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[Instructions for use: T

The intention of this template is to share the collective experience of the members of the TMF Reference Model
Project, a wholly volunteer consortium. The content does not reflect requlatory requirements, rather, shares the ‘gﬂ\ N
real-life knowledge of the consortium and is meant to be adapted to the appropriate scenario. Y
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e This template may be adopted for Sponsor, CRO, or Sponsor/CRO TMF Plan, it may be dependent on study 5
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Sponsor, CRO, or combination of both. A Sponsor may be one of the following/t not limited to: a pharma, ”vT\‘Iil‘
biotech, or investigator, depending on the type of trial.

f

Each company may utilize their own practices; however, if SOPs or Plans are mentioned in the TMF Plan should ?f{:
also be accessible.
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3 Definitions and Abbreviations

[Add other definitions and abbreviations for sponsor specific information._Your company definitions may be different;
add those appropriate and update. This section may get removed for implementation of the TMF Plan within your

organization; it is dependent on internal organization needs and business process roles which may need to be defined.
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compliance.]
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4 Introduction
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5 Applicable SOPs

n the table below, list the applicable TMF (paper or electronic) SOPs or Policies or Work Instructions/Associated - {Moved (insertion) [1]

Documents that will be followed, as well as who owns it:

Examples listed below, enter in your sponsor SOP/Policy names replacing the blue text. This table is optional; you
can just refer to the List of SOPs and remove this section.

The full list of SOPs/Policies/Work Instructions is to be filed in the TMF? [] Yes [1 No

If Yes, in which location in the TMF is the SOP list filed: [ENTER location]

5.1 _Sponsor Specific

[TMF Management Setup, Maintenance, Close Out, Archival SOP]

[Redaction SOP or Policy]

[Good Documentation Practices (GDP)]

[Scanning and Destruction SOPs or Work Instructions]

[System Access and Removal SOP/Work Instruction]

[Sponsor Oversight SOP]

[Translation SOP]

[ENTER others as appropriate]

5.2 Vendor/CRO Specific

CRO, [Document Quality Checking (QC) Work Instructions]

[Periodic Review or Functional QC Work Instructions]

[Business Technology Administration SOPs]

[Processing [Other Manuals, Work Instructions, etc. pertinent to TMF]

Vendor]
[Translation SOP]
[ENTER
others as [ENTER others as appropriate]
appropriate]

_ { Moved (insertion) [2]
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6 TMF Training
Describe how training will be handled both for internal and external users as appropriate. If necessary, append or

embed training plans or other documents in this section or simply state the location of those documents.

In the table below enter the following:

e Provider: Sponsor or Vendor, depending on who maintains the TMF (paper or electronic) and is responsible for

training the end users.

e How fraining is conducted, i.e.Instructor-led: electronic learning module; training materials.

)

.~ { Moved (insertion) [3]

Upon successful completion of TMF Training, new users will be provided with the appropriate access to the TMF:

authoritative source for the certificates.]

Formatted: Space After: 0 pt, Outline numbered + Level: 1
+ Numbering Style: Bullet + Aligned at: 0" + Indent at:
0.25", Border: Top: (No border), Bottom: (No border), Left:
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[Below are examples only]
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[CRA] [Full Training] [TMF Vendor] [Enter Method] [Study TMF]
[Inspector] [Brief Overview] [Sponsor Host] [Enter Method] [Study TMF]
[ENTER others as

appropriate]
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i | SPONSOR NAME] as soon as the inspection has been announced. {
The sponsor to be inspected will inform the relevant [ENTER Key TMF

Il Contact] of the audit/inspection purpose, scope, date, and time. The
The [ENTER CRO/Vendor Name(s) and Sponsor Name] QA representative will coordinate the logistics of the o

inspection with the [ENTER CRO/Vendor Name(s) and Sponsor Name] The inspection will be conducted as per the 1, " 2udterinspector of the location ofthe study-

| sponsor Quality Assurance (QA) representative will inform the

1
respective [ENTER CRO/Vendor Name(s) and Sponsor Name] procedures, as applicable. " [ Formatted: Font color: Green
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8 TMF Content - ‘[Formatted: No bullets or numbering
8.1 . TMF Format, Structure/Content Map/Specifications ~_ { Formatted: Font: 14 pt

[Select the appropriate checkbox to confirm which format the TMF is in.]

