
Throughout the past few years I have been researching, 
organising and producing trial master file educational 
meetings. I have seen a number of challenges that the 
pharmaceutical industry faces today such as improving 
quality in your TMF documentation through a compliant 
centralised filing system. With the emergence of eTMFs 
a new challenge has developed around the electronic 
management of eTMF between CROs, Sponsors, and 
vendors. In a global environment there is a need to focus 
on ensuring confidence when providing TMF for regulatory 
inspection and legal discovery. 

The main challenges industry faces include improving 
quality in your TMF documentation though a compliant 
centralised filing system. With the emergence of eTMFs, 
a new challenge has developed around the electronic 
management of eTMF between CROs, sponsors, and 
vendors. In a global environment there is a need to focus 
on ensuring confidence when providing TMF for regulatory 
inspection and legal discovery. 

At the 2013 Trial Master File Summit in Alexandria, VA, 
Lisa Mulcahy, TMF Process Consultant and Co-Chair of the 
DIA Trial Master File reference model, led the workshop 
“Electronic Management of your Trial Master File.” This 
interactive session included over 35 participants - life 
science organisations, CROs, and eTMF service providers. 
During this workshop, a number of challenges between 
sponsors, CROs, and vendors were explored and best 
practices were shared, leading to a better understanding 
of ways to maintain this TMF management relationship 
between clinical research stakeholders.

Planning and Execution of the TMF 
As the paradigm for the conduct of inspection of the 
TMF is changing, simply having paper TMF documents 
on hand for a health authority inspection isn’t enough 
any more. It’s a reality that since TMF content exists 
in many formats, inspectors can and will request to see 
the TMF content in its original or native form. Add to 
this that inspectors have individual preferences on how 
they want to review the content during the inspection, 
which makes it difficult to predict how the inspection will 
proceed. Sponsor companies and vendors have to be ready 
to present their TMF content in a number of ways with 
multiple support mechanisms.

Aligning the departments of Quality Assurance, 
Information Technology, Asset Protection in addition to 
TMF contributing departments, to name a few, can be a 
difficult task. It’s important that all contributors providing 
TMF content are in the same frame of mind. This ensures 

TMF content is prepared in an efficient manner for both 
announced and unannounced inspections.

Additionally, management of the TMF is a complicated 
process even in the simplest of clinical trials. The degree 
of complexity can skyrocket when components of the 
TMF are delegated for collection and creation, and 
management do not give proper attention to data filing. 
When you add in an electronic TMF (eTMF) system to the 
equation, the complexity can triple. But this doesn’t have 
to be the case. It’s important for the sponsor and CRO 
to resist the urge to quickly set up and manage the TMF 
at the trial startup discussions, and instead work through 
the key foundational principles of TMF management in an 
electronic environment.  

Discussions primarily focused around some of the main 
challenges that vendors, CROs, and sponsors have with the 
electronic management of TMF with other stakeholders. 
By identifying these key issues, common trends, and 
best practice sharing, the industry can gain a better 
understanding of how to identify electronic management 
of a clinical trial’s eTMF.  

When CROs and vendors were asked what their biggest 
challenges are with sponsors around electronic TMF 
management, they responded:

• Differences in platforms between CROs and sponsors, 
as well as the lack of system integrations

• Lack of a definition of index structure as well as 
standards and detailed SOPs

• Single point of contact for both organisations
• Sponsor oversight / project management 
• Client access
• Changing management and training expectations on 

an eTMF system
• Not utilising the eTMF system as designed
• Reluctance to change and regulatory group 

apprehension

When sponsors and vendors were asked what their 
biggest challenges are with CROS around electronic TMF 
management, they responded:

• Single point of content
• Index limited to sub-set of TMF content
• Processes that create TMF content that are not 

integrated
• Not having clearly defined roles for CROs and sponsors
• Turnover rates and need for retaining
• Need to make processes malleable to meet many 

sponsor requirements
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• Access to the eTMF system
• Open access to the quality reviews conducted not 

easily provided
• Inspection process for inspections during a trial

When sponsors and CROs were asked what their 
biggest challenges are with vendors around electronic 
TMF management, they responded:

• Technology implementation roadmap that will ensure 
issues complicating implementation are addressed

• Platform differences
• Scalability
• Supportability
• Oversell of the product
• System integration
• Need to customise too much

Key Findings
Some of the main categories between the three users 
included definition of content, TMF process to follow, 
responsibility for quality, and access. Additionally, some 
of the issues that affect electronic TMF management 
included use and integration of technology, training, and 
support. 

