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1. DDF and USDM: a primer and where are we today
2. Visualizing USDM — some concrete examples
3. Q&A — what could USDM mean for TMF




A Primer on DDF and USDM
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Retrospective

Protocol ‘Store’

Past Protocols o [ |
The storage of past ’_‘/_\
sponsor protocols in [
to support a variety ][]
of use cases such

as:

+ Therapeutic area specific
content

standard inclusion and
exclusion criteria.

Libraries of objectives,
endpoints and estimands
Asses the past to prevent
protocol amendments.
General search across the
liorary

Indiication of the areas of

the model that would be

used fo safisfy a given use
case. Informative

USDM in Action
Use Cases Supporting the DDF Vision

Use Cases

F

Protocol LIl :Deploy

Support the authoring ] | Deployment of the
of new protocols ] study across the
including complex )

studies such as Master,
Umbrella efc.

This would include analyzing
previous protocol information to
inform design choices (see
Protocol Store).

Writing associated SAP, Informed
Consent, Monitoring Plan, Drug
Plan etc via content reuse

Study Build =
Build of the study based ug
on the profocol | )
including all detailed  [I][ |
procedures and

assessments to allow
forimmediate

deployment.

Fea ity & Cost [

Support study feasibility D\_/
and complexity ]
evaluations. ||

Determine the cost of the study
including such items as vendor
and CRO costs and support the
laboratory RFP process

Regulatory =
Authority —
Approval for the

execution of the study [I[_]
including IND, CTA efc

and discussions with

regulatory authorities

Stakeholder Views L 1|
Tailored views for

stakeholders such as IRB (]
and ethic committees. [_J[__|

|

enterprise using the [
USDM fo support
electronic

configuration rather

than manual data entry
including Data collection
systems (incl. EDC), CTMS, IRT,
Data transmission specifications
and more

TMF
Linking the protocol to
the specification of

[
[

milestones and [}
essential documents

Data Collection |
Strategy [
Ensure all data that is [
needed for analysisis L]

collected. Remove
unnecessary

procedures & data collection to
reduce frial cost and patient
burden.

Trial Registries =
Registration of the study
with registries such as

CT.gov, CTIS efc.

I

Prospective

Study
Execution

Analysis &
Reporting

Regulatory
Submission

cdisc

Unified Study Definitions
Model (USDM)

Unstructured

Controlled Terms Content

Amendments
Support the ﬂ/_\
amendment process [
with the ability to (]
indicate the precise

changes o the user

community.

Ensure fewer
amendments (see
Protocol Store).

Subject Information L
Provision of improved
information to subjects
regarding study (]
execufion, improve
expectation

management.

|

Drug & Study
Materials HD
Assist in the planning |
and provision of study [
drug, materials and

supplies
Subject = |
Recruitment L
Support the [
identification of @

subjects o help
improve subject
recruitment to the
study. Help support EHR

[

Training

Provision of training
materials o those
involved in the study
including sites

o
om

-

[DaC

Site Support
Provision of tailored
information fo sites
regarding study
execution.

g

parficipation
identification.

Automation =
Provide a solid

foundation for the
automation of analysis [T

and reporting outputs
such as TLFs and CSRs.

Creation of ‘T'

domains. Auto

generation of data []
domains

ADaM

Use the protocol

[
stafistical metadata fo O]
assist in the derivation [

of analysis datasets

Statistical Analysis [
Plan

Use the protocol as the
initial source of the SAP []
to ensure consistency

with objectives,

endpoints, estimands

NOTE: The use cases presented are illustrative and the list is not intended to be exhaustive.
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Inclusion & w Amendments

Exclusion, |
Interventions & - - 9

Submission o [}
Preparation of the =
submission by the

sponsor =
Regulatory Review 1
Review of the 1
submission by the [

regulatory authority
and discussions /
questions with the
sponsor

]
Support the
comparison of data by [
amm or study design. R

Stafistical and Safety [
Review

Allow for the verification of
planned (protocol) data versus
actual (study data) captured
data

Across The Lifecycle

{ Dashboards
i The display of protocol
i related information

[Ce)

sourced from one or
more protocols in ways

{ which have not been

achievable before

Comparison
Compare and verify
differences across
versions and similar [
protocols

x|

Version 6, 16" April 2025. Prepared by D Iberson-Hurst for the TransCelerate ‘DDF in Action' day.
With thanks to Rob Ferendo (TransCelerate). il llis (Novartos), Jasmine Kestemont (Argenx). Kirsten Langendorf (d4k). Mary Lynn Mercado (Novartis), Lissa Morgan (Amgen). Johannes Ullander (d4k) and Peter Van Reusel (CDISC)

