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Learning Objectives

* Understand the different types of CTAs and Non-substantial modifications.

+ Understand the process of creating, submitting, and cancelling a CTA.

« Understand the process of withdrawing a CTA.

« Understand the key differences of other types of applications, compared to an Initial CTA.
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provided the European Medicines Agency is acknowledged as the
source of the materials.

The European Medicines Agency developed this training material to
enhance public access to information on the Clinical Trial Information
System (CTIS). This material describes a preliminary version of CTIS
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Clinical trial applications and non-
substantial modification

The CT Regulation introduced a harmonised procedure for the submission of Clinical Trial
Applications (CTAs) regarding Clinical Trials (CTs) to be conducted in the EU (whether they are
mono-national or multinational). Three types of applications can be submitted in CTIS for a trial:

- Initial CTA: Request to conduct a CT that includes comprehensive information about the CT for
the evaluation by the Member State Concerned (MSC).

+ Additional MSC CTA: Request by the sponsor to extend an authorised CT to one or more MSC.

- Substantial modification CTA: Request by the sponsor for a change of a CT that is likely to
have a substantial impact on the subjects' safety or rights or on the reliability/robustness of the

generated data.

The CT Regulation also establishes that sponsors can submit non-substantial modifications
during an ongoing CT. These are not considered as applications as they are not subject to the

evaluation by the MSCs.

This Step-by-step guide includes:

Initial CTA

Additional
MSC CTA

Substantial
modification
CTA

Non-
substantial
modification

This section outlines the steps that sponsor
users should follow to create, submit, withdraw
and copy an Initial clinical trial application.

This section outlines the steps that sponsor
users should follow to create and submit an
Additional MSC application.

This section outlines the steps that sponsor
users should follow to create and submit a
Substantial modification.

This section outlines the steps that sponsor
users should follow to create and submit a Non-
substantial modification.

Classified as internal/staff & contractors by the European Medicines Agency
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Create and submit an Initial CTA

Initial CTA

1. Users can populate the credentials and select the ‘Log in’ button.

Sponsor User

O

unisys 1| }

...........

Fargot passward? Register New User

2. In the Clinical trial tab, they can select the ‘+ New trial’ button.

Clinical Trials

Q Enter EU CT number or use advanced search m

Trial Advanced Search ~

Application Advanced Search +

3. After populating all fields ‘trial title’ and ‘sponsor organization’ from the pop-up window they
can select the ‘Create’ button.

Create new trial

Full title (English)*

Search organisation

Name starts with v D starts with v City starts with v Country

All ~
1D Name Address City postCode country phone email actions
e [
Users can search for the If the sponsor
sponsor organisation organisation is not
# CTIS information by clicking on the registered, users need to
- - 'Search Organisation' button. do so in the OMS website 4

— 1IN S|g hts This information is retrieved https://spor.ema.europa.eu/
W] from the Organisation omswi

Management Service (OMS).


https://spor.ema.europa.eu/omswi
https://spor.ema.europa.eu/omswi

Initial CTA

Create, submit and withdraw a clinical trial application

and non-substantial modifications

Create and submit an Initial CTA

4. Users can start to populate the required fields of the sections ‘Form’, ‘MSCs’, ‘Part I’ and ‘Part
IT". In order to populate a field, users can select the padlock button in each subsection.

Test for CTIS Training zo0z:-s01602-27-00  Initial m: m

Form
MSCs
PartI
Part II

Evaluation
Timetable

Form details

Initial Application details

Cover letter

) 0 KR

&

5. Users can upload documents by selecting the ‘Add document’ button in each section.

Proof of payment of fee

Austria

Proof of Payment

Germany

Proof of Payment

& Add document

& Add document

>I I F

61. For most placeholders, documents are not published; however, for a few of them, the
initially uploaded versions are published. The Plus Icon (available only for those
placeholders) can be used by users to upload versions not intended for publication. The
Revised Disclosure Rules have been introduced to improve transparency and
accessibility regarding the agency's operations. (Refer to Revised CTIS Transparency
Rules, Module 02: Guide on CTIS common features and Module 12: Data protection in CTIS
for more information).

