Trial Master File
< Reference Model

General Meeting
19 March 2018




Agenda

» Welcome

» Steering Committee Update - Reminder to Vote!

» TMF RM Community

» ICH Update

» Implementation and User guide

» Change Control Board

» Exchange mechanism

» Other Subgroup activity update

» MHRA Data Integrity

» Upcoming industry mtgs

» If time allows, a presentation on TMF Management: “Engaging
People to be Part of the TMF Solution” by Lisa Mulcahy
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Steering Committee Update

» Voting for 3 vacancies closes EOB on Friday March 23
- Kristen Bretzius, PSI, USA (CRO)
- Kathie Clark, IQVIA, USA (Vendor)
- David lves, Vertex, USA (BioPharma)
- Russell Joyce, Heath Barrowcliff Consulting, UK (Consultant)

> Jackie Morrill, LMK Clinical Research Consulting, USA (Consultant)

» Voting open to groups.io members (active project team)
- Approx. 35% of eligible members have participated

» Final reminder from SurveyMonkey will be sent after this
meeting.... look out for your personal link
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TMF RM Community in numbers

» Project Team Members: 260
» Subscribers (join from website homepage): 712
» Discussion Board (Yahoo! Groups): 540
» Linkedln Group: 2,463

» Approx. 10 new subscribers join each month
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Why a TMF Reference Model?

» ICH GCP Section 8.2 -8.4

» “The minimum list of essential documents - those documents that individually
and collectively permit evaluation of the conduct of a trial and the quality of
the data produced. These documents serve to demonstrate the compliance of
the investigator, sponsor, and monitor with the standards of GCP and with all
applicable regulatory requirements.

» ICH GCP does not provide a comprehensive contents list for the TMF
- Examples of missing documentation:

- Electronic systems
- Data management and statistical methodology

- Safety monitoring
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Defining the TMF Reference Model

Supporting files e.g.
computer SDLC files; GMP
manufacturing files; vendor
selection files

Minimum list of essential

documents, as defined by Usually

ICH GCP, Chapter 8 considered
outside the
scope of the
TMF

_ The Trial Master File
Other trial-related

records that “permit
evaluation of the
conduct of the trial and
quality of data

produced” Other business records
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An ICH Opportunity!

» Invitation to present TMF Reference Model and Exchange
Mechanism to ICH M2 Expert working Group

» USA, Japan and EU

» What do we want from it??
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New User and Implementation Guides
Now Available

Trial Master File Reference Model

ome  Mews  Aboutthe TMF Referencemodsl © FAQs  EschengsMechanism ~  Besowrces  ComtactUs  Join ~ Feedbeck

TMEF Tools: Trial Master File

- TMF Reference Model User Guide: Introduction to the model, understanding its structure, and how to R Reference M Odel
use it (vi.0 Approved 16-March-2018) NEW

- TMF Reference Model Implementation Guidance: Provides a framework for implementing the model

FOLLOW BLOG VIA EMAIL

in your organization (vi.0 Approved 14-March-2018) NEW irrent Version of TMF Reference
el w0, Released d6-| 015, Exrel Spreadsheet e
[ Fouiow |

EDUCATIONAL OFFERINGS

TMEF Tools:

niroduction o the model, understanding s structure, and how to use

ce: Frovides a framewock for implementing the model in
NETW
suggested structure and cutline fora Trial Master File Plan (w10 Approved 13-

Clickon LINE to provide feedback on the TMF Plan NEW
| latest millestomes or events by wiich each artifact should be filed (1 SUESCRIBE
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https://tmfrefmodel.com/resources/
https://tmfrefmodel.com/resources/

New User Guide
Simple to use resource for introducing the TMF RM

Example pages below...

