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Disclaimer

* The views and opinions expressed in this presentation
are those of the author(s) and do not necessatrily reflect
the official policy or position of CDISC.

* The views and opinions expressed in the following slides
are those of the individual presenter and should not be
attributed to the company the presenter works for, nor
the associations the presenter is affiliated with.

* The individual presenter has no financial relationship or
conflict of interest relevant to this presentation or any real
or apparent conflicts of interest to report.
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Objective

* Understand key ISF-only components and how
they differ from the TMF, plus structure updates
to prepare for ISF adoption.

« Update on ISF Initiative from the CDISC
subteam.

* Hear the Site Perspective

* Plans for TMF SM V1 and ISF Version 2.0.
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TMF vs. ISF

Site-owned

Proves what happened
locally

Daily operational
use/execution

Sponsor-owned

Proves what
happened globally

Oversight and
submission

Distinct but
Connected




Why CDISC Created the ISF RM

cOo

Why the ISF
Reference

Model Matters

J

No prior site
standard
existed

ISC.

Inconsistent
filing increased
risk

ISF RM V1
aligns to TMF
RMv3.3.1




cdisc

Overlap without Duplication

Shared AFCESEE. Art'fa‘fts 5, Sponsor Oversight ~\
Shared Expectations

Some artifacts
Shared

Some site-only
by design

ISF

Site Execution

Same standards. Different owners. One inspection story.




ISF RM Release 1.0 - Overview

ISF Structure Overview

The ISF Zone Map visually represents the ISF Zone Combined #/Name
. ISF_01_Planningand Procedures
14 zones of the ISF structure, supporting ISF_02_Study Library

ISF_03 Participant Materials
ISF_04_Regulatory Submissions

ISF 05 IRBor|EC

ISF 06_Other Committees

ISF_07_Site Documentation

ISF 08 _IPor Device Documentation
ISF_ 09 Trial Supply Documentation
ISF_10_Testing Facility Documentation
ISF_11_Monitoring Logs and Reports
ISF_12_Safety Bvents, Logs, and Reports

14 zones cover various documentation T2 Sudyandjor Partcipant Dataand Logs
ISF_14_Correspondence and Notes toFile

categories such as planning, regulatory, Grand Total
and site materials.

comprehensive trial management.
Available now as an Excel File with columns
A-L.

Structured ISF Zones

126 Artifacts
e 89 Core
e 37 Recommended

cdisc

- Count of ISF Artifact Type
23
12
7
3
7
3
21
16



ISF RM Release 1.0 - Overview

A B C D E F G H
1 IISFZnneGnmhined #Name ISF Zone Number ISF Zone Name ISF Section Combined #/Name ISF Section Number ISF Section Name ISF Artifact Combined #/Name ISF Artifact Number ISF Artifact Type
2 |I1SF_01_Planning and Procedures IZF_01 Planning and Procedures I5F_01.071_ISF Plan ISF_01.01 I5F Plan I5F_01.01.01_ISF/el5F Index I5F_01.01.01 |SF/elSF Index
3 |ISF_01_Planningand Procedures ISF_01 Planning and Procedures I5F_01.02_Feasibility ISF_01.02 Feasibility I5F_01.02.01_Feasibility Documentation ISF_01.02.01 Feasibility Decumentaticn
4 |ISF_01_Planningand Procedures ISF_01 Planning and Procedures ISF_01.03_Site Selection and Activation |I5F_01.03 Site Selection and Activation ISF_01.03.01_Site Activation Document ISF_01.03.01 Site Activation Document
5 |ISF_01_Planningand Procedures ISF_01 Planning and Procedures ISF_01.04_Recruitment ISF_01.04 Recruitment ISF_01.04.01_Recruitment Plan ISF_01.04.01 Recruitment Plan
6 |ISF_01_Planning and Procedures ISF_E‘} Planning and Procedures I5F_01.05_Guidance Documentaticn I5F_01.05 Guidance Documentation I5F_01.05.01_Informed Consent Plan I5F_01.05.01 Informed Censent Plan
ISF_01.05.02_IP or Device Instructions for

