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* This presentation is for informational purposes only and does not
represent professional guidance or advice. Any views and opinions
expressed during this presentation are those of the presenters and
do not necessarily reflect the views or policies of ICON.
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Introduction to CDISC TMF

- What is TMF/TMF RM
- History of TMF RM
- Purpose of TMF RM




What i1s TMF

— The sponsor and the investigator shall keep a clinical trial master file. The clinical trial master file shall at all times
contain the relating to that clinical trial which allow verification of the conduct of a clinical trial essential

documents and the quality of the data generated [...]. It shall be readily available, and directly accessible upon
request, to the Member States.

[EU Regulation 536/2014]

o Essential documents are 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, Section 8.1]




What i1s TMF Reference Model

A standardized structure, contents and naming of
these Essential documents.

» The TMF Reference Model provides standardized
taxonomy and metadata and outlines a reference
definition of TMF content using standard
nomenclature. .

» The Model is not intended to be taken and used “off-
the-shelf’ but can be adapted to an electronic or
paper TMF, and does not endorse, nor require, any
specific technology for application.

» Organizations are under no obligation to adopt 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 & considered
outside the

scope of the
TMF

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

produced” Other business records

The Trial Master File



History of the TMF Reference Model

Multiple releases (1.1, 1.2, and 2.0)

&)

2009 to 2010

Initial meeting: 2009
V1.0 released: 2010

Called the DIA TMF RM

Regulator and industry
feedback

Investigator Site Files
Devices

a U
Process-based metadata

Investigator Initiated Studies 2014 to 2021

« TMF RM supported by

* TMF RM become part of

CDISC organization.

CDISC processes and
systems to advance the
model and future
strategies

« Release of V3.3 4Q2024 forward

2011 to 2013 « Separated from DIA, so
“DIA" no longer in name

» Formalization with a
Steering Committee and

—— ' a Change Control Board
g * TMF RM website

Document & Records Managoement
Coemmunity

* Release of the Exchange
Mechanism Specification
 Releases of V3.0, 3.1, 3.2

2022 to 3Q2024 . continued support

by CDISC for the

TMF RM to achieve
C——\

its goals

« Comprehensive
Review by Industry
to Version 4.0 and
move towards
digital TMF




L X
C I Sc Mew to CDISC Standards Education Resources Events Membership

COISC Roadmap

Home / BMew to CDISC / Mew to COISC - TMF Professional
Academic Researcher

New to CDISC - TMF Professiona sorhama

Patient Foundation

The Trial Master File Community joined CDISC in April 2022 The key de  Regulatory Agency ster File Reference Model, which provides standardized taxonomy and

metadata and ocutlines a reference definition of TMF content using star Technology/Software Developer

The TMF Reference Model is maintained by a team of industry volunte:  TMF Professional ties conducted by the project progress through a number of sub-
qraups, including maintenance and development of the Reference Mad
If you are interested in actively participating in this inibative and are prepared to contnbute on a regular basis, you can volunteer on the CDISC website.
The TMF Initiative hosts General Meetings every quarter, the diary can be found here.
There is also an active Forum where questions can be posted and the community will respond. I is not a moderated Forum, and you need to register here to be part of the Forum
The TMF Reference Model Linkedln Group is an active place for discussions and announcements. It is strictly monitored according to the following nules:

* Mo job postings

* Mo recrutment

+ Mo company advertising, which includes company-specific ‘advertonal” postings and promotions embedded in email signatures

¢ Mo vendor-specific conferences, wabinars, or blog advertising, including links to thesa
» Mo adwvertising in responses to discussions

Learn More:

EDUCATE yourself on the TMF Reference Model, the management thereof and the deliverables.
VIEW The TMF Reference Model.

VIEW the Exchange Mechanism Specification.

JOIN CDISC; Cwer 500 member organizations around the world comprise the COISC Community,
VOLUNTEER: We rely on the subject matter expertise of volunteers to create our standards

STAY INFORMED: Receive updates and announcements right to your inbox.

