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Executive summary
The European Commission confirmed the 31 January 2022 as the date of entry into 
application of the Clinical Trials Regulation (CTR) and the go-live of the Clinical Trial 
Information System (CTIS). 

Clinical research and patient health in the EU will benefit from the streamlined 
regulatory processes that the Regulation and CTIS will bring. It is now vitally 
important that stakeholder organisations, clinical trial sponsors and authorities, 
prepare their organization, processes and data to work with CTIS to make use of 
the strengths that the system and the legislation will bring. 

We are now entering a three-year transition period. Failure to be ready to 
submit Clinical Trial Applications via CTIS by the end of January 2023 when 
new applications will no longer be permitted under the old Directive, will mean 
organisations will not be able to apply and consequently run new trials within 
Europe. From the end of January 2025 all clinical trials must be fully compliant with 
the new CTR and be created via CTIS.

Organisations are advised to develop a transition strategy that suits their 
specific needs and fits within the transition period set out by the European 
Commission. Furthermore, proper user management is imperative for 
completing all CTR activities within CTIS. Complex organisational structures and 
involvement of Clinical Research Organisations (CROs) may contribute to a more 
intricate, and potentially costly user management workload.
In order to be prepared for the stricter timelines under the CTR, organisations 
should evaluate their current processes and determine if and how these should 
be adapted to meet the newly established timelines. Additionally, considerations 
around timelines may also impact the chosen operational model, ensuring that 
those submitting the data and/or documentation within CTIS can do so in a timely 
manner.
Another important consideration for organisations is the transparency of clinical 
trial information under the Regulation. A redaction and deferral strategy can help 
define these processes further and formalise these steps within organisations, 
ensuring that all documents and data submitted to CTIS are reviewed, redacted 
and/or deferred according to new transparency requirements.
Furthermore, the Regulation and CTIS introduce challenges for clinical data 
management, since the way of managing and submitting this information will 
change fundamentally. In order to address this data challenge, organisations need 
to assess the impact CTR/CTIS has on the completeness, quality and provision of 
existing data and documents. This includes the identification of new data elements 
and documents to be implemented as a requirement of the Regulation and the 
alignment with ISO IDMP and SPOR master data.
When looking from a technology and system integration standpoint, the 
implementation of CTIS as central place for managing clinical trial data requires 
organisations to revisit how systems can support processes and data flows 
optimally.

In summary, prioritise these three key considerations:

01. Time is ticking - no more time to wait 
02. Optimise internal processes and operational activities 
03. Do not forget change management
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Introduction 
of CTR 
Across the European Union (EU), clinical trials have 
been running under the Clinical Trials Directive 
2001/20/EC (referred to as “Directive”) from 2004.

Across the European Union (EU), clinical trials have been running 
under the Clinical Trials Directive 2001/20/EC (referred to as 
“Directive”) from 2004. Although the Directive paved the first steps 
towards harmonisation of clinical trial processes and requirements 
across EU countries, the application of clinical trials remained 
highly fragmented. For instance, clinical trials running in more than 
one Member State require applications to be submitted to each 
country separately.

In order to take the next step towards harmonisation and 
transparency, and to create a favourable environment for 
conducting clinical trials with the highest standard of participants 
safety within the EU, the Clinical Trial Regulation EU No 536/2014 
(referred to as “the CTR” or “the Regulation”) was released in 2014. 
Although released in 2014, the CTR and the CTIS will only go-live 
in January 31st, 2022 (see Figure 1). This is due to delays in the 
technical development of the CTIS.

Following go-live of CTR, organisations will have a three-year 
transition period, as indicated in the Figure above.  

 • 1st Year (Jan 31, 2022- Jan 31, 2023): Clinical trial applications 
may either be submitted under the Directive 2001/20/EC or the 
new Regulation (EU) No 536/2014. 

 • 2nd & 3rd Year (Jan 31, 2023- Jan 31, 2025): Any new clinical 
trials (initial applications) must follow the new Regulation (EU) No 
536/2014 and be created/submitted via the CTIS. 

 • After 3-Year Transition Period (post Jan 31, 2025): All clinical 
trials (new and ongoing) must be fully compliant with the new 
Regulation (EU) No 536/2014 and be created/submitted via the 
CTIS. 

Figure 1. Timeline between publication of CTR and implementation of the Regulation.
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• CTIS Portal released for 

audit
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• CTIS Portal goes live
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Once effective, the CTR will harmonise the application, assessment 
and supervision processes for clinical trials throughout the EU (see 
Table 1). Overall, this will increase the efficiency of all clinical trials 
within Europe with the greatest benefit for those conducted in 
more than one Member State due to joint assessment processes. 

