ]

’ ~ \
/ \
| standards Development Government Agencies |
: Organizations I
|
| [
: ;' HL7 Accelerator i I
» TransCelerate | ~ Program: Project Patients :
BIOPHARMA INC. I Vulcan |
| [
; Technology Vendors e e Research Academia I‘

S v’

T EE D D D I SN BN EEE EEE EEE EEE EEE EEE EEE EEE EEE EEE EEE EEN BN BN EEE EEE BN BN BN BN BN B S .

Society for Clinical Dato Manogement _ _
DATA DRIVEM U.S. National Library
of Medicine

VULCAN

MNational Center
for Advancing
Translational Sciences

32
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o
’ ICH Vulcan Projects (as of March 2023)

VULCAN

Project Objectives

Schedule of Activities (S0A) Representthe schedule of activities in FHIR from a
spreadsheet. Enable the consistentdescription, timing and
identification of each activity in a study

Vulcan Lead

Mike Ward (TransCelerate)
GeoffLow (PHUSE)

Scott Gordon (FDA)
[Open Position]

Real World Data (RWD) Extract data from EHRs in a standardized formatto support
clinical research and especially submissionto Regulators

Phenotypic Data To increase the availability of high-quality standardized
phenotypic information for genomic researchand genomic
medicine.

AnitaWalden (University of
Colorado Anshutz)

Shahim Essaid (University of
Colorado Anschutz)

Electronic ProductInformation Define a common structure for productinformation

Craig Anderson (Pfizer)

(ePl) (monographs) that supports cross-borderexchange ofdata  Catherine Chronaki (Secretary
for patients General at HL7 Europe)

Adverse Events (AE) Supportstandardizing the reporting and format of an Michelle Casagni (MITRE)
adverse event. Improve the maturity of the relevant FHIR Ed Millikan (FDA)
resources

FHIR to OMOP Supportthe developmentof FHIR to OMOP data transfer for DaveraGabriel (Johns Hopkins)

better analysis of clinical data for research

Catherine Diederich (Duke)

NEW: Vulcan SC meeting (19 Apr 2023): announcement of the ICH MC decision on a joint ICH M2/M11, HL7
Vulcan, and CDISC collaboration project to deliver an electronic exchange standard for the ICH M11 Clinical

electronic Structured Harmonised Protocol (CeSharP).
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”

DDF (CDISC/TransCelerate)

https://www.cdisc.org/ddf

https://build.fhir.org/

https://hl7vulcan.org/)

~ Stay tuned!

Basis of
Requirements

CDISC/HL7/1SO BRIDG

https://bridgmodel.nci.nih.qov/

34


https://bridgmodel.nci.nih.gov/
https://hl7vulcan.org/

@
’C'CmHm Terminology in the Context

Information levels

EGYPT ITALY GREECE
Be patient What exactly That’s just
you mean? perfect
Never underestimate the importance »
of local knowledge. 01 statistcs
HSBC €» Werner Gitt (2006), In the
Beginning Was Information
(adapted)

35
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Thank You!
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