As the TMF is often short-changed due to the 
contractual process between a sponsor and CRO, the 
attention to management of the TMF can be less than 
adequate. Adding into the mix an eTMF platform to 
manage the TMF increases the risk for decreased quality.  

According to the workshop discussions, some of the 
main roadmap discussions between a sponsor and CRO 
during the contracting phases should include: 

• Creating a TMF plan
• Determining whose TMF structure will be used
• Process and naming convention of TMF content
• Initiation of the TMF at the start of the study
• Transfer of content at archival and the impact of 

vendors
• Archival of the TMF in multiple formats
• Roles and responsibilities
• Maintenance during and at the conclusion of the 

trial.

The addition of an eTMF can complicate the process 
between CROs and sponsors, so some of the new 
dimensions that must be addressed include:

• Helpdesk availability in multiple languages to support 
global trials

• Configurations and technical updates and subsequent 
deployment

• Multiple levels of training
• System access and performance worldwide
• Governance strategy that covers access, roles, 

security, updates, and scope
• Electronic quality review process including direct 

access to content
• Service level agreements of content management
• User acceptance
• Complexity of client and/or vendor-authored content

A number of discussions during this workshop included 
the process of TMF management. When a sponsor handles 
the eTMF, some of the ways this makes it easier include:

• Sponsor TMF consistency for all trials
• Full sponsor control 
• Complete audit and inspection readiness and quality 

review capability.

When a CRO handles the eTMF, some of the ways this 
makes it easier include:

• Experience of working with an eTMF across multiple 
studies and sites

• CRO consistency of use across multiple clients that 
can increase TMF quality

• Cost-burden to the CRO and not the sponsor.

The last part of the workshop was around developing 
an action plan if a standardised TMF management is not 
in place. Workshop discussions focused on presenting 
the benefits of action and consequences of a non-action 
to your leadership to start the discussion about eTMF 
management and how it pertains to the sponsor-CRO 
relationship. Final discussions focused around creating a 
roadmap for addressing how TMF management will be 
handled in a sponsor/CRO partnership. 

October 22-23, 2013 in London, UK saw the 2nd 

European Trial Master File summit, which included 
a workshop entitled “Trial Master File: Confidence 
in Providing TMF for Regulatory Inspection or Legal 
Discovery” led by Lisa Mulcahy, TMF Process Consultant 
and Co-Leader TMF Reference Model Initiative, Mulcahy 
Consulting and Eldin Rammell, Managing Director, 
Rammell Consulting Limited. The workshop discussed how 
to prepare for a health inspection. During this workshop’s 
records management 101 discussion, it was noted that 
if records have the potential to have so much value in 
helping people do their jobs, make good decisions, 
provide accountability, offer evidence in litigation, and 
support corporate identity, they need to be properly 
managed. GRMP is Good Records Management Practice. 
GRMP assumes that:

• The record is present, can be accessed, can be 
interpreted, can be trusted and can be maintained 
throughout time.

• In addition, a comprehensive records management 
policy together with a routine training and compliance 
programme will offer significant legal protection 
in the event of litigation. A variety of significant 
legislation establishes the importance of records 
management, data privacy, freedom of information, 
the keeping of employment records and more.
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A trial master file is the “documentation referred to in 
Article 15(5) of Directive 2001/20/EC as the trial master 
file shall consist of essential documents, which enable 
both the conduct of a clinical trial and the quality of the 
data produced to be evaluated.” --European Directive 
2005/28/EC. 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. Trial master files are created 
by clinical trial management, medical monitors, benefit/
risk professionals, vendors, data management, regulatory 
professionals, medical writing professionals, finance, 
contracts and legal professionals, events committees, 
investigative sites, project management professionals, 
quality assurance professionals and more.