(W]

Financial and other arrangements

Financial and other arrangements *:

A
Financial and other arrangements & & ] o

English - Financial arrangements - System version 1.00
- Version 1 - 23/04/2024

Users can save the

CTA draft before
# CTI S subn?iit?ngr?t. To '

H H continue editing the
|n5|g htS CTA users can access it

in the CT page.

v
& Add document

A list of required

fields per application

type can be found in 5
Module 10: How to

create, submit and

withdraw a CTA.



https://www.ema.europa.eu/en/documents/other/revised-ctis-transparency-rules_en.pdf
https://www.ema.europa.eu/en/documents/other/revised-ctis-transparency-rules_en.pdf
https://www.ema.europa.eu/en/learning-module/data-protection-ctis/story.html
https://www.ema.europa.eu/en/documents/other/checklist-required-fields-application-type-ctis-training-programme-module-10_en.pdf
https://www.ema.europa.eu/en/documents/other/checklist-required-fields-application-type-ctis-training-programme-module-10_en.pdf
https://www.ema.europa.eu/en/documents/other/checklist-required-fields-application-type-ctis-training-programme-module-10_en.pdf
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Create and submit an Initial CTA

Initial CTA

Protocol information

Clinical trial protocol

Protocol *

To upload a new version of a
document ‘not-for-publication’,

n users can click on the *+" icon.
Protocol Synopsis & 4 [ ] IITIE

English - Protocol (for publication) - System version 1.00
- Version 1 - 23/04/2024

& Add document

I (

1 Plus icon can be used by users to upload versions not for publication

7. After populating all the fields, they can select the ‘Check’ button on the top-right corner of
the CTA page to see if any required field has not been populated (the missing fields will
appear marked in red). After all the required fields are populated, they can select the
‘Submit’ button.

Test for CTIS Training z021-s01602-37-00/ Initial o: m |

- [@sne | © o [ @ iomi

8. Users can select the application parts that are to be submitted and click on the ‘*Confirm’
button.

Submit confirmation

Please select the application parts you wish to submit.

ta and documents are submitted when the screen was not

efore submitting

Part I

Part II Austria
Part II Germany

% Cancel m

S. After reading the confirmation text, they can select the ‘I agree’ box and then click on the
*Confirm’ button.

E After the sponsor

I agree H H
® submits the Initial
Confirm submission of the application 2021-501548-16-00, Substantial modification Part I ? CTA the MSC W|”

’

Upon confirmation, this application will be sent to the EU Member State(s) selected for assessment as per Regulation {EU) No. H
536/2014. Documents and data will be published for public view according to rules and timelines stipulated in regulation (EU) No. start the evaluatlon
536/2014, and the Appendix, on disclosure rules, to the functional specifications for the EL portal and EU database to be audited. process. Therefore,
Please note that you may only withdraw & clinical trial application between submission of the application dessier and notification date of
the decision on trial. the state of the CT

will change from

‘draft’ to ‘under
ELTEE evaluation’.

As per article 11 of the CT :
: As per article 13 of the CT
EE CTIS Regulation, CTAs can be Regulation, CTAs can be

limited to the aspects : .
resubmitted following the
covered by Part I. However, refusal to grant an

in Si hts Part II of the application -
<@ g dossier will need to be a:i'mggs‘zgfgf?: s
submitted within two years. :
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Withdraw an Initial clinical trial application

Initial CTA

1. Users can search for a clinical trial application in the ‘Application and Non-substantial
modification’ section and click on the IN of the application under the ‘ID’ column.

CT for training test

2021-5013%8-35-00 RMS:  Austria

Summary Full Trial Informat  Notifications Trnal results  Corrective measurdd Hoc assessmer Users

APPLICATION AND NON-SUBSTANTIAL MODIFICATION

Type ID Parts MSCs Submission date Decision date
. ) .
Initial Part I & Part II AT(ALIth0r|§ed) 20/05/2021 20/05/2021 e
Part I & Part II DE(Authonsed)

2. After opening the clinical trial application, they can select the ‘Withdraw’ button.

CT for training test 2021-5013%0-27-00 / Initial m: v [T S RaE L e o]

3. 1In the case of withdrawal of an initial application before the reporting date (date of part I
conclusion) the withdrawal will apply to all MSCs. In case of withdrawal after the reporting
date, users need to select the Member State Concerned for which the application should be
withdrawn. In case of SM withdrawal including part I, this will apply to all MSC. In any
circumstance, a justification for the withdrawal should be provided.