Furthermore, the Regulation will help avoid unnecessary 
duplication of clinical trials or repetition of unsuccessful trials as a 
result of increased transparency of information on clinical trials.

High-level aims of the CTR include:

 • Harmonise application and assessment processes for clinical trials throughout the EU

 • Improve collaboration, information-sharing and decision-making between and within Member States

 • Increase transparency and improve consistency and reliability of information on clinical trials

 • Simplify safety reporting and enhance safety standards for clinical trial participants

 • Boost collaboration between Member States and sponsors through the introduction of the CTIS.

In this Point of View we provide an overview of some of the key considerations organisations should take into account when preparing for 
the implementation of the CTR and CTIS as well as some of the challenges they may face. In addition, we provide insight into what a CTR/
CTIS implementation programme should look like and which activities to prioritise. 

Table 1. High level overview of key differences between the Directive and the Regulation with regards to application submission and public 
availability of data.

05

 • Multiple applications to each Member State Concerned (MSC)

 • Individual assessment by each MSC 

 • No single MSC decision (NCAs and ECs)

 • Limited data availability to the public

 • Single application submission via CTIS, harmonised for National 
Competent Authorities (NCA) and Ethics Committee (EC)

 • Joint assessment of part I of the application 

 • Single MSC decision 

 • Increase availability of data to the public

Clinical Trials Directive (2001/20/EC) Clinical Trials Regulation (EU No 536/2014)
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However, many organisations are still left with questions, 
specifically with regards to how and when clinical trials should 
be transitioned or started under the Regulation. Organisations 
are advised to develop a transition strategy that suits their 
specific needs and fits within the transition period set out by the 
European Commission (EC). Questions that can help determine 
the transition strategy within organisations are: 

 • How many clinical trials have an end date January 31, 2025 and 
are therefore in scope for transition? 

 • Who will be responsible for the coordination and management 
of transitioning studies?

 • Will you conduct a pilot study prior to starting all new trials 
under the Regulation or transition ongoing trials? 

 • When will you start new clinical trials under the Regulation? 

The answer to the last question reveals two different trends 
within the industry. Some stakeholders have indicated that they 
have the aim to be early-adopters of CTR, with the intention of 
starting new clinical trials under CTR in the first year following 
go-live. Whereas others have chosen to use the first year of 
transition to test their processes by conducting dry runs in the 
CTIS Sandbox and running pilot studies.
In general, potential approaches and considerations for 
optimising the transition are:

 • Minimising the overall number of clinical trials that require 
transition by: 
 – Reducing the transition period of ongoing trials as this may 
require additional documentation

 – Having documentation and processes sorted in advance to 
avoid delays during transition period

 – Considering each study individually to see if postponing 
transition will work

 • Considering having a separate team to manage transitions of 
clinical trials

 • Continuously evaluating how many studies would require 
transitioning

 • Becoming an early adopter of CTR to address challenges ahead 
of the curve

Organisations should keep in mind that transitioning studies 
will take time and resources. Transitioning an ongoing study will 
require manual entry of all documents into CTIS. In addition, 
documents previously submitted under the Directive may require 
changes or additions in order to comply with the Regulation. 
It is therefore advisable to take these steps, and particular the 
additional time, into account when determining a transition 
strategy.

Transition
strategy
Industry is currently preparing for the implementation 
of the CTR. 
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Clinical Trial 
Information System
The cornerstone of the CTR is the successful release of 
the CTIS by EMA, according to Article 80 of Regulation 
(EU) No 536/2014.1

On the 31st of January 2022 CTIS will become the single-entry point 
application for clinical trial application submission, authorisation 
and supervision in the EU, including the European Economic Area 
(EEA) countries Iceland, Liechtenstein and Norway. Although 
as indicated in the introduction, it will be one more year until 
new applications will no longer be able to be submitted under 
the Directive. Currently, sponsors are obliged to submit clinical 
trial applications separately to National Competent Authorities 

(NCA) and Ethics Committee (EC) in each country where the 
trial is intended to run. The introduction of CTIS will simplify the 
application process considerably by allowing sponsors to apply for 
clinical trial authorisation in up to 30 EEA countries with a single 
application.