1 Study Designs,

Estimands,
Objectives Arms, Epochs
& Endpoints
Procedures,
' | Detailed Study Logic,
plofrigglictl Encounters
Concepts

Study Details

The overall studly, its various versions, identifiers
and associated governance. Also includes the
amendments made to the study

Study High Level Design
The single or set of study designs making up the
study detaling the epochs, arms etc:

Study Science

The detailed description of the study science:
the populations and the associated inclusion
and exclusion criteria, the indications being
studied, the inferventions being used and the
objectives, endpoints and the associated
estimands.

Detailed Study Logic
A precise definition of the study logic including
support for the Schedule of Activities.

Unstructured Content

The ability fo support one or more document
presentations of the USDM content including
the ICH M11 protocol template, sponsor
templates and other documents.

Procedures and Biomedical Concepts

The detail around the procedures and
observations to be performed as part of the
detailed study designs.

Controlled Terms

The controlled terminology needed to define
the semantics within the model. Managed in
the same manner as all CDISC CT and aligned
with the M11 template standard.
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USDM in Action
Use Cases Supporting the DDF Vision

Use Cases

Prospective

Study Analysis & Regulatory

cdisc

Unified Study Definitions
Model (USDM)

Controlled Terms Unsicieec

. . Content
Execution Reporting Submission
11 ! Protocol L1 :Deploy | {Amendments | | Automation [l | i{Submission = II alona! == 'L'“"" £
[0 | | support the authoring 1 | Deployment of the 1 | support the [ | | Provide a solid B8 | Preparation of the = nciusion || Amendments
[ || of new protocols [ study across the ] | amendment process [ | submission by the [ Exclusion, | B
L1 | including complex (] enterprise using the (] with the abi > ] sponsor | | Interventions & |~ — <
studies such as Master, USDM to support indicetr T
Umbrella etc. electronic - Eshin8inds 5
i H " = sl il Study Designs,
configuration rather m latory Review [ - 2
This would include analyzing than manual data entry ems ( N Cl . E D C ) . CTMS ’ | RT/ "‘,’e ol Objectives Arms, Epochs
previous protocol information fo | including Data colleci{ 8. B T N he I & Endpoints
inform design choices (see ssems (nclenc” + DOQTA transmMission spec|f|cgf|ons o -
Protocol Store). H
and more H Procedures,
Writing associated SAP, Informed an d ore Blomadidal Dem":d s'\":Y Logic,
Consent, Monitoring Plan, Drug Y, A Concepi® ncounters

Plan efc via content reuse.

Study Build =
Build of the study based ug
on the profocol | )
including all detailed  [I][ |
procedures and
assessments to allow
forimmediate
deployment.

Feasibility & Cost [
Support study feasibility [
and complexity —

evaluations =]

Determine the cost of the study
including such items as vendor
and CRO costs and support the
laboratory RFP process

Regulatory =
Authority —
Approval for the

execution of the study [I[_]
including IND, CTA efc

and discussions with

regulatory authorities

Stakeholder Views L 1|
Tailored views for [
stakeholders such as IRB (]
and ethic committees. [_J[__|

TMF
Linking the protocol to
the specification of
milestones and
essential documents

Data Collection
Strategy

Ensure all data that is
ooded for analysis is =

including sites

Site Support
Provision of tailored
information fo sites
regarding study
execution.

profocols

NOTE: The use cases presented are illustrative and the list is not intended to be exhaustive.

Version 6, 16" April 2025. Prepared by D Iberson-Hurst for the TransCelerate ‘DDF in Action’ day.

Study Details

The overall studly, its various versions, identifiers
and associated governance. Also includes the
amendments made to the study

Study High Level Design
The single or set of study designs making up the
study detaling the epochs, arms etc:

Study Science
The detailed description of the study science:
the populations and the associated inclusion
and exclusion criteria, the indications being
studied, the inferventions being used and the
objectives, endpoints and the associated
estimands.

Detailed Study Logic
A precise definition of the study logic including
support for the Schedule of Activities.

Unstructured Content

The ability fo support one or more document
presentations of the USDM content including
the ICH M11 protocol template, sponsor
templates and other documents.

Procedures and Biomedical Concepts

The detail around the procedures and
observations to be performed as part of the
detailed study designs.

