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The table below describes the updated versions after CTIS go-live (January 2022):
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1.9. What information can users find on the CTA page?
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clinical trials?
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populated in clinical trials?
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6.5. Can an Initial CTA be re-submitted?
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2.12. What is an Associated Clinical Trial?
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sponsor proceed to submit an application for Part II?

4.6. How can users describe the changes they have made in a CTA

1.2 section?

March 2022
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2.15. What roles can medicinal products have in a clinical trial in
CTIS?

2.21. How can users link the placebo with other investigational
medicinal products?
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2.23. Is it mandatory to upload a recruitment arrangement
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4.3. How can users create a Substantial Modification CTA?

11 Training material version published at CTIS go-live January 2022
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In this document, we list common questions regarding Module 10: Create, submit and
withdraw a CTA. They are categorised into: Questions of a general nature regarding Clinical
Trial Applications (CTA); questions on the Initial application; questions on the Additional
Member State Concerned application; questions on the Substantial Modification (SM)
application; questions on Non-Substantial Modifications (Non-SMs), and questions regarding
the withdrawal of any clinical trial application type. The specific learning objectives of this
module are:

1. Understand the different types of clinical trial applications and Non-substantial
modifications.

2. Understand the process of creating, submitting, and cancelling a clinical trial
application.

3. Understand the process of withdrawing a clinical trial application.

4. Understand the roles and permissions involved in the management of a clinical trial
application.

We encourage you to read these questions and answers carefully. If you have any questions
which are not covered in this document, please contact us at CT.Training@ema.europa.eu so
that we can update this document accordingly. This document will be progressively enriched
with the input of the experts involved in the validation of the training material, the Master
Trainers disseminating the materials, and the end-users.
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1.1. What is a 'clinical trial' in the context of the Clinical Trial
Regulation (EU) No 536/20141?

According to Article 2(2) (2) of the CT Regulation?, a clinical trial (CT) is a clinical study
which fulfils any of the following conditions:

The subject's assignment to a particular therapeutic strategy is decided in advance and does
not fall within the normal clinical practice of the Member State Concerned (MSC).

The decision to prescribe the investigational medicinal products is taken together with the
decision to include the subject in the clinical trial.

Diagnostic or monitoring procedures in addition to normal clinical practice are applied to the
subjects.

1.2. What is a 'Clinical trial application'?

A Clinical trial application (CTA) is a request made by the sponsors to the Member States
Concerned (MSCs) for the authorisation to perform an action related to CTs conducted in the
EU. These actions can include the authorisation to conduct a new CT, to extend an existing
CT to another MSC territory, or to perform a substantial modification (SM) to a previously
authorised CTA.

1.3. What types of CTAs are available in CTIS?

The CT Regulation provides for three different types of application dossiers: Initial
Application (Article 5 of the CT Regulation for full initial part I and part II, and Article 11 for
partial submission including part I only3); SM (Chapter III of the CT Regulation#), and
Additional MSC (Article 14 of the CT Regulation?®).

t Referred to as ‘CT Regulation’ hereafter.

2 Regulation (EU) No 536/2014 of the European Parliament and of the Council of 16 April 2014 on clinical trials on
medicinal products for human use, and repealing Directive 2001/20/EC, EU Official Journal L158. 16 of April 2014.
Available at: https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/reg 2014 536/reg 2014 536 en.pdf

3 Idem?
4 Idem?

5 Idem?
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1.4. How can users create and submit a CTA?

The trial life cycle starts with the creation of an initial application for a clinical trial. To do so,
users need to click on the '+ New trial' button in the Clinical Trials tab. The system will
trigger a pop-up form that needs to be populated by the user regarding the full title of the CT
and the information of the sponsor organisation. Once this information has been filled out,
users need to click on the 'create' button. With this procedure, an Initial CTA is created, with
a unique EU CT number associated with it. Users can create and submit other types of CTAs
only after the authorisation of the initial application. (For more information, refer to
questions 2.3, 3.3 and 4.3).

The different CTAs linked to the same CT will be displayed in the 'Application and Non-SM'
sub-section at the bottom of the CT summary page.