TAKF A COLURSE: Pihlic. Private. and Onling Trainino (awailable 24 hoors a dav)



Purpose of TMF Reference Model

Standard Contents
Industry opinion on what is kept in a
TMF

Standard Metadata
Recommended minimum
metadata at system and artifact
level

Standard Structure
To support paper and electronic
systems




Standard Contents

Industry opinion on what is kept
ina TMF

» Expands minimum list of documents found in
ICH GCP

» Consistent interpretation, based on peer
opinion and regulator feedback

» Avoid scope creep for TMF

» Avoids one artifact being referred to using different terms
within an organisation and between organisations

» Avoids company-specific terms




Standard Structure
To support paper and electronic
systems

Standard Metadata
Recommended minimum
metadata at system and

artifact level

» Facilitates consistent filing and rapid retrieval

» Helpful when responsibility for maintaining different
sections of the TMF is distributed across several
parties e.g. sponsor, CRO, consultants

» Encourages adoption of good practices to
facilitate document retrieval

» Encourages consistency across the industry for
exchange of content




Components and Standards of TMF

- TMF RM Workbook
- Structure of TMF RM

- Benefits Gained by Implementation
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https://www.cdisc.org/standards/trial-master-file-reference-model

TMF Reference Model Workbook

TMF Reference Model

Version 3.3.1

11-AUG-2023

Recommended Subartifacts - Core or
Documents/documentation recommended to |Recommended for
Definition | Purpose - be filed to the artifact. - inclusion |~ [ICH Cod ~
Trial Management Trial Oversight 01.01.01 |Trial Master File Plan |To describe how records for the trial will be managed and Document Transfer Documentation Recommended 557
stored during and after the trial, including study-specific Evidence of Quality Review
processes and documentation for archiving and destruction. To |Regquest to Lock TMF
include TMF filing structure to be used. May include TMF content |Trial Master File Plan
ligt, filing structure and chain of custedy records. Artifact can Trial Master File Index
include any evidence of plan execution including, but not imited  Trial Master File Report
to: plan, reports, checklists, etc.
1 Trial Management 0. Trial Oversight 01.01.02 |Trial Management To describe overall strategy for timelines, management and Clinical Development Plan Recommended 22
Plan conduct of the trial and typically makes reference to other Project Management Plan
artifacts. Artifact can include details on contingency plan Trial Management Plan
covering details for site start up planning.
1 Trial Management 1.01 Trial Oversight 01.01.03  |Quality Plan To describe the operational technigues and activities undertaken |Quality Documentation Recommended N
within the quality management system to verify that the Quality Plan
reguirements for quality of the trial-related activities have been  |Quality Report
fulfiled. Relevant parts may include, but not be limited to, a plan
written for internal oversight of study quality management, an
audit plan, data verification steps, serious breach assessments;
alzo includes escalation in the event of a quality issue being
identified and all cerrective and preventative actions determined.
Artifact can include any evidence of plan execution including,
but not limited to: plan, reperts, checklists, etc.
01 Trial Managemen 01.04 Trial Oversight 01.01.04 |List of S0OPs Current |To document which standard operating procedures (SOPs) and |List of SOP=s Current During Trial Core 511
During Trial which versiens were in effect for the duration of the trial and SOP Waivers
trial-specific procedures created for the trial. To include sponser | SOP Deviations
and third party SOPs. This artifact does not include the SOPs
themselves. May include SOP waivers to document and describe
=study-specific deviation from a named SOP or working
procedure and the rationale for the deviation, when applicable.
01 Trial Managgment 01.01 Trial Oversight 01.01.05 |Operational To describe trial-related processes not covered by formal Operational Procedurs Manual Recommended 514
Procedure Manual standard operating procedures. Includes manuals given to sites
for ISFs and vender study-specific manuals as well as any
< > W 3.3.1Clean V 3.3.1 Markup Model Overview Milestones_Events & Description Instructions and Glossary Computer System Validation T

Mark-up Mapping of Model overview

differences between two
version

Explanation of the history of the
TMF reference Model and how
artifacts work

Milestones Events and Description

Defines the latest point in time
an artifact is to be submitted /
within the TMF

when Instruction and

filed

Glossary

abbreviations

Provides a description of columns and

Computer System Validation
Optional CSV artifacts




Structure of TMF Reference Model

» Hierarchical structure > Organisation of the TMF RM in Zone, sections and artifacts
o 11 Zones f
i Artifacts
o 48 Sections
o 250 Artifacts Artifacts
Sections Artifacts
Each Zone lists Specific Sections .
| 0L -TrialMa n?gz::m N 1.01|Trial Oversight Artifacts
1.02|Trial Team
02 - Central Trial Documents 103 | Trial Committee
03 - Regulatory 1.04|Meetings Artifacts
04 - IRB / IEC and other Approvals 1.05|General Zones Sections
05 - Site Management
06 - IP and Trial Supplies . . - .
07 - Safety Reporting Each Sections lists Specific Artifacts
HEC T 01.04.01 Kick-off Meeting Material
o T:T‘EZ ar'; SRS 01,0402 Trial Team Training Material
allili L. 01.04.03 Investigators Meeting Material ,
Iﬁ : SDZ:E Tengenen 01.04.04 Trizl Team Evidence of Training Sections
- Statistics




TMF RM Zones

There are 11 Zones outlined in the TMF RM.

