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author and do not necessarily reflect the official policy or position of CDISC.
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Pre-Agenda

1. Quick Knowledge Check of Audience

2. Summary of this Presentation

3. 2018 EMA Guideline on the trial master file
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Q.1 Who in this room is really familiar 

with the 2018 EMA Guideline on 
content, management, and archiving 
of the clinical trial master file?

Q.2 Who in this room is familiar with 

the 2023 EMA Guideline on content, 
management, and archiving of the 
clinical trial master file?  And?

Q.3 Who in this room knows that there 

was a CSV tab in the TMF RM?

Q.4 Who in this room recognized that 

the CSV tab was important to them as 
TMF management professionals?  
Who has used it?

Quick Knowledge Check of Audience – Hands Up
The TMF is comprised of multiple computerised systems

Q.1 Who in this room is really familiar 

with the 2018 EMA Guideline on 
content, management, and archiving 
of the clinical trial master file?

Q.2 Who in this room is familiar with 

the 2023 EMA Guideline on content, 
management, and archiving of the 
clinical trial master file?  And?

Q.3 Who in this room knows that there 

was a CSV tab in the TMF RM?

Q.4 Who in this room recognized that 

the CSV tab was important to them as 
TMF management professionals?  
Who has used it?



Summary of this Presentation

The TMF for a clinical study can be maintained in a variety of computerised 
systems; each of them considered TMF repositories.  TMF repositories are to be 
validated per the published EMA guideline titled “Guideline on the content, 
management and archiving of the clinical trial master file (paper and/or 
electronic)” released in December 2018.
Since then, EMA GCP Inspectors Working Group published the “Guideline on 
computerised systems and electronic data in clinical trials” in March 2023, 
which became effective in September 2023, the oversight and assurance related 
documentation associated with all of the software as a service computerised 
systems utilized in clinical studies has been brought view, more so than ever 
before.  
The artifacts listed in the TMF RM Computer System Validation (CSV) tab align 
very nicely with the expectations of the guideline.  The future of the CSV tab is up 
for discussion during the TMF RM V4 Refresh project.  This presentation will ask 
this audience their opinions to drive its future.
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The 2018 EMA Guideline on content, management, 
and archiving of the clinical trial master file

Guideline EMA GCP Inspectors Working Group

Released 06 December 2018

Effective 06 June 2019

EMA/INS/GCP/856758/2018

Good Clinical Practice Inspectors Working Grp
 

Guideline on the content, management and archiving
of the clinical trial master file (paper and/or electronic)
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The systems [that hold TMF records] should 
be validated to demonstrate that the 
functionality is fit for purpose, with formal 
procedures in place to manage this process.

https://www.ema.europa.eu/documents/scientific-guideline/guideline-content-management-archiving-clinical-trial-master-file-paper/electronic_en.pdf
https://www.ema.europa.eu/documents/scientific-guideline/guideline-content-management-archiving-clinical-trial-master-file-paper/electronic_en.pdf


Agenda

1. Computerised Systems – System-level v. Study-level

2.  The CSV Tab of the TMF Reference Model

3. The 2023 EMA Guideline on Computerised Systems
• Responsibilities for Oversight of Clinical Systems Utilized in Clinical Studies

• Process and Resulting Evidence of Oversight

4. What might the CSV artifacts look like in TMF RM V4? 

5. Thank you and Feedback



The Trial Master File Reference Model – CSV Tab

92024 US CDISC+TMF Interchange | #ClearDataClearImpact

The TMF RM added the 
tab with v3.0 in June 2015.



The Trial Master File Reference Model – CSV Tab

Rationale

• The variety of computer systems utilized in execution of clinical trials 
continues to grow and includes both 'core' systems that are used for many 
trials and systems that are developed and/or configured for specific trials. 
ICH 5.5.3 suggests that when trial data handling systems are utilized, 
sponsors should complete computer systems validation (CSV) processes to 
"Ensure and document that the electronic data processing system(s) 
conforms to the sponsor's established requirements for completeness, 
accuracy, reliability, and consistent intended performance."
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The Trial Master File Reference Model – CSV Tab

Study-specific computerized systems or study-specific configurations

• The TMF Reference Model includes artifacts for IRT systems (Zone 6) and 
CDM/EDC systems (Zone 10). The CSV artifacts are not consistent 
between these two zones. 

• In anticipation of new types of clinical study data systems and in order to 
more consistently account for CSV artifacts, a TMF Reference Model CSV 
tab has been included. 