1.5. Can users submit information and documents in the CTAs
in more than one language?

Yes. The information provided for a CTA can be submitted in one or more languages.
Structure data and documents can be provided in all the official languages of the EU and as
per MSCs requirements, as provided for in Article 26 of the CT Regulation®.

1.6. How can users edit a CTA?

Users can edit the application while it is in draft status (i.e. until it has not been submitted).
To do so, users can access the application, from the CT summary page and select the
Application ID under the column' ID' of the 'Application and Non-SM' section. In order to
populate and upload the relevant information and documentation of an application, users
need to click on the padlock button of each sub-section. Afterwards, they can either save the
application by clicking on the 'save' button in the upper-right corner of the page or, if all the
required fields are completed, submit the application. After submitting the CTA, if users want
to update the dossier, they need to create an SM CTA or a non-SM, as applicable (refer to
sections 4 and 5 for more information).

1.7. How can users cancel a CTA?

Users can cancel any application while it is in draft status. To do so, users need to open the

application, from the CT summary page, and click on the 'cancel' button on the upper-right

corner of the page. If the sponsor cancels the application, all populated data and documents
will be deleted from CTIS.

If an application is drafted but then cancelled, the EU number cannot be reused. Therefore,

6 Regulation (EU) No 536/2014 of the European Parliament and of the Council of 16 April 2014 on clinical trials on
medicinal products for human use, and repealing Directive 2001/20/EC, EU Official Journal L158. 16 of April 2014.
Available at: https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/reg 2014 536/reg 2014 536 en.pdf.
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the sponsor will need to issue a new number and change it in all the corresponding CT
documentation where the CT number is needed.

1.8. How can users copy a CTA?

Once a CTA has been authorised, users can copy it to create a similar CTA. To do so, users
need to open the authorised application, from the CT summary page and click on the 'copy'
button on the upper-right corner of the page. A pop-up will request the user to specify which
sections of the application he/she wishes to copy - Part I (mandatory), or Part I and Part II,
as well as the MSC in case there is more than one. The new CTA will have a new and unique
EU CT number, will be in draft and users will be able to edit it before submitting it. The data
and documents of the last submitted version of the original application will be copied and not
those of previous versions. If multiple RFI responses with CTA changes had been submitted
during assessment of the original application, the copied CTA draft will contain the details
and documents of the last submitted application version.

1.9. What information can users find on the CTA page?

The CTA page is structured in six sections, which provide all the relevant information
regarding a CTA submitted by a sponsor:

Form: Displays information on the application form details including cover letter, proof of
payment if so required by the MSC, and the anticipated publication dates for data and
documents, including deferrals, if applicable.

MSC: Displays information such as the MSCs of the application, the proposed RMS, the
countries outside of the EU/EEA where the trial is intended to be conducted, an estimated
total population for the trial, etc.

Part I: Displays trial-specific information such as protocol information, trial design, inclusion
and exclusion criteria, conditions to be treated, the therapeutic area, sponsor and product
details, etc.

Part II: Displays documents of the regulatory nature of the CTA for each of the MSC,
including, for example, the template for the informed consent, the subject recruitment
arrangements, compliance with national data protection requirements, etc.

Evaluation: Displays the different phases of the application evaluation to be performed by
the MSC. By accessing this section, Member State users can perform their evaluation tasks,
for example, by documenting considerations or uploading draft assessment reports.

Timetable: Displays a visual overview of the evaluation status and progress of the CTA. The
information is displayed only after the submission of the CTA, not while the initial application
is in draft.

It should be noted that depending on the application type, not all the six sections above
mentioned will be completed by the sponsors. More details on the different types of
applications are provided in sections 2, 3, and 4.
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1.10. Is it mandatory to upload to CTIS all documents required
by the Clinical Trial Directive (CTD)?

Users should comply with the Clinical Trial Regulation 536/20147. CTIS offers several
placeholders to enable the user to upload the required documentation.

2.1. What is an Initial CTA according to the CT Regulation?

An Initial CTA provides comprehensive information about the trial to be conducted and the
investigational medicinal product(s) to be used, enabling the authorities of the MSC to
evaluate the acceptability of conducting the trial. The elements to be included in the
application dossier for an initial application are defined in Annex I of the CT Regulation8.