• Submission of initial application

• Submission of Substantial or Non-
substantial Modification application

• Submission of Additional Member 
State Concerned application

• Respond to Request for 
information 

• Submission of trial and subject 
milestone(s)

• Submission of Serious Breach(es), 
Serious Adverse Event(s) or Non-
Safety Measure(s)

• Request to defer publication 
information

• Management of user roles and 
permissions

• Assessment of application dossier 
(Part I and/or Part II) 

• Submission of application decision

• Assessment of additional 
information

• Submission of corrective 
measure(s) 

• Inspection planning and report

• Deferral of publication of 
assessment information

• Manage user roles and permission 

• Overview of clinical trial statistics

• Download of data and documents

Sponsor 
workspace

Authority 
workspace

Public 
workspace

Examples of possible activities within CTIS

Figure 2. Overview of the CTIS workspaces (authority, sponsor and public) and corresponding activities within CTIS.
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The CTIS consists of three workspaces: the Sponsor workspace, 
Authority workspace and the Public workspace (see Figure 2). 
Each workspace is intended for a different audience, with the 
Sponsor workspace being used by those submitting clinical trial 
applications and the Authority workspace used by EMA and NCAs. 
Within the Authority workspace, Member States will provide a joint 
assessment and a single decision of part I (general trial, sponsor 
and product information) of the clinical trial application within 
CTIS. Furthermore, CTIS will be utilised to support the coordinated 
assessment of safety reporting in the context of clinical trials. 

In addition to changes in the application and assessment 
processes, CTIS will strengthen the position of the public (via the 
Public workspace) by allowing access to large parts of data and 
documents uploaded to the system and, therefore, increasing 
overall transparency of clinical trials (see Transparency for details). 

The CTIS is being designed and developed in a way that each of 
the three workspaces will have their own processes which are 
controlled by workflows, business rules, logics and timelines based 
on the requirements laid out in the regulation.

In summary, the introduction of CTIS will contribute to the overall 
aims of the CTR by: 

 • Harmonising and simplifying clinical trial applications and 
assessment processes

 • Increasing transparency of clinical trial information 

 • Improving collaboration between sponsors and authorities
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“On 31st July 2021, the European Commission confirmed the entry into application of the Clinical Trial Regulation (EU) No 536/2014 by 
the publication of a notice in the Official Journal of the European Union”.2 Six months after the official notice, CTR and CTIS will go-live, 
confirming January 31st, 2022 as the official go-live date. 

Since the Management Board endorsement, more and more information regarding the functionality of CTIS has been published by 
EMA. EMA has prepared a training catalogue with detailed modules covering the life cycle of a clinical trial (see Figure 3).2

Current status at the 
time of publication
On April 21st, 2021, the Management Board of EMA 
informed the European Commission that CTIS has 
achieved full functionality and that the systems meet the 
functional specifications published by EMA.

Figure 3. Overview of training modules published by EMA. Figure is adapted from one created by EMA.2

Introduction to new Clinical 
Trials Regulation

BI reporting (also the 
European Commission) How to manage a CT Support with workload 

management Manage Union Controls

Overview of main CTIS 
components and system 

functionalities (high level)
Evaluate a CTA- Step 1

Evaluate an initial CTA-
Step 2

Supervise a CT- Ad hoc 
assessment (including 

safety)

How to search, view and 
download a CT and a CTA in 

the authority workspace

Supervise a CT- Corrective 
measures

Assess an Annual Safety 
Report

How to create, submit and 
withdraw a CTA

How to search, view and 
download a CT and a CTA in 

the sponsor workspace

Respond to RFIs received 
during the evaluation of a 

CTA

Submit an Annual Safety 
Report and respond to 

related RFIs

CTIS for SMEs and 
academia

Transition of trials from 
EudraCT to CTIS

User Access management 

Management of registered 
users & role matrix

Data protection in CTIS

Clinical Study Reports 
submissions

Supervise a CT- Inspection 
records

Introduction to CTIS for 
Public Users

Introductory modules
Modules targeted to    

Member States
Common modules for    
MS/EC and Sponsors

Modules targeted to  
Sponsors

Other audience-specific 
modules
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In addition to the training catalogue, EMA published a handbook for clinical trial sponsors as well as CTIS structured data forms.3 Besides 
the training modules, until now, insight into CTIS has only been provided to a limited number of sponsor representatives. As a result of the 
limited success, clinical trial sponsors have not been able to thoroughly test the system. However, recently, EMA made known that the CTIS 
training environment (“CTIS Sandbox”) will be made available in a series of waves.4 The first wave provided access to Member State Master 
Trainers, wave 2 to Sponsor master Trainers and wave 3 to additional Member State and sponsor end-users based on need and urgency. 