Controlled Terms
The controlled terminology needed to define
the semantics within the model. Managed in
the same manner as all CDISC CT and aligned
with the M11 template standard.
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ICH M11 Updated Draft Release

QR Code for ICH WG

v MNEWG

MT11 Clinical electronic Structured Harmonised Protocol (CeSHarP)

Clinical electronic Structured Harmonised Protocol (CeSHarP)

This topic was endorsed by the ICH Management Committee in November
2018. This new guideline is proposed to provide comprehensive clinical
protocol organisation with standardised content, with:

* ATemplate which presents the format and structure of the protocol,
including the table of contents, common headers, and contents;

+ A Technical Specification which presents the conformance, cardinality,
and other technical attributes that enable the interoperable electronic
exchange of protocol content.

The Technical Specification document and Template had reached Step 2b
on 27 September 2022 and entered public consultation. They have been
updated by the M11 EWG following the comments received. The Technical
Specification is now being submitted for a second round of public
consultations, and the Template is provided as a support to the
consultation.

Rapporteur: Dr. Ronald Fitzmartin (FDA, United States)

Regulatory Chair: Dr. Noemie Manent (EC, Europe)

Date of Step 2b: 13 March 2025

Status: Step 3

Public consultation dates:

ANVISA, Brazil - Deadline for comments by 6 March 2023

EC, Europe - Deadline for comments by 26 February 2023

FDA, United States - Deadline for comments by 21 February 2023
HSA, Singapore - Deadline for comments by 28 February 2023

Health Canada, Canada - Deadline for comments by 17 February 2023
MHLW/PMDA, Japan - Deadline for comments by 17 March 2023
NMPA, China - Deadline for comments by 15 March 2023

SFDA, Saudi Arabia - Deadline for comments by 15 February 2023
Swissmedic, Switzerland - Deadline for comments by 26 February 2023

TFDA, Chinese Taipei - Deadline for comments by 28 February 2023

Guideline

| M1l Updated Template

a

M Updated Technical
Specification

Endorsed Documents

@E| MTI Concept Paper
98| MTI Business Plan

2 M1 Work Plan

WG Presentations /
Trainings
@2 M1 Step 2 Presentation

WG list

ICH M11 Template

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

ICH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED HARM!
PROTOCOL

(CESHARP)

M11 TEMPLATE

NOT FOR COMMENT — FOR REFERENCE ONLY

Updated Step 2 Draft

13 March 2025

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 o the regulatory authorities of the
ICH regions for internal and external consultation, according to national or regional procedures.

#ClearDataClearlmpact
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Structured v Unstructured

The order of the title page elements should be p. u Ctu red ]

Sponsor
Confidentiality
Statement:

Full Title:

Trial Acronym:

Sponsor Protocol
Identifier:

Original Protocol:

Version Number:

Version Date:

{Amendment
Identifier: }

<Enter Sponsor Confidentiality Statement>

Insert the Sponsor’s confidentiality statement, if applicable,
otherwise delete.

<Enter Full Title>

The protocol should have a descriptive title that identifies the
scientific aspects of the trial sufficiently to ensure it is
immediately evident what the trial is investigating and on
whom, and to allow retrieval from literature or internet
searches.

<Enter Trial Acronym>

Acronym or abbreviation used publicly to identify the clinical
trial. Delete this line from the table if not applicable.

<Enter Sponsor Protocol Identifier>

A unique alphanumeric identifier for the trial, designated by the
Sponsor.

[Original Protocol Indicator]

<Enter Version Number>

For use by the Sponsor at their discretion.

<Enter Version Date>

For use by the Sponsor at their discretion.

{[Amendment Identifier|}

Enter the amendment identifier (e.g., amendment number). If
this is the original instance of the protocol, delete the row or
enter "Not applicable".

If the trial allows for some investigators or u Ctu re d 107

allow them to adjust investigational trial intervention), the means of maintaining the blinding
for other investigators or staff should be explained. Measures to prevent unblinding by
laboratory measurements or while performing study assessments, if used, should be described.

{<Enter Measures to Maintain Blinding>}
6.7.4  {Emergency Unblinding at the Site}

Describe the criteria for breaking the trial blind or participant code. Describe the circumstances
that would require breaking the blind, either for an individual participant or all participants, and
specify who will be responsible for this decision. Include the procedure for emergency
unblinding as well as documentation of unblinding. Indicate to whom the intentional and
unplanned unblinding should be reported.