JJPaper | J Electronic | [] Hybrid (a blend of paper and electronic) | <. {Dpeleted: O
b { Formatted Table
\\\\f Deleted: O
[State the index you are using, e.g,, TMF Reference Model and version number or sponsor own and version number. {De'e‘em d

Note: this should be completed as a study specific index with documentation on where records are not expected for ~ ~ ~ { Deleted: .

o

the trial; this would avoid the need for an expected document list.

Consider including version 1 (current version) of the structure/content map/specifications here, but subsequent

versions will not be Jo avoid updating the plan - check SOP compliance. = { Deleted: so as

You may append or embed the index into the plan as an object or have as an appendix or reference it here; however,
avoid hyperlinks which may break, also consider ultimate size of the file. Or simply state the location of the file.

Data integrity/confidentiality should be considered and ensured that TMF records comply according to applicable

regulations and sponsor standards, - {Deleted: ]

Jimeliness or expectations to file documents are dependent on your internal processes/expectations and could be ~ _ — -| Deleted: Enter details of the TMF structure/content map/specifications
in thi i here: [ENTER]]

called outin this section, | Authoriative Sourcesq

o | n

N
77777777777777777777 NS { Deleted: , the Authoritative Sources

sources are physical or cloud-based locations of records. It is advisable that the authoritative sources are access < - {D oted:
controlled, secure, validated, and maintain records throughout the retention period. Note: This section comes from - LDeleted: Content

MHRA GCP Guide section 10.2.3] \{ Deleted: study are expected to be listed.

77777777777777777777777777777777777777777777 = { Deleted: , page 331332

== ‘[ Deleted: Isa

Content generated by vendors beyond [ENTER CRO_Name/Vendor Name(s)] for the active phase of the study and« - - { Formatted: Space After: 12 pt

disposition at the end of study,is described in the following table: NG {Formatted: Font: Bold, Italic, Font color: Blue

ARNNEN

. . ' W\ | Formatted: Font: Bold, Italic, Font color: Blue
JAIl vendors generating TMF content should be listed here] iy \{

”””””””””””””””” o \\\?\‘\{ Formatted: Font: Bold, Italic, Font color: Blue

[WRN

. \\\{ Deleted: ) responsible

AN

45 \{ Formatted: Font: Bold, Italic, Font color: Blue

\\\\{ Deleted: creation, collection, and/or management of TMF content for the

\\{ Deleted: ?

o A ) W A

Deleted:
[ Yes, complete below]
O No [Remove sections below.]{

Indicate name of CRO/Vendor(s) and corresponding location(s) - city,
state, country - where TMF content resides, if not contained in the TMF:
[Note: These sections come from the TMF Reference Model version 3.0
zones but should be aligned with your organization’s structure/content
map/specifications.]{
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Vendor] | CRO | the studyl/at the conclusion of the study]. [If content rﬁeﬁ;a_in\_@{ Formatted
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********************************************* numbering

8.2 E-Signatures, Originals, Wet Inks, and Raised Seals - TFormatted: Heading 2, Space After: 0 pt, No bullets or

{Define if your organization or CROVendors are using e-signatures that are compliant with FDA CFR Part 11/Annex { Formatted: Font: 14 pt

11 in the TMF process and how those e-signed documents are handled. If a company SOP or WI exists, just list that.

. - - - - N Deleted: |
Originals may be in the form of paper, electronically created records or both, This section should: _ }D ted: 0
o state how originals will be handled <. \Dcleted ofese
i iqi Formatted: Outline numbered + Level: 1 + Numbering
* consider how ongmals are gener.ated . . . X Style: Bullet + Aligned at: 0" + Indent at: 0.25", Border:
e how they are stored, for example investigator source records are kept at site and a copy is collected or an electronic Top: (No border), Bottom: (No border), Left: (No border),
version is provided Right: (No border), Between : (No border)

e Consider certified copies (if certified by wet ink signature,or raised seal). ,

y - {Formatted: Font: Arial

S { Deleted: ).

Reference EMA Guidance 06 December 2018, EMA/INS/GCP/856758/2018, Good Clinical Practice Inspectors

N
{Formatted: Font: Arial

(N /N U | W D | W

Working Group (GCP IWG) Guideline on the content, management and archiving of the clinical trial master file (paper
and/or electronic) and the Framework for the destruction of Paper Version v2.0 18 January 2019 and make
determination for your company.