Several industry stakeholders have mentioned that the lack of insight into the CTIS Sandbox has hindered their CTR preparedness. It is 
also expected that access to the sandbox will be revoked at the end of January this year upon production go-live. Clinical trial sponsors 
have expressed the desire to perform a dry-run or pilots within the CTIS Sandbox to ensure that their internal processes are prepared for 
CTR implementation at the end of January. 

CTIS will also require CTIS roles to be assigned and new user management models within organisations. The following section provides 
insight into what roles are available within the system and what organisations should consider when developing their user management 
model.  
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User roles

The roles with the most overarching rights are Admin roles, which consist of a Lead Sponsor Admin, a Clinical Trial Admin (CT admin) and 
a Market Authorisation Admin. The latter is only relevant in cases of market authorisation. Admins have permission to, 1) view all users 
sitting under an organisation, 2) amend user roles (dates of authorisation) and 3) assign and revoke roles. Additionally, a CT Admin can also 
perform all business roles (view, prepare and submit).

As stated, Admins can determine the level of access an individual user has. There are three types of user roles: a viewer, preparer, and 
submitter role. The type of role determines their ability to perform certain functions. A viewer can only view documents, a preparer 
can create drafts and save them, and a submitter can submit the final document within CTIS. User roles are spread across the following 
process domains: Application, Notification, Safety, Results and the Clinical Study Report (CSR) (see Figure 4).

Figure 4. Overview of CTIS sponsor roles across the following process domains: Application, Notification, Safety, Results and the Clinical 
Study Report (CSR). 

The CTIS forms a platform in which sponsors, 
authorities and the public interact. From the clinical trial 
sponsor perspective, it will be the platform in which all 
documentation from the start to the end of a clinical trial 
is uploaded and assessed. Proper user management 
within the system is imperative for completing all CTIS-
based CTR activities.

User management
in CTIS

Application Notification Safety Results CSR

Part I viewer
Part I preparer

Q-IMPD viewer
Q-IMPD preparer

Part II viewer
Part II preparer

Application submitter 

Notification viewer
Notification preparer
Notification submitter

ASR viewer
ASR submitter

Results viewer
Results submitter

CSR viewer
CSR submitter

CTIS Sponsor Roles



EU Clinical Trial Regulation & the Clinical Trial Information System | Preparing for the implementation of CTR and CTIS go-live 

12

In addition to user roles, there are also three other levels of controls within the CTIS that can control access to process domains, including 
organisational level control, a time role, and a trial scope (see Figure 5).

Figure 5. Different levels of control within CTIS: User roles, organisation, time role, and trial scope.

User roles

User credentials are unique per user. Users are assigned role(s) to grant 
rights to perform a set activity. 

Organisation

The organisational level of control ensures that an individual can only submit 
documents for their organisation. A Sponsor receives a unique organization ID 
linking them to that specific organization. 

Trial Scope

A user is given a time role, either receiving the role for an indefinite length of 
time or until a selected expiration date (e.g. end of the clinical trial). 

User roles

A user is given a trial scope, either allowing them access to a specific trial or all 
trials under an organisation.
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User Management Strategies

There are several approaches to applying user management within an organisation, some examples are: 1) the admin approach (option 
#1) , 2) a high-level domain user approach (option #2) and 3) the deepest level of control approach (option #3) (see Table 2).

The choice of approach to user management will depend on how an organisation wants to operate. If an organisation outsources many of 
the management activities, they may want to have more control over certain controls and access rights. Whereas an organisation that has 
most management activities in-house may be able to opt for a simpler ‘admin approach’.

A small survey among industry stakeholders indicated that 3/9 would opt for a high-level control approach (#2 in Table 2), 1/9 would opt 
for an admin-approach (#1 in Table 2), 1/9 for a hybrid option between #2 and #3 and 4/9 have not decided on an approach. Based on 
our insights, most organisations have opted for a hybrid model between an admin approach and a high-level domain user approach. They 
have chosen to limit access to CTIS and to centralise submission within one internal team. No organisations within the survey group had, at 
the time of the survey, chosen to outsource submission to CTIS. 

Table 2. Different approaches for user management within an organisation.
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Challenges

In developing a user management model, industry stakeholders have identified the following as challenges: 

 • Access rights across users

 • User maintenance

 • Difficulty in decision-making due to lack of insight into CTIS (no timely access to Sandbox)

 • Impact on the outsourcing of work (e.g., involvement of CROs)

Organisations that have multi-affiliate models will face challenges with regards to user management as each affiliate will be given a 
separate organisation ID, meaning that a user in one affiliate will have no rights in another affiliate. Each affiliate involved will therefore 
have to have separate Admin and User roles. A recommended and already proven solution is to create a single clinical trial centre based in 
Europe through which all clinical trials are managed and executed. However, if this is not a preferred option, companies with multi-affiliate 
models will need to tackle additional management challenges across a distributed model. 