Zone

Definition of Zone Contents

01 - Trial Management

TMF Reference Model

Records related to the general design, management and oversight of the ¢
management and tracking; committees and charters, and training.

02 - Central Trial Documents

Includes the IB, Protocol, and Amendments, Sample CRF, ICF, and the (
above. Capture study documents that are related to the protocol, key sub
participation card and clinical study reports including pharmacokinetics in

03 - Regulatory

Records related to Regulatory Submissions and Approvals (to/from Health
and Regulatory Motifications specific to the clinical trial.

04 - IRB / IEC and other
Approvals

Official communications and exchanges with IRB's/IECs, including centra
IRB/IEC submissions, approvals, acknowledgments, as well as oversight

05 - Site Management

Trial Management

Trial Oversight

01.01.01

Definition / Purpose -

Trial Master File Plan

To describe how records for the trial will be managed and
stored during and after the trial, including study-specific
processes and documentation for archiving and destruction. To
include TMF filing structure to be used. May include TMF content
list, filing structure and chain of custody records. Artifact can
include any evidence of plan execution including, but not limited
to: plan, reports, checklists, etc.

Records related to selection, setup and management of investigational si
addition, documentation related to unselected sites.

At the trial or country level, this section pertains to multi-site records and

Trial Management

1.01

Trial Oversight

01.01.02

Trial Management
Plan

To describe overall strategy for timelines, management and
conduct of the trial and typically makes reference to other
artifacts. Arifact can include details on contingency plan
covering details for site start up planning.

communications, etc. Site specific details will be managed in the Investig

=
o

06 - IP and Trial Supplies

Records related to the products under investigation including comparators
and destruction, requlatory requirements, cerificates, treatment allocatio
needed to fulfill the trial protocol requirements including shipping and retu

07 - Safety Reporting

Records related to trial-specific Safety and Pharmacovigilance manageme
database line listings, safety reports, and non-submission communication

08 - Central and Local Testing

Records related to all specialty testing vendors, including central and loca

Trial Management

1.1

Trial Oversight

01.01.03

Quality Plan

To describe the operational technigues and activities undertaken
within the quality management system to verify that the
reguirements for quality of the trial-related activities have been
fulfilled. Relevant parts may include, but not be limited to, a plan
written for internal oversight of study quality management, an
audit plan, data verification steps, serious breach assessments;
alzo includes escalation in the event of a quality issue being
identified and all corrective and preventative actions determined.
Artifact can include any evidence of plan execution including,
but not limited to: plan, reports, checklists, etc.

level. Records include certification (and expiration dates), procedure man
curriculum vitae (CV). The content should be modified based on the testin

09 - Third Parties

Records related to the establishment and maintenance of a relationship b
Sponsors by contract on the study. (ex, delegation of responsibilities)

10 - Data Management

Records related to Data Management activity on the study. Includes subj

Trial Management

1.01

Trial Oversight

01.01.04

List of 50Ps Current
During Trial

To document which standard operating procedures (S0OPs) and
which versions were in effect for the duration of the trial and
trial-specific procedures created for the trial. To include sponsor
and third party SOPs. This artifact does not include the SOPs
themsetves. May include SOP waivers to document and describe
study-zspecific deviation from a named SOP or working
procedure and the ratienale for the deviation, when applicable.

definition

11 - Statistics

01

Records related to Biostatistics and Statistical Programming activity on t

Trial Management

1.1

Trial Oversight

01.01.05

Operational
Procedure Manual

To describe triakrelated processes not covered by formal
standard operating procedures. Includes manuals given to sites
for ISFs and vendor study-specific manuals as well as any

O P S T S A S R P SR S I TP



TMF RM Sections

48 Sections TMF Reference Model

» The contents of each Zone are grouped into
sections

hd hd b hd b Definition / Purpose E
o1 Trial Management 01.01 Trial Oversight 01.01.01 |Trial Master File Plan |Te describe how recerds for the trial will be managed and
: . : : stored during and after the trial, including study-specific
> EaCh Zone Wlth 2+ SeCt|0nS Wlthln the TM F Zone processes and documentation for archiving and destruction. To
include TMF filing structure to be used. May include TMF conteni
list, filing structure and chain of custody records. Artifact can

> Each sections includes content that is relevant to a e sy e ce o pn necton g, bt s
specified activity

> 01 Trial Management 01.01 Trial Oversight 01.01.02 |Trial Management To describe overall strategy for timelines, management and

Sections are helpful for CIaSSi'ﬁcation and Plan conduct of the trial and typically makes reference to other

artifacts. Artifact can include details on contingency plan

SearCh i n g covering details for site start up planning.

o1 Trial Management 0.1 Trial Owersight 01.01.03 |CQuality Plan To describe the operational technigues and activities undertaker
within the guality management system to verify that the
reguirements for guality of the trial-related activities have been
fulfiled. Relewvant parts may include, but not be limited to, a plan
written for internal oversight of study quality management, an
audit plan, data verification steps, serious breach assessments
also includes escalation in the event of a quality issue being
identified and all corrective and preventative actions determined
Artifact can include any evidence of plan execution including,
but not limited to: plan, reports, checklists, etc.