Withdraw application

Application type
Initial
Member states concemed
[ soe | commy ] s
il
Justification™®
Ve

# CTI S As per Article 12 of the CT Regulation, a withdrawal of a
multinational CTA for all MSC can be done until a 7

i i conclusion on Part I (reporting date) is submitted. After
InS|g hts that date, it can be individually withdrawn from each MSCs.

<



Initial CTA
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Copy an Initial CTA

1. Users can search for a clinical trial application in the ‘Application and Non-substantial
modification’ section and click on the IN of the application under the ‘ID’ column.

CT for training test
2021-501398-35-00 RMS:  Austria

Summary Full Trial Informat  Notifications Tral results  Correchive measurdd Hoc assessmer Users

APPLICATION AND NON-SUBSTANTIAL MODIFICATION

Type ID Parts MSCs Submission date Decision date
. ) .
Initial Part I & Part II AT[Authon_sed) 20/05/2021 20/05/2021 e
Part I & Part II DE{Authonsed)

2. After opening the clinical trial application, they can select the ‘Copy’ button.

CT for training test 2021i-s01208-35-00  Initial m: m RMS: austria

3. By default, Part I of the CTA to be copied is mandatory and users can select if they wish to
copy Part II of a specific MSC. After, they can select the ‘Confirm’ button.

#CTIS
=’ insights

Trial copy request - Section selection

You have selected to copy trial: Bt

Please deselect all sections you would like to remove from the new copy and
confirm

Trial details
Clinical trial: 2021-501398-35-00

Sections
Part I (Mandatory)

Part II

Austria

Germany

[ |

The copy functionality allows users to create a new initial CTA
starting from an already prepared application, where, for
example the same medicinal products were used. All the

data and document are automatically copied and 8
populated in the dossier. The various sections can then be

modified according to the user needs.
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.l . Create and submit an Additional MSC CTA
Additional

MSC CTA

1. After an Initial application for the clinical trial has been authorised in at least one MSC, users
can select the '+ CREATE' button, and select *‘Additional MSC’ at the top-right corner of the

CT page.

Single trial substantial modification
Multi trial substantial modification

CT for training test

2021-501399-27-00 Proposed RMS:  Austria Non-substantial modification

|| Additional MSC
Summary Full Trial Informat  Motifications Trial results  Corrective measurfd Hoc asl I

2. In the pop-up window, they can select the new Member State Concerned to which the
sponsor wishes to extend an authorised clinical trial and populate the foreseen number of
subjects for the trial in that MSC. After that, they can click on the *Add’ button.

Ly

Add member states

Member Stats Subjects*

4+ Add another

3. Users can start to populate all the required fields of the sections ‘Form’, ‘MSC’ and ‘Part II’
found on the left of the screen. Additionally, they can include translations of the data and
documentation of Part I (click on Part I to add translations). In order to populate a field, users
can select the padlock button in each subsection.

CT for training test 2021-s01300-27-00 ° Additional MSC 1o: am-1 m

o= [ o o~ [ = 2]
Form Form details
MSCs
Part I Additional MSC detail E
Part II
Cover letter >
Evaluation
Timetable
An Additional MSC Users can only modify the
#CTIS application can only be ~ documents and data of the Form,
submitted once the initial MSC and Part 1II sections as Part I 9
— |ns|g hts CTA has been authorised has already been e_valuated.
o by at least one MSC. However, translations of the

documents of Part I can be added.
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.l . Create and submit an Additional MSC CTA
Additional

MSC CTA

4. Users can upload documents by selecting the *Add document’ button in each section.

Proof of payment of fee
Belgium

Proof of Payment

5. For most placeholders, documents are not published; however, for a few of them, the initially
uploaded versions are published. The Plus Icon can be used by users to upload versions not
intended for publication. The Revised Disclosure Rules have been introduced to improve
transparency and accessibility regarding the agency's operations. (Refer to Revised CTIS
Transparency Rules, Module 02: Guide on CTIS common features Module 12: Data protection in
CTIS for more information).