In addition, organisations with multi-CRO models also have increased challenges. In this case organisations may need to consider limiting 
the access rights of CROs per clinical trial in order to ensure CROs do not have access to all documentation or documentation from other 
CROs involved.

The introduction of the CTIS brings new challenges for organisations namely new ways of working, user roles, and a user management 
model. Establishing a new operational model within an organisation should be a priority when preparing for the CTR implementation and 
CTIS go-live. In order to develop such a model, current processes should be examined with consideration given to how they may need to 
be adjusted to comply with the new demands under CTR.
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Time management
Timelines for application procedures

Compared to the Directive, the CTR demands much stricter time management. There are a few key considerations to take into account 
namely strict timelines associated with the application procedures, the monitoring of Requests for Information (RFIs) and the inability to 
submit applications in parallel. 

Table 3 provides an overview of the timelines associated with 
the initial application, substantial modification and addition of a 
MSC. Timelines for all three application procedures are strict and 
must be met in order to proceed with the application process. 
In addition, Requests for Information (RFIs) can influence the 
timelines for an initial application, substantial modification and an 
additional MSC. Sponsors have 12 days to respond to RFI’s if they 
come in, unless otherwise indicated by the Member State, but this 

will not exceed 12 days. Failure to respond to an RFI within the set 
timeline can result in a lapsed application. It is therefore important 
to monitor incoming RFIs to ensure they are responded to in a 
timely manner. Important to highlight is the fact that CTIS does 
not send alerts or reminders outside of the system, someone with 
a CTIS user role therefore needs to monitor incoming RFIs on a 
regular basis.

Table 3. Timelines of respective application procedures. All days are expressed in Calendar days. *Only relevant if there is disagreement 
with Part 1 of initial application.

Figure 6. Overview of rules outlined by EMA for due dates. Source: Module 04 EMA CTIS e-learning.

-

-
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EMA has published several rules regarding the due dates for CTR/CTIS tasks (see Figure 6). Despite these rules, public holidays and 
weekends can influence the number of days available to respond to tasks and can result in tight timeframes. We anticipate that there 
could well be challenges when responding to an RFI particularly in a scenario where you have multiple steps before submitting it to CTIS, 
for example if an RFI requires you to reach out to several affiliates or CROs. An example where this could be particularly difficult is the 
Easter weekend (see Figure 7). If an RFI comes in on the Thursday before Easter weekend, then the time to respond to the RFI starts on the 
following working day (Friday). A Sponsor will then only have 6 working days to respond to the RFI considering the holiday weekend. In 
this example, a standard 12-day response time is applied however Member States can choose to shorten this timeline.

In order to be prepared for the stricter timelines under the EU 
CTR, organisations should evaluate their current processes and 
determine if and how these should be adapted to meet the newly 
established timelines. Considerations around timelines may 
also impact the chosen operational model, ensuring that those 
submitting the data and/or documentation within CTIS can do so in 
a timely manner. 

Challenges regarding parallel submissions 

Another important consideration is the fact that CTIS does not 
allow parallel submissions. Requests for substantial modifications 
cannot be submitted while any other assessment is still ongoing 
such as an initial application, application for another substantial 
modification and an application for the addition of a MSC. This may 
influence the timing of the clinical trial and may require further 
coordination within organisations.

Other challenges seen with the CTR relating to parallel submissions 
derive from the effort and time needed to create parallel 
submissions to health authorities and ethics committees when 

documents must be provided in local languages. In this endeavour, 
all documents must still be redacted for public domain publishing 
and transparency reasons- which could cause a significant strain 
on adherence to timelines. The other side of this challenge comes 
from alternatively withdrawing applications as well. There is the 
consideration of submitting Part 1 and Part 2 at different times. 
Currently, Belgium is participating in a pilot to understand the 
challenges further, but the complexity of the situation remains 
when dealing with multiple countries.

Organisations running multinational trials are advised to establish 
a submission strategy, determining whether they want to submit 
part 1 and part 2 simultaneously or separate and whether there 
are any additional considerations with regards to which countries 
to select and which to submit to first. 