01 Trial Management 01.01 Trial Oversight 01.01.04 |List of SOP= Current |Te document which standard operating procedures (S0Ps) and
During Trial which versions were in effect for the duration of the trial and
trial-specific procedures created for the trial. Te include sponso
and third party SOPs. This artifact does not include the SOPs
themselves. May include SOP waivers to document and describ
=study-specific deviation from a named SOP or working
procedure and the rationale for the deviation, when applicable.

il Trial Management 0101 Trial Oversight 01.01.05 (Operational To describe trial-related processes not covered by formal
Procedure Manual standard operating procedures. Includes manuals given to sites
for ISF= and vendor study-specific manuals as well as any




TMF Reference Model

Definition / Purpose

o describe how records for the trial will be managed and
ored during and after the trial, including study-specific
rocesses and documentation for archiving and destruction. To
clude TMF filing structure to be used. May include TMF content
t, filing structure and chain of custody records. Artifact can
clude any evidence of plan execution including, but not limited

plan, reports, checklists, etc,

01 Trial Management 01.01 Trial Oversight 01.01.01 |Trial Master File Plan

As of now 250 Artifacts

»  Could include data files, documents, media, digitized content e

o describe overall strategy for timelines, management and
onduct of the trial and typically makes reference to other
rtifacts. Artifact can include details on contingency plan
overing details for site start up planning.

01.01.03

»  Could be 1 document or multiple documents o

Trial Management 01.01 Trial Oversight Quality Plan o describe the operational techniques and activities undertaken
ithin the quality management system to verify that the
fequirements for quality of the triak-related activities have been
Ifiled. Relevant parts may include, but not be limited to, a plan
ritten for internal oversight of study quality management, an
udit plan, data verification steps, serious breach assessments;
lso includes escalation in the event of a quality issue being
entified and all corrective and preventative actions determined.
rtifact can include any evidence of plan execution including,

ut not limited to: plan, reports, checklists, etc.

» Includes associated records e.g. approvals, translations, checklists, QC
records, amendments

01.01.04 |List of SOPs Current

During Trial

01 Trial Management 01.01 Trial Oversight o document which standard operating procedures (SOPs) and
hich versions were in effect for the duration of the trial and
ial-specific procedures created for the trial. To include sponsor
Ind third party SOPs. This artifact does not include the SOPs.
themselves. May include SOP waivers to document and describ¢
tudy-specific deviation from a named SOP or working

rocedure and the rationale for the deviation, when applicable.

3] Trial Management 01.01 Trial Oversight 01.01.05 |Operational

Procedure Manual

o describe trial-related processes not covered by formal
andard operating procedures. Includes manuals given to sites
r ISFs and vendor study-specific manuals as well as any

TMF Reference Model

Version 3.3.1

Artifacts definition

> A description to explain the content of an artifact and/or Recommended Subarifacts -
. il its/d i ded to
the use and purpose of the artifact Definition / Purpose be filed to the artifact.
o Trial Management 01.01 Trial Owersight 01.01.01 |Trial Master File Plan | To describe how records for the trial will be managed and Document Transfer Documentation
. . . . . stored during and after the trial, including study-specific Evidence of Quality Review
> ASS|StS Wlth enSUI’Ing acommon |nte|’p|’etat|0n Of the processes and documentation for archiving and destruction. T§ |Reguest to Lock TMF
include TMF filing structure to be used. May include TMF contedt |Trial Master File Plan
m 0 d e I list, filing structure and chain of custody records. Artifact can Trial Master File Index
include any evidence of plan execution including, but not limiteq | Trial Master File Report
) ) ) L. to: plan, reports, checklists, etc
» Aligned with ICH definitions
01 Trial Management 01.01 Trial Oversight 01.01.02 |Trial Management To describe overall strategy for timelines, management and Clinical Development Plan
Plan conduct of the trial and typically makes reference to other Project Management Plan
artifacts. Artifact can include details on contingency plan Trial Management Plan
cowvering details for site start up planning.
Il Trial Management 01.01 Trial Owersight 01.01.03 |Quality Plan To describe the operational technigues and activities undertakgdn | Quality Documentation
within the guality management system to verify that the Quality Plan
requirements for quality of the trial-related activities have been| |CQuality Report
fulfiled. Relevant parts may include, but not be limited to, a plar|
written for internal oversight of study quality management, an




TMF RM Artifacts - cont.