• This list is intended to include in scope only those computer systems which 
are specifically developed or configured to handle data and electronic 
records for a specific clinical study (for example, the computer systems 
development of most Clinical Trial Management Systems is not study-
specific thus CTMS computer systems validation documentation would not 
be expected to be in scope). 
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The Trial Master File Reference Model – CSV Tab

Usage

• Use of these artifacts is strictly optional for the TMF Reference Model, either 
within zones or as a new zone - Zone 12 . 

• An assessment has been completed and these artifacts will be maintained 
outside of the official TMF Reference Model. Your ongoing feedback & 
experience related to the classification of CSV artifacts is welcomed by the 
TMF Reference Model team.
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The Trial Master File Reference Model – CSV Tab Artifacts

This tab compiles the full 

set of computer system 

validation documentation 

that would be required to 

be created for sponsor/ 

vendor-owned 

computerized systems, 

or the systems owned by 

the technical vendors 

who sell software as a 

service technology to 

sponsors utilized in a 

clinical study.



The 2023 EMA Guideline on computerised systems 
and electronic data in clinical trials
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Guideline on computerized systems and electronic data in 

clinical trials

Guideline EMA GCP Inspectors Working Group

Released 09 March 2023

Effective 09 September 2023

EMA/INS/GCP/112288/2023

Good Clinical Practice Inspectors Working Grp

…'data' will be used in this guideline in a 
broad meaning, which may include 
documents, records or any form of 
information. 

https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guideline-computerised-systems-electronic-data-clinical-trials_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guideline-computerised-systems-electronic-data-clinical-trials_en.pdf


The 2023 EMA Guidance on Computerised Systems
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Unless otherwise specified 

(e.g. 'source data' or 'source 
document') and in order to 
simplify the text, 'data' will 

be used in this guideline 
in a broad meaning, which 

may include documents, 
records or any form of 
information.

It covers requirements and 

expectations for 
computerized systems 
including validation, user 

management, security, and 
electronic data for the data 

life cycle.

The scope of this guideline is computerised systems, (including 

instruments, software and 'as a service') used in the creation/ 
capture of electronic clinical data and to the control of other 
processes with the potential to affect participant protection and 

reliability of trial data, in the conduct of a clinical trial of 
investigational medicinal products (IMPs). 

These include but may not be limited to the following: EMR, 

Investigator tools, participant wearables, eCRFs, Temptales, 
scans/imaging, eTMFs, eICF, IRT, CTMS, Site Portals, safety 
database, remote monitoring. AI used in clinical trials, and 

other computerised systems implemented by the sponsor 
holding/ managing and/or analysing or reporting data relevant 

to the clinical trial e.g., clinical trial management systems 
(CTMS), pharmaco-vigilance databases, statistical software, 
document management systems, test management systems, 

and central monitoring software.



The 2023 EMA Guideline on computerised systems and 
electronic Clinical Systems – Validation of systems
4.10. Validation of systems 

• Computerised systems used within a clinical trial should be subject to processes that confirm that 
the specified requirements of a computerised system are consistently fulfilled, and that the system 
is fit for purpose. Validation should ensure accuracy, reliability, and consistent intended 
performance, from the design until the decommissioning of the system or transition to a new 
system. 

• The processes used for the validation should be decided upon by the system owner (e.g. 
sponsors, investigators, technical facilities) and described, as applicable. System owners should 
ensure adequate oversight of validation activities (and associated records) performed by service 
providers to ensure suitable procedures are in place and that they are being adhered to. 

• Documentation (including information within computerised systems used as process tools for 
validation activities) should be maintained to demonstrate that the system is maintained in the 
validated state. Such documentation should be available for both the validation of the 
computerised system and for the validation of the trial specific configuration or customisation. 

• Validation of the trial specific configuration or customisation should ensure that the system is 
consistent with the requirements of the approved clinical trial protocol and that robust testing of 
functionality implementing such requirements is undertaken, for example, eligibility criteria 
questions in an eCRF, randomisation strata and dose calculations in an IRT system. 
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Annex 2 – Computerised system validation
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The responsible party should 

ensure that systems used in 

clinical trials have been 

appropriately validated

The responsible party may rely on 

validation documentation provided 

by the vendor of a system if they 

have assessed the validation 

activities performed by the vendor 

and the associated documentation 

as adequate

The responsible party may also 

have to perform additional 

validation activities based on a 

documented assessment or their 

processes.