Financial and other arrangements v

& Add document

Financial and other arrangements *:

A
Financial and other arrangements & & | ] (i}

English - Financial arrangements - System version 1.00
- Version 1 - 23/04/2024

Protocol information hd

Clinical trial protocol

Protocol *

To upload a new version of a
A} B H ’ & Add document
document ‘not-for-publication’, _
N users can click on the *+" icon.
Protocol Synopsis & & ] m

English - Protocol (for publication) - System version 1.00
Version 1 - 23/04/2024

6. After populating all the fields, they can select the ‘Check’ button on the top-right corner of
the CTA page to see if any required field has not been populated (the missing fields will
appear marked in red). After all the required fields are populated, they can select the
‘Submit’ button.

CT for training test 2021-s0139¢-27-00/ Additional MSC w: any [[TFH

| + Check B Save | © Cancel & Submit

7. After reading the confirmation text, users can select the ‘I agree’ box and then click on the
*Confirm’ button.

I agree

Confirm submission of the application 2021-501548-16-00, Substantial modification Part I 7

Upon confirmation, this application will be sent to the EU Member State(s) selected for assessment as per Regulation (EU) No.
536/2014. Documents and data will be published for public view according to rules and timelines stipulated in regulation (EU) No.
536/2014, and the Appendix, on disclosure rules, to the functional specifications for the EU portal and EU database to be audited.
Flease note that you may only withdraw a clinical trial application between submission of the application dossier and notification date of

the dedsion on trial.
Cancel

The sponsor can withdraw an Additional MSC by

#CTIS accessing the CTA and selecting the ‘Withdraw’
. . button. The sponsor must provide a justification. 10
— |ns|g hts The withdrawal of an Add MSC can only be done
(W] before the MSC has issued a decision.
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Substantial Create and submit a Substantial
| modification modification CTA
CTA

1. After an Initial application for the clinical trial has been authorised, users can select the ‘+
CREATE' button, and at the top-right corner of the CT page select ‘Single trial substantial
modification’ or *‘Multi trial substantial modification’ depending on whether the

modification corresponds to one or to more clinical trials.

Single trial substantial modification

Multi trial substantial modification

CT for training test

2021-50139%-27-00 Proposed RMS:  Austria Mon-substantial medification

. e . ) | Additional MSC
Summary Full Trial Informat  Motifications Trial results  Corrective measurAd Hoc as

2. In the pop-up window, users can select the scope of the modification, if it is for part I only,
part II only, part I and II, and select the checkbox in case the current information of the
application dossier needs to be updated. After that, they can click on the ‘Create’ button.

Substantial modification scope X

Select modification scope

[ Flease zelect b4 ]

Do vou wish to update the current information on the dossier?

T e |

3. In case users wish to update the current information in the dossier with a SM, they can
populate the field *‘Modification description’ and update the information required to modify

the corresponding sections. In order to populate a field, users can select the padlock button
in each subsection.

CT for training test 2021-s01399-27-00

Substantial modification - <+ [CXZTY (ENERASHE Y iew S e SR

Form Form details
MSCs
PartI Substantial modification details
Part II Cover letter *
Evaluation No document availsble
Timetable

Modification description *

No document available

An SM allows users to modify

aspects in the different sections of A substantial modification
£(CTIS  aCTAthat might have an impact will be evaluated by the
- - ht on the subjects’ safety, rights Member States 11
or the robustness and Concerned after it has
< Insig S reliability of the data been submitted.

generated in the CT.
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Substantial Create and submit a Substantial
modification modification CTA
CTA

4. Users can select a multi trial Substantial Modification to apply modifications on trials with the
same sponsor and the same product. To do so, they can populate the EU CT Number of the
different CTs that the substantial modification applies to in the ‘Included Trials’ section, using
the *+ Add Trial’ button.

Included Trials 2

-l

5. After populating all the required fields, including a new cover letter and a document
explaining the substantial changes, they can select the ‘Check’ button on the top-right corner
of the CTA page to see if any required field has not been populated (the missing fields will
appear marked in red). Lastly, they can select the ‘Submit’ button.

CT for training test 2021-501390-27-00

Substantial modification ro- o+ (220 (EHNEEGBSH Y e SUb e Saiestan]

6. After reading the confirmation text, they can select the ‘I agree’ box and then click on the
*Confirm’ button.

I agree

Confirm submission of the application 2021-501548-16-00, Substantial modification Part I 7

Upen confirmation, this application will be sent to the EU Member State(s) selected for assessment as per Regulation {EU) No.
536/2014. Documents and data will be published for public view according to rules and timelines stipulated in regulation (EU) No.
536/2014, and the Appendix, on disclosure rules, to the functional specifications for the EU portal and EU database to be audited.
Please note that you may only withdraw a clinical trial application between submission of the application dossier and notification date of

the decision on trial.
Ganeet

7. After submitting the Substantial Modification application, the changes to the application will
be indicated with a blue icon.