7 |ISF_01_Planning and Procedures IZF_01 Planning and Procedures I5F_01.05_Guidance Documentaticn I5F_01.05 Guidance Documentation Handling I5F_01.05.02 IP or Device Instructions for Handli
8 |ISF_01_Planningand Procedures ISF_01 Planning and Procedures ISF_011.05_Guidance Documentaticn ISF_01.05 Guidance Documentaticn ISF_01.05.03_IP or Device Labeling Plan ISF_01.05.03 IP or Device Labeling Plan
S |ISF_01_Planningand Procedures ISF_01 Planning and Procedures ISF_01.05_Guidance Documentaticn ISF_01.05 Guidance Documentaticn ISF_01.05.04_IP or Device Transfer Documentation |ISF_01.05.04 IP or Device Transfer Documentaticn
10 |1SF_01_Planning and Procedures IZF_01 Planning and Procedures I5F_01.05_Guidance Documentaticn I5F_01.05 Guidance Documentation |I5F_01.05.05_IP or Device Recall Plan I5F_01.05.05 IP or Device Recall Plan
11 |ISF_01_Planning and Procedures ISF_01 Planning and Procedures ISF_01.05_Guidance Documentaticn ISF_01.05 Guidance Documentaticn ISF_01.05.06_Unblinding Plan ISF_01.05.06 Unblinding Plan
12 |1SF_01_Planning and Procedures IZF_01 Planning and Procedures I5F_01.05_Guidance Documentaticn I5F_01.05 Guidance Documentation |I5F_01.05.07_IRT User Manual I5F_01.05.07 IRT User Manual
13 |1SF_01_Planning and Procedures IZF_01 Planning and Procedures I5F_01.05_Guidance Documentaticn I5F_01.05 Guidance Documentation |15F_01.05.08_Trial Supply Plan I5F_01.05.08 Trial Supply Plan
14 |1SF_01_Planning and Procedures IZF_01 Planning and Procedures I5F_01.05_Guidance Documentaticn I5F_01.05 Guidance Documentation |15F_01.05.08_Operaticnal Procedure Manual I5F_01.05.09 Operaticnal Precedure Manual
15 |1SF_01_Planning and Procedures IZF_01 Planning and Procedures I5F_01.05_Guidance Documentaticn I5F_01.05 Guidance Documentation I5F_01.05.10_Other Plan I5F_01.05.10 Other Plan
16 |ISF_01_Planning and Procedures I15F_01 Planning and Procedures |SF_01.05_Guidance Documentaticn I1SF_01.05 Guidance Documentaticn I5F_01.05.11_Safety Manual I1SF_01.05.11 Safety Manual
17 |ISF_01_Planning and Procedures ISF_01 Planning and Procedures |SF_01.05_Guidance Documentaticn I1SF_01.05 Guidance Documentaticn I5F_01.05.12_Site Policies or Procedures I5F_01.05.12 Site Policies or Procedures
18 |1SF_01_Planning and Procedures IZF_01 Planning and Procedures I5F_01.05_Guidance Documentaticn I5F_01.05 Guidance Documentation I5F_01.05.12_Site Policies or Procedures I5F_01.05.12 Site Policies or Procedures
15 |1SF_01_Planning and Procedures IZF_01 Planning and Procedures I5F_01.05_Guidance Documentaticn I5F_01.05 Guidance Documentation I5F_01.05.13_Manual I5F_01.05.13 Manual
20 |1SF_01_Planning and Procedures ISF_01 Planning and Procedures ISF_01.05_Guidance Decumentaticn ISF_01.05 Guidance Documentaticn ISF_01.05.14_Source Data Agreement ISF_01.05.14 Source Data Agreement
21 |1SF_01_Planning and Procedures I15F_01 Planning and Procedures |SF_01.05_Guidance Documentaticn I1SF_01.05 Guidance Documentaticn ISF_01.05.15_Data Entry Guideline I15F_01.05.15 Diata Entry Guideline

IeE 01 Dlannind and Draradurac IZF N1 NE Zoidanca Nacomantatinn ITFE N1 NE fuidanca Narnmantatinn IZE N1 NE 18 Camnla Maca Dannrt :ml Saved to this PC l1 nE 18 Samnla Maca Danart Earm

cdisc.




ISF RM Release 1.0 - Overview

=
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ISF RM Metadata (12 columns)
ISF Zone Combined #/Name
ISF Zone Number

ISF Zone Name

ISF Section Combined #Name
ISF Section Number

ISF Section Name

ISF Artifact Combined #/NamelSF
Artifact Number

ISF Artifact Type

ISF Subartifact Name

TMF Artifact Group

ISF Inclusion

FrAC~"IEMMOUO® P

10



ISF RM Release 1.0 - Overview

SUMMARY

Total ISF Artifacts 126
Artifacts with TMF Alignment (has TMF code) 113
Artifacts with No TMF Equivalent (n/a) 12
Artifacts with Varied TMF Mapping 2
Core Artifacts 86
Recommended Artifacts 40

NOTABLE NAMING & TERMINOLOGY DIFFERENCES

These items align conceptually but have namingor structural differences between ISFand TMF

ISF Section ISF Artifact Type TVF Artifact Group Key NamingDifference ISF Term Impact

ISF 01.03_Ste Selectionand Activation Ste Activation Document 05.02.17 IPSte Release Documentation | Different focus SteActivation TMF emphasizes IPrelease; ISF emphasizes site readiness
ISF_01.05_Guidance Documentation IPor Device LabelingPan 06.01.07 IPRe labelingDocumentation  |Pan vs Documentation LabelingRan ISF captures planning; TMF captures executed relabeling
ISF 01.05_Guidance Documentation Source Data Agreement 05.04.02 Source Data Verification Agreement vs Veerification Source Data Agreem|Different aspects of source data management

ISF 01.06_System Compliance Information System Compliance Document 10.04.03 Validation Documentation Compliance vs Validation System Compliance{ISF broader scope; TMF more technical

ISF 03.01_Participant Logs Participant Identification Log 05.04.10 Subject Identification Log Participant vs Subject Participant ISF uses modern inclusive terminology

ISF 03.01_Participant Logs Participant Log 05.04.01 Subject Log Participant vs Subject Participant ISF uses modern inclusive terminology

ISF 03.02_Participant Consent Sgned ICF 05.04.11 Source Data ICF vs Source Data Sgned ICF TMF classifies consent as source data

ISF_03.03_Blank Forms Blank ICF 02.02.03 Informed Consent Form Blank vs Template Blank ICF ISF specifies blank version explicitly

ISF 03.03 Blank Forms Participant Reported Outcome Data  {02.02.01 Subject Diary PROvs Diary PROData ISF uses broader PRO terminology

ISF 07.07_Ste TrainingBvidence Ste Bvidence of Training 05.02.03 Ste Bvidence of Training No difference Same Good alignment example

COISC.