Figure 7. Example of the impact of Easter weekend on the number of days to respond to an RFI.
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Transparency

Another important consideration for organisations is the 
transparency of clinical trial information under the Regulation. 
Compared to the Directive, under which only common clinical trial 
procedures are made publicly available, the CTR has a significant 
focus on transparency of clinical trials with the overarching goal 
of protecting patient safety and public health. According to Article 
81(4) of the Regulation, clinical trial data and information in CTIS will 
be made generally available for public access unless confidentiality 
is justified based on any of the following reasons:

 • Protection of individuals regarding the processing of personal 
data

 • Protection of commercially confidential information, in particular 
regarding marketing authorisation status, unless there is an 
overriding public interest in disclosure

 • Protection of confidential communication between Member 
states regarding the preparation for assessment reports

 • Realisation of effective supervision of the conduct of a clinical 
trial by Member States

Based on the confidentiality reasons listed above, the following 
information will not be made public through CTIS: 

 • The names of Member State experts;

 • Personal information identifying sponsor staff; 

 • MAH/applicant personnel and investigators or other parties in 
the clinical study report;

 • Draft assessment reports;

 • Quality related information (Q-IMPD, RFIs related to Quality, etc.);

 • Arrangements for payment of investigators and sites should 
not be published as they relate in all cases to the commercial 
financial arrangements between parties.

Redaction and deferral of publication 
under CTR

By default, all data and documents (with the exception of some) 
will be made public at the first opportunity, unless sponsors defer 
the publication of data and documents via CTIS, which needs to 
be requested at the time of the initial clinical trial application (see 
Table 4). Furthermore, sponsors can submit a ‘for publication’ and 
a ‘not for publication’ version of documents that are not subject 
to deferral rules. In the ‘for publication’ version of the submitted 
documents sponsors should remove/omit all information on 
personal data and any relevant information still considered to be 
confidential even after the deferral period has passed (see Table 
5).5 Failure to comply with the transparency requirements of 
the CTR can result in financial (e.g. loss of patenting opportunity, 
disclosure of product development strategy or penalties) or 
reputational (e.g. negative public perception by breach of personal 
data protection laws) consequences.

With the increase in transparency of clinical trial information, 
organisations will need to reconsider their internal processes to 
ensure that no PPD or CCI is made public or is published too soon. 
Publication of PPD can result in a data breach which can lead to 
a fine from authorities under GDPR. It also poses financial and 
reputational risks for companies. In addition, if CCI is released 
prematurely, it may disclose information of economic interest 
to the sponsor and result in advantages to competitors and/or 
hinder publication of trial results. A redaction and deferral strategy 
can help define these processes further and formalise these 
steps within organisations, ensuring that all documents and data 
submitted to CTIS are reviewed, redacted and/or deferred as they 
should be.
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Table 4. Overview of deferral period per data and/or document and category of trial.

Table 5. Protection of valuable and sensitive information: PPD & CCI.5
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Safety 

Annual Safety Reports 

The EU CTR introduces new terminology, the DSUR is now referred 
to as the ASR (Annual Safety Report). Under the Regulation, ASRs 
will be required to be submitted via the CTIS ASR module, which 
is a part of the EudraVigilance (EVCTM) database. Separate ASR 
user roles (ASR viewer and ASR submitter) can be assigned within 
organisations to delegate the submission of ASRs to a different 
functional area. 

Auxiliary Medicinal Products (AxMPs)

Auxiliary Medicinal Products (AxMP) replace, as referred to in the 
Directive, the Non-Investigational Medicinal Products (NIMPs). 
Under the Regulation, AxMPs are clearly defined, which was 
not previously done under the Directive. New terminology and 
definitions should be incorporated into organisational processes. 
In addition, AxMPs should be incorporated into the ASR. 

Low interventional trials 

Some clinical trials pose only a minimal additional risk to subject 
safety and/or trial integrity compared to normal clinical practice. 
A low interventional trial is a clinical trial which fulfils all of the 
following conditions: 

A. The IMPs, excluding placebos, are authorised;  
B. According to the protocol of the CT 

i. The IMPs are used in accordance with the terms of the 
marketing authorisation; OR
ii. The use of the IMPs is evidence-based and supported 
by published scientific evidence on the safety and efficacy 
of those IMPs in any of the MSC; AND

C. The additional diagnostic or monitoring procedures do not 
pose more than minimal additional risk or burden to the 
safety of the subjects compared to normal clinical practice 
in any Member State concerned.

Low interventional trials are a new concept under the EU CTR 
and companies should incorporate this new classification into 
their current processes. For these types of trials, the Regulation 
supports a risk proportionate approach to the design and the 
conduct of clinical trials, including safety reporting. Such a risk 
proportionate approach should be further defined in a clinical trial 
protocol. 