{<Enter Emergency Unblinding at the Site>}
6.8  Investigational Trial Intervention Adherence

Describe the measures to monitor and document participants’ adherence with investigational
trial intervention (e.g., trial intervention accountability records, diary cards, or investigational
trial intervention concentration measurements).

List what documents are mandatory to complete (e.g., participant drug log) and what source
data/records will be used to document investigational trial intervention adherence.

<Enter Investigational Trial Intervention Adherence>
6.9  Description of Noninvestigational Trial Intervention

As stated in Section 6 Trial Intervention and Concomitant Therapy, noninvestigational
interventions are pre-specified products used in the trial but are not part of trial objectives and
hence, are not investigational trial interventions.

<Enter Description of Noninvestigational Trial Intervention>

6.9.1  {Background Trial Intervention}

Describe any background intervention(s), including administration and any conditions for use.
{<Enter Background Trial Interventions>}

6.9.2  {Rescue Therapy}

List all permitted rescue medications, treatments, and/or procedures, including any relevant
instructions on administration and any conditions of use.

If administration of rescue therapy leads to the temporary discontinuation of trial intervention
or a participant’s withdrawal from the trial, refer to Section 7 Participant Discontinuation of
Trial Intervention and Discontinuation or Withdrawal from Trial.

{<Enter Rescue Therapy>}

cdisec
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Visualizing the USDM

Some examples
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Sponsor Confidentiality
Statement

Full Title:

Trial Acronym:

Sponsor Protocol
Identifier:

Original Protocol:
Version Number:
Version Date:
Amendment Identifier:
Amendment Scope:
Compound Code(s):

Compound Name(s):

Trial Phase:

Short Title:

Sponsor Name and
Address:

Manufacturer Name and
Address:

Regulatory Agency
Identifier Number(s):

Sponsor Approv.

PRODUCTION - MULTIPLE

This clinical study is being sponsored globally by F. Hoffmann-La Roche Ltd of Basel,
Switzerland. However, it may be implemented in individual countries by Roche's local
affiliates, including Genentech, Inc. in the United States. The information contained in
this document, especially any unpublished data, is the property of F. Hoffmann-La
Roche Ltd (or under its control) and therefore is provided to you in confidence as an
investigator, potential investigator, or consultant, for review by you, your staff, and an
applicable Ethics Committee or Institutional Review Board. It is understood that this
information will not be disclosed to others without written authorization from Roche
except to the extent necessary to obtain informed consent from persons to whom the
drug may be administered.

A RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED, MULTICENTER A Phase | Randomized, Placebo-

STUDY TO EVALUATE THE SAFETY AND EFFICACY OF TOCILIZUMAB IN controlled Study to Assess the

PATIENTS WITH SEVERE COVID 19 PNEUMONIA Safety, Tolerability and
Pharmacokinetics of Multiple
Doses of ASP8062 with a Single
Dose of Morphine in Recreational
Opioid Using Participants

‘WA42380 8062-CL-2002

No No

3 1.1
2020-07-30

3 1.1

Global Local US

Tocilizumab (RO4877533) ASP8062

Phase III Trial Phase I Trial

Astellas Pharma
Northbrook, IL, 60062, United
States of America

F. Hoffmann-La Roche Ltd

EU CT Number: 2020-001154-22 IND Number: 148225 NCT Number: NCT04320615 IND 146215

2020-07-30

Proof of concept study
(multicenter, phase IT) on
the efficacy of the selective
TYK2 inhibitor
Deucravacitinib in Lichen
planus patients
(DEUCRALIP)
DEUCRALIP

DER-202201

No

2023-11-07

Global
L04AA56

Deucravacitinib SOTYKTU

Phase II Trial

DEUCRALIP

Rheinische Friedrich-
Wilhelms-Universitit Bonn
Bonn, D-53127

EU CT 2022-502991-21-00

2023-11-07

A Phase 3 Study of Nasal
Glucagon (LY900018)

& Demo Account (¥ Home (DHelp ¥ [ Logout

Use of structured USDM data to

compare M11 protocol content

RADVAX™: A Stratified
Phase I Trial of

Compared to I

F with

Glucagon for Treatment of
Insulin-induced
Hypoglycemia in Japanese
Patients with Diabetes
Mellitus

I8R-JE-IGBJ
No

()
2017-12-05

I8R-JE-IGBI(a)
Global
LY900018

Glucagon

Phase III Trial

A Phase 3 Study of Nasal
Glucagon (LY900018)
Compared to Intramuscular
Glucagon for Treatment of
Insulin-induced
Hypoglycemia in Japanese
Patients with Diabetes
Mellitus

Eli Lilly Japan K.K

On file with sponsor.