T(l ble Of C anenis 4.1 TMF Reference Model Workbook
The TMF RM is presented as a Microsoft Excel Workbook with content spiit into five difierent
1 ||'|‘tr'DdL.|l:'tiD|'| tO thE TMF Reference MO{'B| 4 spreadsheets. The TMF RM itself is found in the first spreadsheet.
1.1 Goal of TMF Reference Model 4 Pigure 1: Overview of the confendof e 308
1.2 History of TMF Reference Model 4 TMEIRsforenc elMoric] — yeren3o
1.3  How fo contribute to the TMF Reference Model 4
2 Introduction to the User Guide 5 -
TRIAL MASTER FILE 21  Goal of the User Guide 3 S S A NS N -
3 Structure of the TMF Reference Model 5 - / - =
REFERENCE MODEL 31 TMF Zones, Sections and Artifacts 5 e
311 Zones and Sections B N I s e
3.1.2  Arifacts 7 /
User Guide 4 Mavigating the TMF Reference Model Excel Spreadshest ] Late ['esavitor [ iorin iy [ o e
D 41 TMF Reference Model Workbook ] s Lo troctions and —
411  TMF Numbering — Zones, Section & Artifacts g ot %;“‘“E:E’im %%:«m L
412 TMF Descriptions — Alternative names, Definition & Sub-artifacts 10
413 TMF Inclusion — Core vs. Recommended 1" 4.1.3 TMF Inclusion — Core vs. Recommended
414 ICH Code and EDM RM Artifact 11
4.1.5  Unigue IO Number 12 The artifacts are labelled with the artifact inclusion recommendations as dictated by sither the
416 Sponsorfinvestigator Filing Accountability 12 E:Il}?::tigjii;?ri regulations, or by consensus of the TMF RM group (ONLY if applicable for the
17 Investigator Initiated Studies 13 - Core - meaning that if such a record exists, it must be in the TMF, or
418 Process Based Metadata 14 - [F:re;:;:l;:::;tiitei: ;Engoea%?ng; .:;r;j;aecti I:jg;s an'?'ItF have to be produced but if it is created
419  TMF (Filing) Levels 14
42  TMF Mark-up Tab 15
43  TMF Model Overview Tab 16 02 | Central Trasl Documents. 02,01 |Product and Trel 52,01 2 [Profocal &mendrent
4.4  Introductions and Glossary Tab 17 poeueen
4.5 Computer System Validation Tab 18
5 Navigate the TMF RM using filter and sort functions 19 Sl S SR e
5.1  Filtering the TMF Workbook 19
- i TRIAL MASTER FILE
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Implementation Guide

Provides a framework for implementing the TMF Reference Model

Example pages below...

5.2.9.2 Suggested Deliverables List
Check list | Deliverables/Documentation

4' T MF R M In] pl a1 E"ntatiﬂn P IroCess DvEl-View Mapping document that shows current vs. new dassification (keep these unless you plan

on re-filing all documents from closed studies)

Objectives: company TMF version control procedures and TMF harmonization mapping

Initiation Phase TMF RM Mapping TMF RM Implementation structure across all studies

_ _ _ 2P e ArHIRCH e YoUT TUnEHions| aress T dEtSImIng Who the roment quner

TRIAL MASTER FILE

REFERENCE MODEL . Objectives: Stakeholders Management Engagement

Business Case
Implementation Guide O !:’reparationflmplementat [[] Requirements Collections ~ [] Training Map the Artifacts to the systemjlocation in which they will reside.

ton Ch arter M . p . Pl Ph Objectives: TMF Master Model, study specific TMF Model, and transfer of essential

a in reparation ilot ase . . .
14-Mar-2018 D Process Adaptations D pping p D documentation collection duties
D Ma P pi ng Methods Update of internal 30Ps as appropriate
D TMF Management MOdE| Objectives: company QA platform maintenance and sustainability
Proposal D Metatdata

Project Update communication/newsletter to keep all stakeholders and potential users
up-to-date on the project status and timelines.

] Stakeholders Overview [[] Proposed TMF Mapping

Objectives: TMF Stakeholders Communication

l l l Training (including Work Instructions and tip sheets) for all users on classification,
changes made from last filing model and practices and impacted processes.

Objectives: company QA/TMF platform maintenance and sustainability
QUTCOMES

Transition plan between the previous Organization TMF Medel and the new ene. Plan for
migration of current studies, if applicable. Determine if some studies will remain in the

current structure based on timing, or other factors, and what studies will be migrated to
the new model.