Organisations are advised to assess whether they have any trials 
that would fall within this category and what approach should be 
taken for such trials. 

The EU CTR does not introduce many changes within 
the Safety domain, however we do want to highlight 
two main changes that should be taken into account by 
organisations: 1) changes in terminology specifically the 
Annual Safety Reports (ASRs) and Auxiliary Medicinal 
Products, and 2) the introduction of a new category of 
trial ‘low interventional trials’. 



EU Clinical Trial Regulation & the Clinical Trial Information System | Preparing for the implementation of CTR and CTIS go-live 

20

Information & Technology 
management

Data Management

Besides the discussed process and organisational impact, the introduction of the Regulation and CTIS also introduces challenges for 
clinical data management, since the way of managing and submitting this information will change fundamentally. CTIS will centralise a 
historically decentralised information flow which can have profound consequences for the processes and organisational responsibilities 
around clinical trial data (see Figure 8). In addition to up to 30 document types which are required for Part 1 and Part 2 of the clinical trial 
application, over 300 data elements will be required for CTIS from different structured and unstructured sources within different functions 
of the sponsor (e.g., Clinical, Regulatory, Safety, Quality, Transparency) and third-party vendors (e.g. CROs).

Figure 8. Conceptual illustration of the issue when moving from a decentral information flow under CTD to centralised submission under 
CTR.
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Single central
Portal (CTIS)

Local submitters

How to solve?



EU Clinical Trial Regulation & the Clinical Trial Information System | Preparing for the implementation of CTR and CTIS go-live 

21

In order to address this data challenge, sponsors need to 
assess the impact CTR/CTIS has on the completeness, quality 
and provision of existing data and documents, including the 
identification of new data elements and documents to be 
implemented as a requirement of the Regulation. Key steps 
sponsors can take towards CTIS readiness from a data perspective 
include:

 • CTIS data mapping: Map each CTIS data element to an internal 
source (including source system, generating process, data owner 
& data quality)

 • CTIS data gap analysis: Determine for each data field the gap 
between the characterization of the internal source and the 
ability to fulfil CTIS requirements

 • CTIS gap remediation: Resolve observed gaps in relation to the 
risk involved for each gap, the required effort for each resolution 
prioritisation according to CTIS implementation timeline

General issues and challenges sponsors potentially encounter 
while taking these steps towards CTIS data readiness are:

 • Incomplete or incorrect data as it is captured in an unstructured 
format with different data standards (e.g. list of terms) impeding 
the ability to provide data accurately and efficiently

 • Lack of data ownership and governance of existing data as 
they are managed by various internal functions and third-party 
vendors

 • Insufficient coupling and consolidation with other source data 
portals like xEVMPD (Extended EudraVigilance medicinal product 
dictionary) and SPOR (Substance, Product, Organisational, 
Referential) portals.

Connection between CTR and data from 
IDMP/SPOR

For the alignment of data requirements introduced by CTIS with 
SPOR  master data several points need to be considered for 
product, organisation and referential data:

 • Product data: CTIS will use xEVMPD (and in future PMS) to 
provide information on authorised and investigational medicinal 
products (IMP) and their active substances. Currently, the 
entry of investigational products in xEVMPD is not required, 
and for PMS the entry of IMPs is not foreseen for the first 
implementation. Furthermore, that implies the requirement for 
sponsors to manage structured data on IMPs which may require 
considerable organisational adjustments in sponsors to fulfil.
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 • Organisation data: Clinical trial sites are entered in CTIS by 
querying OMS. In addition, CTIS will be able to push clinical 
trial site data to OMS. Since clinical trials sites are used by 
different sponsors, this causes the danger of clinical trial site 
aliasing. Furthermore, clinical trial authorisation and marketing 
authorisation data is not necessarily managed by the same 
function within a company, which poses a challenge for aligning 
the integrity of organisation data within sponsor companies.

 • Referential data: CTIS will introduce new referential master 
data in several new lookup lists (e.g. clinical trial scope and clinical 
trial phase). In order to facilitate a smooth data entry process 
in CTIS, sponsors need to align internal lists of terms with these 
new RMS lists.

Technology & System integration

When looking from a technology and system integration 
standpoint, the implementation of CTIS as central place for 
submitting and managing data on clinical trials brings several 
challenges for sponsor organisations. The fact that, from the 
go live, CTIS will not have the possibility for sponsors to directly 
interact with CTIS via an Application Programming Interface (API) 
means that:

 • Sponsors need to establish a central platform where multiple 
internal functions (e.g. Clinical, Regulatory, Safety) and external 
parties (e.g. CRO) can share data seamlessly.