As per ICH GCP E6 R, consideration should be given as to which original signatures,need to form part of the TMF: - { Deleted: acualy

e Protocol and any amendments “~ =~ | Formatted: Outline numbered + Level: 1 + Numbering

e Contracts Style: Bullet + Aligned at: 0" + Indent at: 0.25", Border:
. . Top: (No border), Bottom: (No border), Left: (No border),

e Informed consent (investigator TMF only) Right: (No border), Between : (No border)

e CRF

o Signature sheet/delegation of duties]

e - {Formatted: Font color: Black

Describe if e-signatures are used within your process [Include the Platform version and what all other parties are using
including Sites that they are]: [ENTER]

- { Deleted: , IF NOT APPLICABLE, ENTER NOT APPLICABLE

N ‘[ Formatted: Font color: Auto
N

o 0 )

83 Belevant Co”-espondence “ \{Formatted: Font color: Black

) S S e N ‘[Formatted: Font: 14 pt
[This section should define what your organization considers relevant correspondence to be unless this is defined " Formatted: Heading 2. Space After: 0 ot. No bullets or
elsewhere in other SOPs. Ifin SOPs, refer to SOP stating how relevant correspondence is handled and who is Tnumbering ’ 95 °p PO
responsible, e.g,, sponsor vs. CRO/Vendor to avoid duplication. Relevant Correspondence guidance can be foundon { Deleted:
the TMF Reference Model website, under Community Exchange, Resources.] '
You may also wish to include how such relevant correspondence should be filed, e.g,, batched by month, by - {Deleted: .

- {Formatted: Font color: Black

A o o ___ j_ - {Formatted: Font color: Black
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84 Unblinded Records « | Formatted: Font: 14 pt )
. . . ) . F : Heading 2 After: No bull

[NOTE: Different companies refer to either blinded or unblinded records for the same purpose. Refer to company SOPs+ Int,’;";:f;,‘;" eading 2, Space After: 0.pt, No bulets or J
for cop3|§tency. Update the 6.2.3 title to reflect either blinded or unblinded. Ensure your CRO is aligned with your S { Formatted: Space After: 0 pt ]
organizational standards.)
Provide the following information:
o |ocation where records that contain unblinding information are maintained until formal unblinding <~ ~ | Formatted: Space After: 0 pt, Outline numbered + Level: 1

ian e fi B + Numbering Style: Bullet + Aligned at: 0" + Indent at:
* when documn.antat}orj s filed in the,TMF and,by Whonl, T T T — e — e — — e — e — o — N 0.25", Border: Top: (No border), Bottom: (No border), Left:
e ensure security within the system is appropriate to maintain the blind > | (No border), Right: (No border), Between : (No border)
[ENTER] " { Deleted: |

. not applicable, enter not applicable: [ENTER]]
8.5 Translations “ - { Formatted: Font: 14 pt

T Deleted: Describe how relevant records for the study will be handled, if

[Jf an SOP covers translations summarize the requirements here beyond the sponsor activities so that other parties : ‘{ Formatted: Heading 2, Space After: 0 pt, No bullets or
supporting the trial have access to the requirements. Has a plan been created for the study? Reference the plan here ¥~ {numbering

and indicated where it is stored,_If no Plan, then at minimum list the documents that will need to be translated for the " . { Deleted: Consider

study and include how the original plus translated document plus certificate will be filed. This section is optional, if not \\\\{ Deleted: - has a

needed, remove.] \\{ Deleted: /here is that
. { Deleted: 7 efc.

Jranslations are managed by [ENTER]. . { -

List Translation SOP., if applicable: [ENTER] Deleted: Has

Is there a Translation Plan been created for this study? ] Yes [ No

- { peleted: O

where the Translation Plan resides, J[f No, list the records that require translation in this section, O o { Deleted: I
Translated documents filed: [ENTER how filed]. AW
\i\\\ \\\\ \{ Formatted: Normal, Space After: 0 pt, No bullets or
\ beril
8.6 _Living/Fluid Documents 1 —
Wy \{ Formatted: Font color: Green
[Describe how living/fluid documents such as Delegation of Authority (DOA), Visit, training logs, etc. are managed and ')\ { Formatted: Font color: Green
when uploaded to the TMF.] "' { Deleted: : [ENTERR]

\\\\{ Formatted: Font color: Green
\\{ Deleted: orif not applicable, enter ‘Not Applicable’ [ENTER]

Living/fluid documents are managed by [ENTER].

********************************************************** ~ o (Formatted: Font color: Green
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9 Conducting TMF Reviews
General Considerations:

Comprehensive reviews of the TMF content should be performed based on the study design, the status of the study,

decisions that have been made, events that have occurred, and SOPs and standards that apply. Describe a risk-

based approach in the review of the TMF to ensure overall quality. .