Objectives: Change Management for TMF RM Implementation
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Steering Committee

Change Control Board

» Change Control Board Structure

15 members - no additional members needed
Kelley Robinson, Pfizer: Chair

Joanne Malia, Regeneron: Deputy Chair

Gift Chareka, UCSF: Exchange Team Liaison

> Eldin Rammell: Steering Committee Liaison

» Deliverables to Date
> Currently meeting once a month
> Change requests have been sent to Zone teams

- Eight recommendations have been submitted to the Steering Committee for
final review

- Submit requests here: https://tmfrefmodel.com/feedback

(0]

o

(e]

o

TRIAL MASTER FILE

T N—

REFERENCE MODEL



Change Control - Zones

» Role

> Groups of subject matter experts who are constituted to review proposed changes to the
TMF Reference Model and make recommendations to the Change Control Board on their
acceptance or rejection

» Zone Team Structure
- SMEs still needed for all zones

» Please consider joining a zone - time commitment is on average 1 hour a month
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Exchange mechanism update

« Exchange Mechanism
« XML standard to support data transfer between eTMF systems

« Comments received from both vendors and business reviewers

« Currently working on responding to comments and integrating changes

« Aim to submit updated version 0.4 to steering committee for ratification in April/May
« Aim to release version 1.0. of the eTMF-EMS in June

« Testing of the standard will happen after release of v1.0. and we may release a minor
update after the testing period

« Sponsors and CROs interested in testing version 0.4, please contact the EMS team by
submitting the form at
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https://tmfrefmodel.com/ems/

Activity Other Subgroups

Group Lead

Implementation toolkit / Upgrade User Guide Mike Czaplicki

Sub-artifacts Karin Schneider

Country specific artifacts Eleanor Hewes

Device Studies Melonie Warfel

J-GCP Sub group

Exchange Mechanism Paul Fenton / Elvin Thalund
Change Control Board Kelley Robinson / Joanne Malia
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Data Integrity

» Final guidance on GxP data integrity requirements published
by MHRA (March 1)

> https://www.gov.uk/government/publications/guidance-on-gxp-data-integrity
» Based on ALCOA principles - provides additional detailed
guidance on interpretation

» Not a one-size-fits-all approach e.q.
- DIRA - data integrity risk assessment

» Data integrity by design - start at design/procurement
» Helpful definitions, incl. ‘true copy’ and ‘audit trails’
» Data migration and retention, incl. obsolescence
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Frame for the Destruction of Paper
Review and Update Project

» Kicked off with a Full Team Meeting on 1 March 2018.

» 8 Sub-teams: Project, Survey, Regulatory, Records Manage-
ment, Quality, Technology, Legal, and Implementation Toolkit

- 68 members to date - @ 2 from TMF perspective. Not too late to join!
Contact Lisa Mulcahy to be part of the project at
mulcahyconsulting@comcast.net

Call for Volunteers January — February 2018
Project Kick-off March 1 2018

Survey Team February — March 2018
Topic Team Activities March - September 2018

, Implementation Team April/May — October 2018 TRIAL MASTER FILE
Presentation of Results October 2018 — February 2019 I ' \o ll
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TMF Management - Related Presentation

» If there is time...

Engaging People to be
Part of the|TMF|Solution

Lisa Mulcahy, Mulcahy Consulting, LLC

mulcahyconsulting@comcast.net

TMF RM General Meeting — 19 MARCH 2018
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eTMF Conferences coming up

» Health Sciences Records & Archives Association Conference,
Brighton, UK, April 201 8 (formerly Scientific Archivists Group)

» EXL TMF Institute, Boston, July 11-12, 2018

» IQPC, TMF and Inspection Readiness, 24th to 27t September,
Amsterdam

» EXL TMF Summit, London, 15t to 17t October

» DIA Clinical and Regulatory Operational Excellence, Barcelona, 28th
to 29t November 2018, Abstracts are open.
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http://tmfsummit.com/institute
https://trialmasterfile.iqpc.co.uk/
http://tmfsummit.com/europe
http://www.diaglobal.org/en/conference-listing/meetings/2018/11/edm-2018-clinical-and-regulatory-operational-excellence-forum

TMF RM General Meetings

» 14-May

» Add to your calendar NOW or download the calendar file (.ics
file) when you receive the meeting notification from
MailChimp

» Outlook Meeting Request no longer distributed
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QUESTIONS?

Join the TMF Reference Model Yahoo! Discussion Group
https://groups.yahoo.com/neo/groups/tmfrefmodel/info

« Knowledge sharing
« Networking
 Too Much Fun!

Join the TMF Reference Model Project Team
(but be prepared to work!)

http://tmfrefmodel.com/join
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https://groups.yahoo.com/neo/groups/tmfrefmodel/info
http://tmfrefmodel.com/join