 • This platform serves as staging area where data & documents 
are centrally collected and prepared before the manual data 
entry and upload to CTIS.

 • Depending on the maturity of this central platform this collection 
and preparation could be achieved in a manual, semi-automated 
or automated fashion which has implications for data readiness 
and the timelines sponsors need to adhere to.

 • These timelines are especially important in cases where, for 
example, certain event or safety notifications with data from CRO 
systems must be submitted to CTIS in a short period of time. 
Here, a seamless transfer of information with external systems is 
crucial.

 • Sponsor-internal systems that contain CTIS-relevant data or 
documents are typically the Clinical Trial Management System, 
Document Management System, Regulatory Information 
Management System, Master Data Management System, Safety 
system, and Clinical Transparency system.
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With the CTIS go-live date, organisations are feeling the urgency 
to take steps towards CTR compliance. Unfortunately, often 
down to a lack of awareness or belief that the go-live date will be 
postponed, many organisations have only just started taking steps 
towards CTR compliance preparations. The CTR requires a myriad 
of changes by industry. Taking an incremental and manageable 
approach when implementing the required changes will not only 
prepare organisations for when the regulation goes live but also 
maximises the return on investment at every stage. 

However, time is nearly up and organisations just starting CTR 
preparations will have to prioritise within their implementation 
approach. 

Figure 9 illustrates the various elements of a CTR implementation 
programme, forming a “bathtub” shape where the expected level of 
effort required is identified by the depth. It demonstrates the steps 
and increasing level of effort to get to the current point in time. It 
also separates the tasks out in to 3 different strata (Foundational 
= minimum viable product (MVP), Managed = Foundational + 
Data Management and Monitoring,   Automation = Foundational 
& Managed + Automated processes and intelligent digitalisation). 
Certainly at this point in time for Organisations that are less 
prepared to-date it is recommended that they seek to get their 
programme to an MVP and operationally functional and compliant 

as soon as possible.  

Foundational steps:

A. Assess existing impact & gaps
B. Assess existing process, organisation and technology
C. Define CTR to-be processes
D. Establish CTR operational model and support 
E. End-to-end CTR information flow 
F. Manage 3rd party processes
G. Document management 
H. Transition of current trial information 

The foundational component sets out the different steps/
activities that an organisation should tackle in order to be 
minimally prepared for CTR. It consists of a baseline assessment 
of the current ‘AS-IS’ state, identification of the ‘TO-BE’ state, and 
defining the transition from CTD to CTR at the organisation and 
clinical trial level. The elements of the foundational component 
should be priority for organisations just starting out preparations 
for CTR implementation. In addition to these activities, change 
management activities are essential in raising awareness and 
guiding an organisation through change. 

Prioritising within a CTR 
implementation programme
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Figure 9. Overview of CTR implementation programme
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Key Considerations:

01. Time is ticking - no more time to wait

With the transition period starting, time for organisations to 
prepare is running out, with the amount of work to be completed, 
some might even argue it has run out. The EU CTR introduces 
many changes for organisations, that will require substantial 
time and resources to work out. Stakeholders should ensure that 
they are ready across the areas of: 1) People and Organisation, 2) 
Processes and Documentation and 3) Technology and Data. 

02. Optimise internal processes and operational activities

The introduction of the CTIS and new requirements under CTR 
require changes to internal processes and operational activities. 
Organisations should evaluate their current processes, including 
interactions with possible CROs or external vendors. Ensuring 
that CTR requirements are incorporated into internal processes is 
essential, however, organisations should not forget to look at the 
broader operational processes in order to ensure that timelines 
are properly managed, RFIs are monitored and responded to 
and all documents and data submitted to CTIS are appropriately 
reviewed.

03. Do not forget change management 

Change management is an essential element in the preparation 
for CTR implementation. Ensuring that stakeholders with 
organisations are aware of the changes that CTR brings, providing 
the needed training and taking them along in the implementation 
process should be a focus point of an CTR/CTIS implementation 
programme. We have seen first-hand the impact of the 
organisational requirements when setting up programmes that 
cross a large number of functions within a firm when preparing 
for CTR/CTIS and the time and effort required should not be 
underestimated. Stakeholders, including organisational leadership, 
need to realise this is not a simple iteration on the Directive and be 
prepared for the time, effort and cost associated.

With CTIS going live, preparation for the implementation 
of the CTR is imperative. In this Point of View we 
have highlighted some of the key considerations and 
challenges for organisations in these preparations and 
have identified the activities that should be prioritised 
for those organisations just starting out. 

Conclusion
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