In any case, the responsible party 

remains ultimately responsible for 

the validation of the computerised 

systems used in clinical trials.

If the responsible party wants to 

use the vendor's validation 

documentation, they should ensure 

that it covers their intended use as 

well as its defined needs and 

requirements through audit.

In case the vendor’s validation 

activities and documentation are 

insufficient … the responsible party 

should validate the system. 

New functionalities should not be 

used by the responsible party until 

they have validated them or 

reviewed and assessed the 

vendor's documentation. 

Critical system functionality 

implemented and used in a clinical 

trial should be described in a set of 

user requirements, tested, reported 

on before release

Prior to testing, the risk 

assessment should define which 

requirements and tests are related 

to critical system functionality. 



Responsibilities for Oversight of Clinical Systems 
Utilized in Clinical Studies

• Oversight
• Each responsible party is responsible for oversight of the technical vendor and the software 

they provide.  (I personally call this assurance)

• Each responsible party needs to defines their intended level of oversight of a computerized 
system used in a clinical study and it based on audit of the technical vendors validation 
related processes and resultant documentation.  This documented in processes.

• Specifications for configurations made to system to meet responsible party's defined critical 
functionalities and study-specific needs (fit for purpose) are documented in a user 
requirement specification document

• Evidence of Oversight
• Audit report (including any completed CAPAs) of technical vendor to review system level 

validation process and produced records

• Review of specific validation-related records created by the technical vendor for the software

• Assessment (including risk assessment) of new or updated functionalities consider to be 
critical by the responsible party  

• Creation of the assurance related records according the established process
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Computerised systems and electronic Clinical 
Systems – Enterprise Level and Study Level
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LMS

QMSRIM

IRB Portal EDMS
eSign

Finance/ 

Payment

Contract 

System

Statistical 

Software/

Sample 

Tracking
Test Management

Computerised Systems – Could/Would be Configured uniquely to support of a clinical study?

 

systems not configured uniquely to support a

eTMF

(depends)

eCOA

EDC

IRT – 
Randomizat’n

Site Start-up

ePRO

Scan/Image 

Tracking 
Analysis

eDiary

CTMS

Patient 

Recruitment

Wearables

Safety 

Database

IRT – IP 

Mgmt

Laboratories

TMF 

Archival

Investigator 

Portal
+more?

+more?
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If a software as a service technology 

is purchased, does this make a 
difference?

Does a company have to duplicate 

the CSV related activities that were 
performed by the technology 

vendor?

It depends.  Not duplicate if the company 

performed audit of vendor and the 

vendor passed the audit and the 

company determined the vendor has 

adequate process and documentation.

Assuming the vendor passed the audit, 

duplication is not required. It is about 

defining a CSV assurance process 

(functional/user requirements, risk 

assessment, plans, testing 

requirements, reports)
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Where is the CSV-related doc-
umentation maintained for enterprise 

level computerized systems? What 
about for computerised system used 

in clinical studies?

Are there differences in the 

responsible party’s obligations for 
the enterprise level systems versus 

computerised system used in 

clinical studies?

If the repository holds TMF records, 

then the system needs to be validated 

and oversight performed

Enterprise Level: Company repository 

such as QMS.  

Study–specific: TMF
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What might be included in 

a  CSV Assurance Process 

for a system which passed an 

audit by responsible party? 

• Change Control

• Business/User/Functional 

Specifications

o Definition of critical 

functionality

o Configuration specifications

• Release Notes

• Risk Assessment

• Plan for testing

• Testing related records

• Report

• System’s Validation Certificate

!! Remember to Define, identify 

risks, prepare to defend decisions



Will the CSV Tab Exist in V4 of the TMF RM?

The TMF RM V4 team is assembling a working group to tackle this question.

What are your thoughts on how the CSV related records for the 
computerised systems used in clinical studies.
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Thank you and Your Thoughts on the Topic

• Thanks to YOU for attending this session.  

• Thanks to CDSIC for the support of the TMF RM

• Thanks to the 2024 CDISC+TMF US Interchange Planning Committee for 
all the support that they provided me to speak to you today 

• If you have more thoughts on this topic, please provide to me your thoughts 
and comments on this topic.

• Talk to me in person after this session, at breaks, during lunches, and 
even after the meeting by emailing me at lisa.mulcahy@mcllc-tmf.com

• Let me know if you think that additional industry learning opportunities, 
for example a 2-hour training course to take a deeper dive into CSV 
related documentation/records, is a worthwhile effort? 