Some questions to ask when completing a TMF content review:

o Are the TMF specifications up to date to provide visibility on expected records? If not, what is missing?
o Are all versions of expected records available?

o Are all correspondence/emails relevant to the study present?

o Are there any duplicate records that can be removed?

o Are all records complete, legible and, where appropriate, signed?

Ensure to reference any list of process standards/SOPs and/or work instructions and guidance documents to be

followed for the TMF content review in Section 5, Applicable SOPs.

If no references are available, the Trial Master File Quality Control Toolkit can be used. This document was

approved on 12-Oct-2016 and is available on the TMF Reference Model website https://tmfrefmodel.com/ under

Community Exchange, then Resources.]

Describe the plans for the TMF Reviews: [ENTER]

.1__TMF ReviewPlagn

General Considerations:
The following may be managed in a separate SOP or can be appended as an appendix to this document.

o The study team documents when TMF reviews are performed based on the study duration, phase, and/or
business criticality. Study TMF reviews are recommended (i.e., timing of the reviews is at the discretion of the

study team) at study milestones and/or at time of major events (e.g., protocol amendment).

e Forlong duration studies it is recommended to define frequency of review (e.q., quarterly, every 6 months). It is

best practice to conduct periodic reviews on at least a quarterly basis.

o Completeness checks and cross checks among related records are expected during TMF content review.

Enter in the table below, all reviews that are planned to be performed and any additional review that may be

performed by the sponsor to validate review performed by a CRO/Vendor(s).

e Consider including the table below as a separate document appended or embedded as version 1 (current
version), but state where subsequent versions will be located to avoid constant updating to the plan.]

e Recommend including completeness, quality, and timeliness as TMF KPIs, and how they are measured.

e Describe quality expectations for the different types of reviews: primary vs. secondary QC, periodic QC, etc.

o Evidence of TMF Health should be filed in the TMF along with evidence of the reviews.

Examples listed below in blue text, each company will need to define their QC types.]

[ENTER FOOTER INFORMATION HERE] 18

__— { Moved (insertion) [6] )
- ‘[ Formatted: Font: Arial, Font color: Auto ]
<=~ ~ 7| Formatted: Outline numbered + Level: 1 + Numbering

Style: Bullet + Aligned at: 0" + Indent at: 0.25", Border:
Top: (No border), Bottom: (No border), Left: (No border),
Right: (No border), Between : (No border)

__— { Moved (insertion) [7] ]
__— { Moved (insertion) [8] ]
N ‘[ Formatted: Font color: Black ]

- {Formatted: Font: 14 pt ]

border), Left: (No border), Right: (No border), Between : (No

<= — — 7| Formatted: Normal, Border: Top: (No border), Bottom: (No
border)

<+ { Moved (insertion) [9] ]
Formatted: List Paragraph, Outline numbered + Level: 1 +
\ Numbering Style: Bullet + Aligned at: 0" + Indent at: 0.25",

\ Border: Top: (No border), Bottom: (No border), Left: (No
N border), Right: (No border), Between : (No border)

{ Deleted: Page Break ]




éTMF
[W TMF Plan Template Version 2.0 October 2022, authored by the TMF Plan Template Subteam of the CDISC
TMF Reference Model. Replace with sponsor header information.]

Qc1 [ENTER] [ENTER] [ENTER] [ENTER]
[QC2] [ENTER] [ENTER] [ENTER] [ENTER]
[Sponsor Oversight [ENTER] [ENTER] [ENTER] [ENTER]
Review]

[Completeness Checks] | [ENTER] [ENTER] [ENTER] [ENTER]
[Audit Trail Reviews - [ENTER] [ENTER] [ENTER] [ENTER]
Understand what will be

reviewed and how e.qg.

following a document
through a process]

[Other reviews of [ENTER] [ENTER] [ENTER] [ENTER]
specific sections or

documents e.g.
relevant

communications, file

naming conventions]

9.2 TMF Review Documentation

[Describe the records expected to be generated, maintained and where filed to support the TMF review performed
during the study. Plans for resolution should be included. If information exists in procedural documentation, refer to
Section 5, Applicable SOPs] .