2.2. What types of Initial CTAs can be submitted by sponsor
users?

Depending on the number of Member States concerned by the application, Initial CTAs can
be divided into:

Mononational: CTAs which concern only one Member State. These applications aim at
receiving the authorisation to conduct a CT in the territory of a Member State.

Multinational: CTAs which concern more than one Member State. These applications aim at
receiving the authorisation to conduct a CT in the territories of more than one Member State.

Additionally, Initial CTAs can be divided into those including information for Part I and Part II
(full submission), and those that only include information relevant to Part I, or for Part I and
Part II but only some of the MSC (partial submission). Refer to question 2.32 for more
information.

2.3. How can users create and edit an Initial CTA?

Initial CTAs are created via the Clinical Trials tab by clicking on the '+ New trial' button. The
system will trigger a pop-up form that needs to be populated by the user regarding the full
title of the CT and the information of the organisation that will be the sponsor of the trial.
Once the information is populated and users click on the 'create' button, they are redirected

7 Regulation (EU) No 536/2014 of the European Parliament and of the Council of 16 April 2014 on clinical trials on
medicinal products for human use, and repealing Directive 2001/20/EC, EU Official Journal L158. 16 of April 2014.
Available at: https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/reg 2014 536/reg 2014 536 en.pdf.

8 Idem”’
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to the sections of the CTA where they can start completing the required information. By
default, the section 'Part I' is displayed.

If users wish to continue filling out the required information at another moment, they need
to click on the 'save' button, which allows saving a draft application without submitting it. For
editing the application at a later stage, users must select the Application ID under the
column' ID' of the 'Application and Non-SM' section. In the case of Initial CTAs, the ID will be
'IN'.

To upload documents in CTIS, users are advised to consult the ‘Best practice guide naming
of documents in CTIS’, available in the ‘*Key document list’ section on the Clinical Trials
Coordination Group page®.

2.4. How can users edit, update or add additional documents?

The revised CTIS transparency rules focus on the publication of clinical trial documents that
are more impactful for patients and clinical researchers and are described in Annex I of the
Revised CTIS Transparency Rules. These documents are the Protocol, Synopsis of the
protocol, Summary information and informed consent form, Recruitment arrangements, Final
summary of results, Lay person summary of results and Clinical study reports. (Refer to
Revised CTIS Transparency Rules9 for more information).

After uploading a document, users can edit the information (‘Edit’ button), submit additional
documents (‘Add document’ button), or a new version of the same document (‘*Update’
button).

Edit button: Users will be able to include comments and change the versions of the
documents by clicking on the edit button.

Update button: Users will be able to change the document they uploaded by clicking on the
update button, once the application and the documents are submitted. It is not allowed to
update a new document to replace the original one when the CTA is still in draft. To update a
document in a draft CTA, users need first to remove it and then add a new document.

Add document: After uploading a first document users can upload additional documents.
The documents will appear listed below the first one uploaded. Documents subject to
publication will be published in the CTIS public portal taking into consideration the CTIS
revised transparency rules. It is possible to share a non-public version of a document subject
to publication (more information in question 2.7).

9 Heads of Medicines Agencies: Clinical Trials Coordination Group. Best Practice Guide for Sponsors of
document naming in CTIS. March 2023. Available at:

https://www.hma.eu/fileadmin/dateien/HMA joint/00- About HMA/03-

Working Groups/CTCG/2023 04 CTCG Best practice guide naming of documents version 2.0.pdf

10 European Medicines Agency. Revised CTIS Transparency Rules. October 2023. Available at
https://www.ema.europa.eu/en/documents/other/revised-ctis-transparency-rules en.pdf
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Clinical trial protocol

Protocol *

& Add document
D
k Protocol & Vs @ [+]

English - Protocol (for publication) - System version 1.00
- Version 1 - 05/06/2024

D
Protocol not for publication & & [ ] 1]

English - Protocol (not for publication) - System version 1.00
- Version 1 - 05/06/2024

2.5. Which documents are subject to publication and will be
available at the CTIS public portal?

The Revised CTIS transparency rules brought the following main changes, compared to the
previous disclosure rules:

. publication focused on key documents of interest
e removal of deferral functionality — documents are published earlier in time

use of redaction as the method to protect CCI and PD, if included in those key documents.
The documents subject to publication changed with the implementation of the CTIS revised
transparency rules!ton 18 June 2024. The documents subject to publication are the
following:

Protocol;

e Protocol Synopsis;

e Summary of product characteristics (SmPC);

e Subject information and informed consent form;
e Recruitment arrangements;

e Final summary of results;

e Lay person summary of results;

e Clinical study reports

1 European Medicines Agency. Revised CTIS Transparency Rules. October 2023. Available at
https://www.ema.europa.eu/en/documents/other/revised-ctis-transparency-rules en.pdf

Clinical Trials Information System


https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=&ved=2ahUKEwjp1vvMvJ6GAxWb7rsIHcMyA6gQFnoECBMQAQ&url=https%3A%2F%2Fwww.ema.europa.eu%2Fen%2Fdocuments%2Fother%2Frevised-ctis-transparency-rules_en.pdf&usg=AOvVaw0nadcrQxuQWYC1E0we6gJX&opi=89978449
https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=&ved=2ahUKEwjp1vvMvJ6GAxWb7rsIHcMyA6gQFnoECBMQAQ&url=https%3A%2F%2Fwww.ema.europa.eu%2Fen%2Fdocuments%2Fother%2Frevised-ctis-transparency-rules_en.pdf&usg=AOvVaw0nadcrQxuQWYC1E0we6gJX&opi=89978449
https://www.ema.europa.eu/en/documents/other/revised-ctis-transparency-rules_en.pdf

15

2.6. How can users upload a document ‘not for publication’ of
a document subject to publication?

For the documents uploaded in CTIS subject for publication (e.g. protocol, protocol synopsis,
clinical study reports etc.), users should not include Commercial confidential information
(CCI) and personal data. This will be indicated in the document upload pop-up window with
the legend ‘The above documents will be published’. For the CTA sections where documents
are never published (e.g. IMPD - Quality) it is indicated in the pop-up window with the
legend ‘This document will not be publicly accessible’.

In cases when documents are uploaded for publication, and users need to upload a document
with the redacted data from the original (personal data or CCI), they need to submit a
version ‘not for publication’. This enables sponsors to provide all the information to the
Member States, avoiding the publication of sensitive information.

To do so, users can click on the ‘Add’ button (+) that appears in the document section after
uploading the first version of the document intended for publication (only available in CTIS
sections where the documents to be uploaded are published).

This button is a cross-system functionality available in some sections of the CTA, where
applicable, in the form of an RFI response and in other sections related to the life cycle of a
CT. It is also available for the Clinical Study Report of MAH users.

Protocol *

& Add document
N
h Protocol & &' ] o @

English - Protocol (for publication) - System version 1.00
- Version 1 - 05/06/2024

2.7. What are the timelines for publication of documents
subject to publication and which information is published?

Data and documents are published according to the established timelines for the trial
category, population age and trial phase. An overview of the trial categories and which
structured data and documents are published in CTIS can be found in the tables below.

Clinical Trials Information System



Trial Category

Trial type

Category 1

Phase I clinical trials in healthy volunteers

Pharmaceutical development or patients

clinical trials

Category 2
Therapeutic exploratory &
confirmatory clinical trials

Category 3

Bioequivalence and bioavailability trials
Similarity trials for biosimilars
Equivalence trials for combination or topical
products

Phase I and phase II integrated clinical
trials

Phase II clinical trials

Phase II and phase III integrated clinical
trials

Phase III clinical trials

Phase III and phase 1V integrated clinical

Therapeutic use clinical trials trials

Phase 1V clinical trial and low interventional
trials

Structured data - what will be published & when

Structured data

CTA fields*

Product/AS details on strength,
dose and treatment duration*

MSC(s) conclusions
and decision outcomes

Notifications on trial status and
recruitment

Notifications on serious breaches,
urgent safety measures,
unexpected events

Corrective measures (suspension,
revocation, modification request)

Category 1
i (_:ategory = Category 2 & 3
integrated 2

Paediatrics o phi&2 (excl. integr. ph1&2)
and/or PIP Ll

First MSC decision
First MSC First MSC

decision 30 months after EU/EEA deci