NCT03421379

2017-10-26

Hypofractionated
Radiotherapy in Patients
with Advanced and
Metastatic Cancers

IRB# 821403

2017-08-07
Unavailable

Unavailable

Pembroluzumab
RADVAXTm

Phase I Trial

RadVax™: Pembrolizumab
& Hypofractionated
Radiotherapy

University of Pennsylvania

UPCC# 40914 IRB# 821403

2015-02-03
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INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL REQUIREMENTS FOR
PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED GUIDELINE

Use of structured USDM data to

render M11 protocol document

Clinical electronic Structured Harmonised Protocol
(CeSHarP)
M11 Template DEUCRALIP Example

“Investigator Initiated”

Full Title: Proof of concept study (multicenter, phase IT) on the efficacy of the selective TYK2 inhibitor
Deucravacitinib in Lichen planus patients (DEUCRALIP)

Trial Acronym: DEUCRALIP

Sponsor Protocol Identifier: DER-202201

Original Protocol: No

Version Number: 3

Version Date: 07-NOV-2023
Amendment Identifier: 3
Amendment Scope: Global

'Y ) Compound Code(s): LO04AA56
Cd I$ Compound Name(s): Deucravacitinib 18

SOTYKTU
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RADVAX™: A Stratified Phase | Trial of Pembrolizumab with Hypofractionated Radiotherapy in Patients with Advanced and Metastatic

Cancers

Sponsor: University of Pennsylvania | Phase: Phase | Trial | Identifier: | Version:

Summary: Study Desi

Overall Design

gn

Key aspects of the design

Key aspects of the trial design are summarised below.

Trial Schema
Overall trial schema

M11 views in precisionFDA

Objectives, Endpoints, Estimands
Estimands, objectives and associated endpoints

Objective: To determine the safety of combining
Pembrolizumab with hypofractionated radiotherapy in

. tient ith ad d and tastati .
Intervention | Open Label | Population | With patients with acvanced anc melastatic cancets
Model: Type: disease _ Hypothesis: Pembrolizumab will be safe and well
;3’2:‘2';“_‘;.".:::::':: Po- tolerated in patients with advanced and metastatic
Contiol N/A Population | Metast J b l J J cancers when combined with hypofractionated
. ; T radiotherapy.
Type: Diagnosis Cancer 0 e |
or
e [ Biosamples and analysis ]
Condition: o
This is a Phase I cohort study of a fixed dose of
Pembrolizumab in combination with two distinct
Control N/A Population | Minim regimens of hypofractionated radiotherapy. There will
Description: Age: 18 yea be five groups of patient diagnoses: Schedule of Activities
of age The SoA for the stud
e Metastatic melanoma patients who have € SoAforthe study
progressed while on PD-1 or PDL-1therapy
Intervention | Cohort trial | Site Single » Metastatic NSCLC patients who have progressed
A 2 4 il b 2 VPR e O oy PRl o L ay s S )
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Schedule of Activities: Main Timeline SoA dISpIayed from USDM ready to be (
Description: This is the main timeline for the study design. | Main: True | Name: Main Timeline tl'ansmltted as FHIR message
Screening Treatment One Treatment Two Treatment Three Fo
Screening1 Screening2 Baseline Week2 Week4 Week6 Week8 Week8 Week12  Week12 Week16  Week16  Week20  Week20 Week 24 W
ScreenOne ScreenTwo Dose  Week2 Week4 Week6 Week8 WeekNPI Week12 Week12NPI Week 16 Week 16 NPl Week20 Week 20 NPI Week 24 W
-4..0 hours -3..3days -3.3days -3.3days -3..3days -4..4 days -4..4 days -4..4 days -4..4 days -3
Informed consent X
Inclusion and exclusion criteria X
Patient number assigned X
Demographics X
Hachinski Ischemic Scale X
MMSE X
Physical examination X
Medical history X
Habits X
Chest X-ray X
Apo E genotyping X
Patient randomised X
Vital Signs and Temperature X X X X X X X X X X X
Ambulatory ECG placed X
Ambulatory ECG removed X
ECG X X X X X X X X X
Placebo TTS test X
CT scan X
Concomitant medications X X X X X X X X X X
Hematology X X X X X X X X X
Chemistry X X X X X X X X X
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SoA displayed from Received FHIR SoA message N prog ram
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Q&A
What could USDM mean for TMF practices
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