Recommended Sub artifacts

TMF Reference Model

Version 3.3.1

» When an artifact name does not explicitly refer to
a single kind of record (e.g. Meeting Material),
sub-artifacts provide a means to list all company-
specific records that are expected for a given
artifact. Assists with ensuring a common
interpretation of the model

Definition / Purpose

Recommended Subartifacts -

to be filed to the artifact.

» Only examples are provided in the model but
expected to be overridden as part of adopting the

Reference Model for a company.

Artifact Owner

H Trial Management 01.01 Trial Oversight 01.01.01 |Trial Master File Plan | To describe how records for the trial will be managed and Document Transfer Documentation
:stured during and after the trial, including study-specific Evidence of Quality Review
:prucesses and documentation for archiving and destruction. To J|Reguest to Lock TMF
:include TWF filing structure to be used. May include TMF content || Trial Master File Plan
:Iist, filing structure and chain of custody records. Artifact can Trial Master File Index
linclude any evidence of plan execution including, but not limited | Trial Master File Report
:tu: plan, reports, checklists, etc.
1
1
1
i

H Trial Management 01.01 Trial Oversight 01.01.02 (Trial Management |To describe overall strateqy for timelines, management and Clinical Development Plan

Plan :cunduct of the trial and typically makes reference to other Project Management Plan

:artifacts. Artifact can include details on contingency plan Trial Management Plan
: covering details for site start up planning.
1

H Trial Management 01.01 Trial Oversight 01.01.03 | Quality Plan :Tu describe the operational technigues and activities undertaken|| Quality Documentation
1within the guality management system to werify that the Quality Plan
:requirements for quality of the trial-related activities have been ||Quality Report
:fu\ﬂlled Relevant parts may include, but not be limited to, a plan
!written for internal nversinht nf studv aualitv mananement an

' -
Suggested Columns for Implementing the TMF Reference Model
Current
Dating Artifact Artifact Wet Ink S0P Translation| Artifact Additional
Convention Owner Location || Signature | Reference | Required Name Metadata

» ldentifies the person or department or vendor that creates

and maintains a given artifact, regardless of its location

Artifact Location

» ldentifies content storage system/locations for paper or

electronic

Version Date

Version Date




TMF Inclusion — Core vs Recommended

» Core: meaning that if such a record exists, it must be in the TMF

» Recommended:- meaning the artifact does not have to be produced but if it is created or collected, it is
recommended to be in the TMF

Recommended Subartifacts - Core or
Documents/documentation recommended |Recommended for
to be filed to the artifact. - i i hd
Trial Management Trial Oversight List of SOP=s Current |List of S0Ps Current During Trial Core
During Trial SOP Waivers
S0P Deviations
il Trial Management 01.01 Trial Oversight 01.01.05 |Operaticnal Operational Procedure Manual Fecommended
Procedure Manual




TMF ICH Code

» Reference to the ICH E6 GCP Guidelines
» Notice that other sections beyond E6 Section 8 are quoted

> Includes indirect as well as direct references

Core or
Recommended for Artifact name in v1.3
inclusion |ICH Code DM Reference Model
0z Central Trial Documents | 02.01 Product and Trial 02.01.01 |Inwestigator's : Care 7.1
Documentation Brochure : 8.2.1
: 8.3.1
|
|
|
|
|
|
:
|
02 Central Trial Documents | 02.01 Product and Trial 02.01.02 (Protocol : Core 1.44 Full Protecel (CSR
Documentation : 822 component)
|
|
|
|
|
|
|
:
|
0z Central Trial Documents | 02.01 Product and Trial 02.01.03 |Protecel Synopsis : Care Synopsis (CSR
Documentation : companent)
|
|
|
|
|




TMF Filing Level

v' Trial level
v' Country level
v' Site level

It is important to note that artifacts should be filed at the most appropriate level, based on the content of the record.