242024 US CDISC+TMF Interchange | #ClearDataClearImpact

mailto:lisa.mulcahy@mcllc-tmf.com


Back-up slides



The 2023 EMA Guideline on computerised systems 
and electronic Clinical Systems – Cloud Solutions

6.7 - Cloud Solutions

• Irrespective whether a computerised system is installed at the premises of the 
sponsor, investigator, another party involved in the trial or whether it is made available 
by a service provider as a cloud solution, the requirements in this guideline are 
applicable. There are, however, specific points to be considered as described below.

• Cloud solutions cover a wide variety of services related to the computerised systems 
used in clinical trials. These can range from Infrastructure as a Service (IaaS) over 
Platform as a Service (PaaS) to Software as a Service (SaaS). It is common for 
these services that they provide the responsible party on-demand availability of 
computerised system resources over the internet, without having the need or even 
the possibility to directly manage these services.

• If the responsible party choses to perform their own validation of the computerised 
system, the cloud provider should make a test environment available that is identical 
to the production environment.



Annex 2 
2.1 – General Principles
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The responsible party should ensure that 
systems used in clinical trials have been 

appropriately validated and demonstrated 
to meet the requirements defined in ICH 

E6 and in this guideline. 

The responsible party may rely on 
validation documentation provided by the 
vendor of a system if they have assessed 
the validation activities performed by the 

vendor and the associated documentation 
as adequate; 

however, they may also have to perform 
additional validation activities based on a 
documented assessment. In any case, the 

responsible party remains ultimately 

responsible for the validation of the 
computerised systems used in clinical 

trials. 
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If the responsible party wants to use the 
vendor's validation documentation, the 
responsible party should ensure that it 

covers the responsible party's intended use 

as well as its defined needs and 
requirements. The responsible party should 

be thoroughly familiar with the vendor's 
quality system and validation activities, 

Annex 2 
2.1 – General Principles

New functionalities should not be used by 
the responsible party until they have 

validated them or reviewed and assessed 
the vendor's documentation. 

which can usually be obtained through an 
in-depth systematic examination (e.g., an 

audit). The examination report should 
document that the vendor's validation 

process and documentation is satisfactory. 

In case the vendor’s validation activities 
and documentation are insufficient … the 

responsible party should validate the 
system. 
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Critical system functionality implemented 
and used in a clinical trial should be 

described in a set of user requirements or 
use cases, e.g. in a user requirements 

specification (URS). 

Trial specific configuration and 
customisation should be quality controlled 
and tested as applicable before release for 
production. It is recommended to involve 

users in the testing activities. 

The responsible party should adopt and 
take full ownership of the user 
requirements, whether they are 

documented by the responsible party, by a 

vendor or by a service provider. The 
responsible party should review and 

approve the user requirements in order to 
verify that they describe the functionalities 
needed by users in their particular clinical 

trials. 

Annex 2
2.2 – User Requirements
2.3 – Trial Specific Config
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(Traceability is documented if responsibility 
party is performing full validation)

Annex 2 
2.4 – Traceability
2.5 – Validation and test plans
2.6 – Test Execution and Reporting

Validation activities should be planned, 
documented, and approved. Prior to 

testing, the risk assessment should define 
which requirements and tests are related 

to critical system functionality. 

Testing … may even allow automatic 
execution of test cases (e.g. regression 

testing). 

Test execution should follow approved 
protocols, documented, and a validation 
report approved by responsible party.

The responsible party should sign off the 
release of the system. 



Regression Testing 
Regression testing is a type of QA software testing that ensures changes or 
updates to an existing software product do not affect previously functioning 
features.
This type of testing may be necessary following various changes, including:

o Bug fixes

o Software enhancements

o Configuration adjustments, and

o Even the substitution of electronic components (hardware).

A regression test asks, "Does everything still work as expected?" A 
malfunction or bug in another part of the system caused by a new release is 
called a "regression," hence the term "regression testing."

Regression testing encompasses a broad spectrum of testing 
methodologies, such as functional testing, performance testing, and security 
testing. Additionally, it involves examining integrations among different 
software components and validating data migration between systems

https://www.globalapptesting.com/regression-testing-
guide#:~:text=Regression%20testing%20is%20a%20type,Configuration%20adjustments%2C%20
and
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This depends on the 

responsible party's defined 
process for assurance.

Could Regression 

Testing be Used as 
a testing method for 

assessing new or 

updated clinical 
system

functionalities?
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