Contact point for union*

Organisation name Address
Test organisation Dunkarm Street, 2 Floor, Orange Point Building
Address line 1% e Address line 2
Dunkarm Street 2 Floor
#CTIS The scope of a substantial It is possible to change
modification can be Part I the uploaded

12

= = only, Part II only, or Part I document by clicking on
= Insig hts v the pencil icon.
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Non- Create and submit a Non-substantial
substantial modification
modification

1. After an Initial application for the clinical trial has been authorised by at least one MSC, users

can select the ‘+ CREATE' button, and at the top-right corner of the CT page select ‘Non-
substantial modification’.

Single trial substantial medification
- Multi trial substantial medificati
CT for training test e

2021-501395-27-00 Proposed RMS:  Austria Non-substantial modification

. T . i | Additional MSC
Summary  Full Trial Informat  Notifications Trial results  Corrective measurdd Hoc as

2. In the pop-up window, they can select the scope of the modification. After that, users can
click on the *Create’ button.

Non-substantial modification scope X

Select modification scope

Flease select A

-

3. Users can populate the field *‘Non-substantial modification description’. In order to
populate a field, users can select the padlock button in each subsection.

CT for training test 2021-s01300-27-00
Non-substantial modification o: nem-1 [0

Form Form details
MSCs
partI * Non-substantial modification details E
Part IT Non-substantial modﬁcatiun description *

# CTIS Non-SM t A non-SM is not
cg:si d:r:aecrl‘i‘:‘ - subject to evaluation .

= = ! - L. by the Member
S INSI g htS trial applications. States Concerned.



Create, submit and withdraw a clinical trial application
and non-substantial modifications

Non- Create and submit a Non-substantial
substantial modification
modification

4. After populating the fields that users wish to modify, they can select the ‘Check’ button on
the top-right corner of the CTA page (e.g. in case any information has been unintentionally
removed the missing fields will appear marked in red). Lastly, they can select the ‘Submit’
button.

CT for training test 2021-s013%09-27-00

Non-substantial modification 1o v+ [Z20T (SSRGS e Subea sppieaton

5. After reading the confirmation text, users can select the ‘I agree’ box and then click on the
*Confirm’ button.

I agree

Confirm submission of the application 2021-501548-16-00, Substantial meodification Part I 7

Upen confirmation, this application will be sent to the EU Member State(s) selected for assessment as per Regulation (EU) No.
536/2014. Documents and data will be published for public view according to rules and timelines stipulated in regulation (EU) No.
536/2014, and the Appendix, en disclosure rules, to the functional specifications for the EU portal and EU database to be audited.
Please note that you may only withdraw a clinical trial application between submission of the application dossier and notification date of

the dedsion on trial.
Canee!

6. After submitting the Non-substantial Modification, the changes to the application will be
indicated with a blue icon.

Country specific details (Part IT - Germany)

Form & Versions &
MSCs Trial sites v
PartI * A .
Trial sites
Part IT *
-DE Site
e Site street post Site First Last
ation address Site city code country Title name name Department Phone Email
Im Heidelberg 6%120 Germany Dr First  Last Department 1112223222 |CTtestmail@mail.com
1enheimer Neuenheimer name name
d 151, Feld 151
senheim
4 »
Non-SM allows users to modify aspects in the
# CTIS different sections of a CTA that do not have an
- - impact on the subjects’ safety, rights or the 14
= 1N S|g hts robustness and reliability of the data
(] generated in the CT.
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Domenico Scarlattilaan 6
1083 HS Amsterdam
The Netherlands

Telephone +31 (0)88 781 6000
Send a question

Clinical Trials Information System (CTIS)

Step-by-step guide: Create, submit and withdraw a clinical trial application and non-substantial modifications

© European Medicines Agency, 2024.
Reproduction is authorised provided the source is acknowledged.


http://www.ema.europa.eu/contact
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