Core or
Recommended for
inclusion ICH Code

] Trial Management 01.01 Trial Oversight 01.01.06 (Recruiment Plan |Recommended 56 X 03 Site Live / Ready / X 03 Site Live / Ready / : X 03 Site Live / Ready /

: Open for Enrollment Open for Enrollment : Open for Enrollment

1

1 1

: |
01 Trial Management 01.01 Trial Oversight 01.01.07 [Communication Plan :Recummended X 01 First Country RA X 02 Clinical :

: Approval Infragtructure Ready i

| i

1 1

I 1

! !
] Trial Management 01.01 Trial Oversight 01.01.08 [Monitoring Plan :Cnre 5.18.3 X 02 Clinical X 02 Clinical : X

| 5187 Infrastructure Ready Infrastructure Ready

1

| I

1 1

1 1

I 1
_____________________________________________________________________ [ Y O F O S




Benefits Gained by Implementation of TMF RM

» Standardizes company content and structure and limits company customization
o We all follow the same regulatory requirements
o Inspectors are the same across companies
o Company-specific requirements are often driven by tradition, legacy or personal opinion

» Simplifies engagement of CROs and other third parties

» Simplifies consolidation of disparate documents into a single TMF structure (in real time, at defined trial

events and/or at study end)




Start-up phase

Conduct phase

TMF Study Lifecycle

Closure phase



TMF RM
Milestones / Events lists

Serve as a guide

» From Creation to Archiving
» Version Control and Audit Trails

» Key milestones and Timelines

TMF Study Milestones [ TMF Level
Events Trial Country Site
The first notification [written ar silent] | The first notification (writken or silent]  The first notification [writken or silent)
across the study received from a received From a regulatary autharity received from a regulatory autharity for
# First Country RA& requlatary authority stating that the within the applicable country stating the zite stating that the Submission hasz
approval Submission has been received and that the Submiszion has been received  been received and approved, indic ating
approved, indicating the trial is open for | and approved, indicating the trial is the trial is open for enrallment within
enrcliment. Insome instances, this open For enrollment within that country.  that site, In some instances, this may
The necess=ary systems and processes | The necessany systems and processes
required to support a study are ready required ko suppart a study are ready
for use. Examples include but are not 1 for use. Eramples include but are not
limited to: study manuals describing limited ta: study manuals describing
critical study processes, the case critical study processes, the case
#2 Clinical Infrastructure | report Form [if paper) or a live EDC report form [if paper] or alive EDC
Fieady =system, a live interactive web { voice system, a live interactive web { voice
response system, a live safety response system, a live safety
database, establishing a required study | database, establishing a required study
Committee, completing team training | Committee, completing team training
and an active trial master file, This and an active trial master file. This
milestone should occur just PRIOR TO, milestone should oceur just PRIOR TO
The first zite in the study has been The first site within the specitied The =site has been approwved ! activated,
Site Live f Fready ¢ approved .afctil.lated. I_F' 5_h_i|:_-m_e-nt h_a_g cu:uun_trg has been approved f_actil.late-:l. IF_' shipljngnt hgg_heen authu:-rize!:l._the
#3 Dpen for Enroliment been autharized, the site initiation wisit | [P shipment has been authorized, the  site initiation visit and # or all training of
and { or all training of site personnelis | site initiation isit and ! or all training of ~ site personnel iz complete and the site
complete and the site is ready ta begin_| site persannel is complete and the site is ready bo begin screening ¢ enrollment.
Sty
#4  First Manitoring Visit Thiz iz the first monitoring visit ba Thiz i the first manitaring visit to This i the first monitaring wisit to
ocur within the study after enrollment | @ccur within the specified country after  oceur at the site after enrollment has
Ay key ewvent within a study that Ay key event within a country that Ay key event within a site that
indicates a significant change. indicates a significant change. indizates a significant change.
Significant Study Examples include but are nok limited to: | Examples include but are not limited to: - Examples include but are not limited to:
#5 Event a protocol amendment, 5 afety issue a protocol amendment, a change a safety issue that results in system
that results in system changes, impacting the IRENEC, an IFP process  changes, a change in Principal
management of study Committes [such az IF relabeling], change in Inuwestigatar, an P process [such as IP
[such as committes output], an IP country coordinator, ete, relabeling) ete.
Dacumentation received from IRBAEC  Documentation received from IRBIEC
#5  Annual IRE { IEC Renewal !n responze toa renewal_suhmiisinn !n responze koA renewal_suhmissinn
indicating an approved trial can indicating an approved trial can
continue in the specified country. continue at the site.
Last Subject Last C_u:u_mpleti-:un af the last suhi-_e-c_t's last I:_cu_mp_let_icun of the I:ajst subject’s last _ I:_D_mpleticun_cuf the Ia_st_suhiect's last
#7 Wisit wizit across the study and willinclude 1 visit within the specified country and will visit at the site and will include
collection of all zamples and data. inzlude collection of all samples and __ collection of all samples and data.
Llose Out
%5 Database Lock En:\n_FirmatiDn that all of the
requirements for database lock have
Completion of the final monitoring visit, Completion of all final monitaring visits. Completion of the final manitoring visit
Close Out acnoss the study, confirming that all within the specified counkry, confirming  for the specified site, confirming that all
#3  Monitoring Visit ¢ Site trial activities are complete, and the site| that all trial activities are complete, and  trial activities are complete, and the site
Clozed is zlosed, which should occur prior to 1 all sites are closed, which should oceur iz closed, which should cocur prior bo
trial completion. Includes completion | prior botrial completion. Includes trial completion. Includes completion
and filing of the Site Cloze Ok Yisit completion and filing of all Site Close  and filing of the Site Clase Ot Yisit
Final Fiepart ¢ Clinicl Sign off F'F the Fill'ual .studg rep:cirt. which | Sign off F'F the Fill'uallstudg rep:c\rt. which  Sign off F'F the Fill'uallstudg rep:c\rt. which
#$10 Study Frepart summarizes all findings and |nc|u-.:les summarizes all findings and |nc|uu.:les summarizes all findings and |nc|uu.:les
Approved the relevant I:.-ac.k up documentation ta | the relevant I:.-ac.k up documentation to  the relevant I:.-ac.k up documentation to
support the Hindings. suppart the findings. support the Hindings.
Dther
Dngoing Artifacts may be updated ! collected as | Artifacts may be updated f collected as - Artifacts may be updated { collected as