11
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The Site Perspective

Vincenzo Mercurio, PhD

1. ISF experience :
a. # of trials/studies
b. Variations in ISF structure experienced
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The Site Perspective

Vincenzo Mercurio, PhD

c. Usage of Paper vs. Electronic ISF
d. Challenges today
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The Site Perspective

Vincenzo Mercurio, PhD

2. What happens when you are:
a. Audited (internal/external)?
b. Inspected?

3. What are your expectations for the future?
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Ask the Audience

What can you do now at your

organization for site adoption
of ISF RM?
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What can you do now at your
organization for site adoption of ISF

RM?

1.
2.

3.

s

Get familiar with the ISF structure now

Consider adopting ISF RM V1 provisional as part of your
TMF Index today!

Engage with sites! Ask them their opinion!

Pilot usage of the ISF RM on a few small studies

Spread the word

From Guidance to
Practice




ISF RM V1 Future

1.Launch of User Guide and a simple ISF Plan or
Checklist

2.More comprehensive training

3.ISF RM V2 planned to be released with TMF
Standard Model V1 in early 2027

4.0ngoing engagement with elSF vendors as part of
TMF SM V1 vendor workstream
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Key Takeaways

The ISF RM makes
structure a Site
reality

 TMF + ISF alignment reduces inspection
findings without adding burden

 Clear ownership and proportional
documentation are the path to inspection
readiness

* Use it, give feedback, and help shape ISF RM
v2.0
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ISF RM V1 is located on the CDISC.org website

G © nips/meecdicorghnt

Go to the bottom of the page and click TMF Resources and select
Investigator Site File - ISF

Standardized Records.
Seamless Compliance.

TMF Resources
L

: TMF Steering Committee Change Requests TMF Forum TMF Training TMF Resources
hanging the

Guides Surveys TMF Plan eMail Communications Quality and Inspections Metrics eI MF Selection Real World Studies

Trial Master File (TMF) is the gold dard for or ing, and
essential documentation underpinning every clinical trial.

General Meeting Slides Paper Destruction Framework Date Conventions Milestones and Events Risk Linkedin Group

Investigator Site File (ISF) Reference Model
Version 1.0 (Provisional)
About the ISF

Exchange Mechanism Specification Investigator Site File - ISF

For many years, sponsors have relied on a harmonized framework for organizing and maintaining study related documentation: the Trial Master File (TMF) Reference Model. This
reference model has driven efficiency, consistency, and trandparency across the sponsor landscape. Investigator sites, however, have historically lacked an industry recognized
reference model, resulting in inconsistent document organization and inefficient translation of site files into sponsor TMFs.

. . . . . .

« A harmonized Investigator Site File (SF) Reference Model addresses these challenges and delivers meaningful benefits to the clinical research industry, including Th e | S F Pa ge WI I | d | S p | ay Th e m o d e I | S ava | I a b I e Vi a a I ] n k at t h e b otto m
Clear guidance on required documentation through a consistent structure and standardized naming convention:

Support for maintaining complete, accurate, and current site documentation

Reduced duplication of effort by eliminating repeated submission of the same records of the page

Fewer misfiled documents through standardized file locations .

+ Reduced labeling errors due to consistent naming conventions

+ More efficient audits and inspections
« Simplified training and onboarding for site staff

To meet this need, CDISC has developed a provisional ISF Reference Model Version 1.0. This provisional reference model provides investigator sites with a clear and consistent
framework that defines where each document belongs, supports compliance with applicable regulations and guidelines, and promotes inspection readiness. At the same time,
it enables improved alignment between site ISFs and sponsor TMFs, contributing to more complete, current, and accurate Trial Master Files. Additionally, it enhances
communication across the industry by establishing a shared structure and common understanding among sites and sponsors.

The provisional ISF Reference Model Version 1.0 has been developed using the same methodology as the TMF Reference Model and is mapped to TMFRM v3.3.1. which affords
it common artifact names and numbers with the sponsor model. This provisinal version will be integrated as part of the new upcoming TMF Standard Model v1.0 and will be
available as a subset of this new standard. As part of the integration effort, CDISC Controlled Terminalogy will be developed for ISF content. Upan completion of this integration,
the status of the content in the Investigator Site File Reference Model Version 1.0 will move from provisional to final.

ISF Refe Model v1.0 (Provisional) Public Review Comments.xl:

TSF Reference Model Version 1.0 (Provisional) dsx |
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