[ENTER]
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10 Record and TMF Disposition « -~ { Formatted: No bullets or numbering )
[This section is to provide information regarding destruction, retention, archiving, and legal hold. =~~~ - {Formatted: Font color: Green ]
Guidance: the below is addressing agreements that should be covered between a Sponsor and their TMF Vendor or "~ {Ddeted, archving ]
CRO. If the sponsor doe_s not have a Records Manaqement Program wit_h a _retention schedule, they may consider \{Formatted: Font color: Green ]
leveraging this section to include additional text or sections to cover both situations.]
e __— { Moved (insertion) [10] ]
10.1 Archiving -~ { Formatted: Font: Arial Narrow ]
This section assumes the sponsor has a TMF management process that includes archiving. If not, then provide a \\\{ Formatted: Font: 14 pt ]
short paragraph about the Archiving.and retention process.| [ENTER] { Formatted: No bullets or numbering ]
\\\\\ b “ Deleted: |
\ Destruction
10.1.1 Sponsor TMF at CRO/Vendor \\ N . Within [ENTER TIMEFRAME] following expiration of the required

1. Please refer to [ENTER Sponsor Name] [ENTER SOP that discusses Archiving] for full archiving { Formatted: Font color: Green
requirements. R

\§ N { Deleted: period, arange
N

\
2. Contact for GCP Archivist or Records Management Contact: [ENTER] " Formatted: Font: Bold, Italc, Font olor: Blue
{ Deleted: confidential destruction of paper and/or
3. WIll [ENTER Sponsor Name] fully archive the TMF within their own processes/electronic system(s)? < - - -| Formatted: Indent: Left: 0.5, Hanging: 0.31", Space After:
(] Yes, Electronic system(s) name and version: [Note: This may be the same as the eTMF system | 0 Pt'f;'ggea':HTﬂe;j%:mL:r‘]’f';_éft++N:|'i‘;geeg”agt_5tg'§;}; 2
or could be a separate Archiving system.] [ENTER] \\ Indent at: 0.5", Tab stops: 0.81", Left T
L1 No [If no system is involved, i.e., paper, then remove system language.] (" Deleted: records as per relevant SOPsiprocecures. ]
e T TRt — — ~ 7| Moved (insertion) [11
4.  Paper/Wet Inks [this may also include Paper with Raised Seals. - {F t: -~ t)[L ﬂ] T ———r— ]
- - . ‘ormatted: Indent: Left: 0.5", Hanging: 0.31", space
L ion of archive: [ENTER compl name of archive vendor an L between paragraphs of the same style, Outline numbered +
Level: 1 + Numbering Style: 1, 2, 3, ... + Startat: 1 +
5. Willany TMF content remain at [ENTER CRO/Vendor Name(s)] as the official archival copy for long- Alignment: Left + Aligned at: 0.25" + Indent at: 0.5"

term retention?
[] Yes, see details below: [Complete table as appropriate.] [] No

a) CRO/VENDOR(s) Name: [ENTER, including all CRO/Vendor(s)]
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[Record retention timeframe should adhere to regulations and local laws. Retention timeframe should be defined at {Formatted: Font color: Black
the sponsor level and investigator TMF retention documented in the contracting agreement, ensuring that legal,
regulatory, and business requirements are met, and that the documentation is protected and maintained as required.]
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11 Transfer and Archival Of TMF -« - - { Formatted: Indent: Left: 0", First line: 0"
[In this section, describe how the data are to be transferred, e.g,, via TMF media (sFTP, USB, CD/DVD, hard drive, ~ _ - [ Deleted: .
hard copy etc,). Follow any company specific SOPs, Wis for data transfers or migrations. - { Deleted: )|

Transfers of TMFs should be documented in a TMF transfer agreement. This agreement should document:

What is being transferred?

When the transfers will occur?

Which organizations are the issuers and beneficiaries of the transfer?

What format and method will be used to transfer?

Which method will be used to verify the transfer?

o Clear statements as to whether the transfer is of certified copies or authoritative source.

If using the eTMF Exchange Mechanism Standard (EMS), it is also possible to draw up an exchange agreement as
specified in the EMS specifications.

A copy of the agreement(s) should be approved and retained as an annex to the TMF plan. If multiple transfers are
expected, then multiple agreements can be drawn up.

This section should include details of the final TMF transfer/archival. Include details of where the TMF will be stored
for the duration of the retention period. Discuss how the integrity of the artifacts, metadata, and audit trail will be

maintained.
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12 Appendix

[List or append or embed or state the location of any other documents that would be beneficial to include in the TMF

Plan;_this may include and not limited to a processing plan/workflow and other key documents that may contain - - -{ Deleted: |

elements of this template and are separate documents. Any embedded files should be retrievable/accessible when
the plan is final].
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