readed and =shculd be Filad

neaded and =hould be Filed

neadaed 3nd =hould be Filed
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Case Sharing
- Real World Application from Johnson&Johnson Innovative Medicine
- Only focus on programming involvements in the TMF process

- Best Practice — Quality Control of TMF



Programming Responsibilities in TMF Process

=  Make sure that the location(s) of Programming Refer to the TMF Content Map which contains the
Programming required classifications, and determine

@ Complete or review the programming section Received by Email from GTL

@ in Filing and Archiving Plan (FAP) {R;]eevisezjlvr\:]gnéjé?;i;:omplete it, and send back to GTL via

% Perform Annual quality review of content and file the quality review confirmation form in
VvTMF.

] Note: programming activities in vTMF begin at study start and continue throughout the
aaa study.




Milestone

At Study Start Up

» Set the Expected Document List (EDL) with Requiredness within 30 days of Study Start

* If Requiredenss is YES, then content or Placeholder with External system must be uploaded
before the first milestone. Note that the first milestone is critical as it triggers the AQR. First
milestone can be official interim/Primary analysis or final database lock.

« Verify the “managed by” field, if your FA
* Provide input for FAP

During the study

» Update EDL as needed
* Enter reference to external Link in vTMF

« Complete and document Quality Review Confirmation Form (AQR) within the annual interval
unless there is no milestone

» Upload AQR into VTMF




Milestone (continue)

« Complete Final Quality review of vTMF content
» Complete Quality Review Confirmation Form
* Upload AQR into vTMF if needed