• The format of trial master files can include:
• Paper documents 
• Electronic records 
• Living records not to be finalised until end of trial 
• Databases and data listings 
• Emails 
• Audit trails and metadata of systems 
• UAT 
• Web/intranet/applications 
• Digital streams 
• SAS programs…tables and listings 
• Structured and unstructured data. 

Problems and challenges with these differing 
formats include duplication and reconciliation, very 
large documents, email branching, forwarding and 
inappropriate content within the email, difficulty 
managing records in multiple repositories, among others. 
Further, trial master files can be located in myriad places, 
creating further organisational challenges.

• TMF records might be located in a variety of places 
for a study, including:

• Validated Electronic Content Management Systems 
• IVRS 
• Email folders
• Databases 
• Held with a vendor
• Central paper file room 
• Long-term archive at company or a vendor 
• eArchive or decommissioned systems 
• File cabinets, desks, shelves, briefcase, courier 

(while en route somewhere) 
• Hard and C:\ drives 
• Collaboration sites (SharePoint sites or equivalent) 
• Network drives 
• CDs or USB drives
• Backup tapes
• Internet/web 
• CTMS 
• LMS (training) and quality systems 

• Or not documented at all.

• During an inspection, an inspector might want to 
review original paper records, review copies of paper 
records, review electronic records directly in the system, 
have direct access, use a navigator, or review copies of 
electronic records. Further, when multiple electronic 
repositories hold TMF records:

• Some TMF records might not be appropriate for 
others outside of a function to see.

• Some systems may not have interoperability 
with others, so TMF records are really not in a 
consolidated eTMF. 

• Some systems take TMF records and replicate them 
as part of their processing, storing the TMF content 
as a new single entity, making it unclear which one 
is the authoritative source.

• Archiving processes must be established so that all 
repositories holding TMF records throughout the 
retention period meet the minimum requirements 
for systems holding archived records. 

Translation into TMF Management Process

• Within just one company, the following individuals/ 
 functions might have access to electronic TMF content:

• TMF owners 
• Quality assurance/quality management 
• Records management for access to archived 
paper and offline archived content 

• Legal 
• Privacy/information security officer 
• Systems owners 
• Vendors who hold content on sponsor’s behalf  
• Regulatory affairs 
• Development/strategic partners 
• IT and IT QA 
• Hardware provisioning/audit support 



• When direct access is given, the following items need 
to change in the TMF management process:
• A concrete, defined process should reach all TMF 

content owners
• A standard set of content should be available that 

also indicates authoritative location
• Real-time inspection-readiness
• Quality and completeness of the TMF must be 

ensured
• Timely submission of TMF content into the 

authoritative system to eliminate any reasons for 
backlog

• Oversight of processes and vendors and evidence of 
it in the TMF 

• A concrete, defined updated process for preparation 
and conduct of inspections when direct access is to 
be provided 

• War rooms must be eliminated.

An archive offers controlled access, orderly storage, 
controlled movement in and out, and is checked for 
appropriateness. They should be suitable to provide 
long-term retention and include meta-data and indexing. 
Likewise, a named archivist should be responsible 
for archives and access should be restricted to those 
individuals. Further, a system must be in place for locking 

and protecting documents. A protected audit trail is also 
an important component of an archive.

To mitigate against obsolescence, the media used to 
store essential documents must remain complete and 
legible throughout the required period of retention, and 
storage conditions should ensure that essential records 
are maintained in a legible condition.

• It is important that future access to records and data 
is maintained. This could include maintaining the 
system (hardware and software) to access the data 
in its original format, or the use of a new system to 
emulate the old software or migration of the data 
into a new format to ensure continual access with 
new software. 

• A formal preservation strategy should include 
periodic test retrieval.

The objective of an archive is to maintain the integrity, 
authenticity, reliability and accessibility of the record for 
the entire duration of the approved retention period. 

TMF best practices have been evolving over the past 
few years due to the introduction of electronic systems 
and regulatory guidances. As the industry moves to 
an electronic system, the TMF process becomes more 
complex. However, understanding what is needed by 
health authorities and developing a clear understanding 
of your TMF process will allow you to ensure that your 
TMF is of high quality and inspection-ready. By staying 
up to date on industry trends, technology advancements 
and networking with your colleagues, you will be able to 
ensure your TMF process is efficient and compliant to 
regulatory standards.  
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