Locking of vTMF

« Update the EDL in vTMF to ensure FAP is current prior to locking




Detailed Programming Activities

vTMF Content Map: 11 Items + AQR/FQR

Zone 11 Example from TMF RM Workbook

Typel SubTypel  |SubTypel/Secti L ~ .
Classification/,
ZmTypeJZune msEm E Ammlzlmmmmms]
N . Data Definfions far Data Presentatinl_'l Speciﬁcatil.:m (DPS) and Update including 11 Zones
11 Statistics 11.3 Analysis Analysis Datasets Post Hoc Analysis Specifications .
Post Hoc Analysis Request Form 01 - Trial Mﬂmﬂl
Each Zone lists Specific Sections
02 - Central Trial Docoments — ;
11 Statistics 11.3 Analysis Interim Anahy=iz Programs | Interim Analysis Programs and Macros 11.01 Seatisties Gt'ﬂught
03 - Regulat —
=y 11.02 Randomization
04 - IRE / IEC and other Approvals -
" Statist ) ) ) ) 11.03 Analysis
atistics 1.3 Analysis Interim Analysis Datasets  |Interim ADAM Datasets 05 - Site o
- MManazement
11.04 Eeport
Tables p11.035 General
11 Statistics 11.3 Analysis Interim Analysis Output Listings 06 - IP d Trial & H
Graphs
07 - Safety Feporti " " : .
- Each Section lists Specific Artifacts
11 Statistics 1.3 Analysis Final Analysiz Datasets Final ADAM Datasets - i T o
b b UE - Central and Local Testing 11.03.00 Data Definitions for Analysis Datassts
0% - Third Partias 11.03.02 Analysis QC Docomentation
11 Statistics 11.3 Analysis Final Analysis Programs  |Final Analysis Programs and Macros 10 - Data Management 11.03.03 Interim Analwsis Raw Datasats
11 - Beatistics i Analve
Population Definttion Criteria 11.03.04 Int TEs Pﬂ’y
E"“‘_“?_D' V'“'E;“E"; " 11.03.05 Interim Analysis Datasets
) . .. |Deviations and Exemptions.
Subject Evaluability Crits
11 |Statistics 13 Analysis ubject Evaluabilty Crienia |\, ol Deviation Listing (Programming) 11.03.06 Interim Analysis Output
and Subject Classification |_ . P " T Y
Final Protocol Deviation Report with signature (includes secure
MAc - NPP Deviation Memo Regquest 11.03.07 Final Analvsis Faw Datasets
EV Datasets (C-5C) - -
- . 11.03.08 Final Analvsis Programs
Interim Submission Ready SOTM Product ~
" Statistics 13 Analysis Interim Analysis Raw Jansszen Standar_d Studies IDAR 11.03.09 Final Mﬂm Datasats
Datasets J&J Pharma studies (Programming) - -
Interim Submission-ready SDTM datasets 11.03.10 Final Analysis Cotput
11.03.11 Subject Evaluabdlity Criteria and Subject
11 Statistics 13 Analysis Final Analysis Raw Final Submission Ready SOTM Product Classification
Datasets . -
- . Analysis QC RBQR Communication Tracker . .
11 Statistics 11.3 Analysis Documentation REQR Flan Biostats, Programming Study Ready for TMF Lock TMF RM
. . N . Top Line Results Document Template (Biostats) Biostats, GO MAQ,
11 Statist 11.3 Ay Final A Output St R: for TMF Lock THMF RM
atisties nalysis inal Analysis Outpu Tables, Listings and Graphs (Programming) Programming udy sady for 0c




Detailed Programming Activities

EDL Setting

Interim Analysis Raw Datasets/Datasets/Programs/Outputs(If needed)
Create Placeholder < Final Analysis Raw Datasets/Datasets/Programs/Outputs

Data Definitions(DPS)

Analysis QC Document{RBQR)
Subject Evaluability Criteria and Subjedt Classification(Protocol Deviation Listing)

Uplnad document Annual Quality Review Confirmation Form(AQR)
AQR Evidence(If needed)

Final Quality Review Confirmation Form(FQR)




Best Practice

To ensure the quality and the integrity of the TMF, the following steps need to be taken:

AN

Quality checks and review processes to ensure that the TMF is kept up-to-date and that all the essential documents
have been added to the TMF.

Documents are filed in the correct locations.
Documents added to the TMF promptly.
Documents are correctly indexed.

Documents are only accessible to those with the correct permissions and roles.

N N N N

The Sponsor needs to ensure that the TMF is available and accessible to regulatory authorities for inspection.




Conclusion and Discussion
- Key Takeaways and Q&A



Key Takeaways on TMF

» Definition & Purpose
o The TMF is a compilation of all documents, both paper and electronic, related to a clinical trial.
o Purpose: To demonstrate that the clinical trial was conducted in accordance with regulatory requirements, ensuring data integrity and quality.
» Regulatory Compliance
o Adherence to guidelines from ICH GCP, EMA, FDA and NMPA.
o Ensuring all documents meet GCP standards and relevant legal regulations.
» Structure & Composition
o Comprises both Sponsor TMF and Investigator TMF (ISF).
o Covers all necessary documents from pre-trial to post-trial phases.
» Management Process (Storage & Archiving)
o Ongoing maintenance of the TMF from trial design to conclusion.
o  Ensuring timely updates and archiving of documents.
o  Ensuring the integrity and readability of the TMF during and after the trial period.
» Quality Assurance
o Implementing quality management processes to ensure the integrity and accuracy of the TMF.
o Regular auditing and monitoring of TMF management processes.
» Action Items
o Clarify key action points and responsibility assignments in the clinical trial.

o Ensure all team members understand their roles in TMF management.



TMF Resources

» CDISC TMF website: Trial Master File Reference Model | CDISC

> Trial Master File Reference Model Discussion Forum — (a Community Group now part of CDISC)

» ICH E6(R2): https://database.ich.org/sites/default/files/E6 _R2 Addendum.pdf



https://www.cdisc.org/tmf#standard__TMF_Resources
https://tmfrefmodel.com/
https://database.ich.org/sites/default/files/E6_R2_Addendum.pdf

Q&A
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