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Abbreviations

AR = Assessment report

AxMP = Auxiliary medicinal product

CT = Clinical Trial

CTA = Clinical Trial Application

CTIS = Clinical Trial information System
CTR= Clinical Trial Regulation

EMA = European Medicines Agency

GCP = Good Clinical Practice

(s)IMPD = (simplified) Investigational Medicinal Product Dossier
MSC = Member states concerned

OMS = Organisation Management System
RFI = Request for information

RMS = Reporting member states

RSI= Reference Safety Information

SM = Substantial modification

SmPC= Summary of Product Characteristics
SAE=Serious Adverse Event

SAR=Serious Adverse Reaction
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1 Introduction

1.1 Whatis CTIS?
The Clinical Trials Regulation, CTR (Regulation (EU) No 536/2014) came into force on 31 January 2022 and
submission of clinical trials with medicinal products shall no longer be submitted directly to the Health

Authorities and Ethics Committees, but instead the submission will take place via a Clinical Trial
Information System (CTIS). CTIS is the single entry point for submitting clinical trial information in the EU.
All communication including final decision from the authorities will be received via CTIS. With CTIS,
sponsors can apply for clinical trial authorisation in multiple EU/EEA countries with a single application.

CTIS is structured in two restricted and secured workspaces, only accessible to registered EMA account
users, and a website with open access to the general public:

e The sponsor workspace, accessible to commercial and non-commercial sponsors. It supports the
preparation, compilation and submission of clinical trial data for its assessment by Member States.
Link for sponsors workspace in CTIS

e The authority workspace, accessible to national competent authorities, ethics committees, the
European Commission, and the European Medicines Agency (EMA). It supports the activities of
Member States and the European Commission in assessing and overseeing clinical trials.

e The public website, accessible to patients, healthcare professionals, scientists, clinical research
associations, media, and members of the public. It supports the open access to clinical trials’ data in
the European Union, in line with the transparency goal set out in Regulation (EU) No 536/2014
(Clinical Trials Regulation, CTR).
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This guidance covers the process on how to submit, complete and maintain a clinical trial application (CTA)
in Denmark or in EU as a sponsor, using the trial-centric approach, as well as management of relevant
notifications and information throughout the life-cycle of clinical trials.

Any feedback and questions to the Danish GCP unit’s Guidances is welcome:

GCP unit at Aalborg University hospital: gcp@rn.dk

GCP unit at Aarhus University hospital: gcp-unit@clin.au.dk

GCP unit at Odense University hospital: GCP-enheden@rsyd.dk

GCP unit at Copenhagen University hospital: gcp-enheden.bispebjerg-frederiksberg-hospitaler@regionh.dk

This guidance is based on and can be used as a supplement to the following:

CTIS training guides:

e Clinical Trials Information System (CTIS): online modular training programme | European Medicines

Agency (europa.eu) - How to create a CTA — see module 10

e C(linical Trial Information System (CTIS) — Sponsors Handbook

e Quick guide for sponsors — Regulation 536/2014 in practice

e How to access CTIS: Step by step guide to access CTIS

e How to search and create organisations in CTIS: Step by step guideline

e Guide for CTIS common features

e EMAs help desk for CTIS: Service Now - Before submitting a ticket to Service Desk, please check
information available on the EMA CTIS Support page
Help desk: Non-commercial sponsors can submit their guestion now by raising a ticket and indicating

their status as a “Non-commercial Sponsor” in the mandatory field “User affiliation”.
e EMA CTIS Support page
e Heads of Medicines Agencies: Clinical Trials Coordination Group (hma.eu) (See: Key documents list)

Q&As for CTR and CTIS:

e Regulation CTR Q&A (Question and answer document — Regulation Eudralex vol. 10, Chapter V -

Additional documents)

e EMA Questions and answers — Clinical Trials Information System (CTIS) and Clinical Trials Regulation
CTR

e Danish Medicines Agency Q&A and general information from DMA

e Danish Ethics Committee Q&A

1.2 Sponsor is responsible for the application via sponsors workspace

The sponsor workspace provides clinical trial sponsors with functionalities for submission of CTA's,
notifications and clinical trial results to Member states authorities and the public and management of
information throughout the life cycle of clinical trials.
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2 How to Create, Submit and Withdraw an initial Clinical Trial
Application (CTA)
2.1 Application dossier for the initial application

Link to the CTIS database. For first time log-in see section 3.2 in the “The Danish GCP Units guide — User
access, roles and responsibilities in CTIS”

The documents for the Clinical Trial Application dossier is described in Annex | of the CTR.

Info box:
Templates for some documents can be found in
Eudralex - Volume 10 - Clinical trials guidelines
GO TO: Chapter | - Application and application documents

EudralLex - Volume 10 - Clinical trials guidelines

Chapter | - Application and application documents

« Templates documents for FORM section of the CTIS

¢ Template statement on compliance Regulation (EU) 2016/679° PDF ¢ ’Word ¢

« Part Il application document templates

o Compensation for trial participants - Template: PDF ¢ Word ¢
= Harmonisation guidance: PDOF

o Investigator Curriculum Vitae template: PDF ¢ Word ¢

= Declaration of interest template: PDF /Word -

o Site suitability form: PDE MWord ¢

« Informed consent and patient recruitment procedure template: PDFE ¢ /'Word ¢

« Compliance with applicable rules for biological samples: PDE - f\Word ¢

Info box:
Please avoid any kind of signatures, both digital and wet ink signatures, in all
documents, as they can be copied, when the documents are made public. Be
aware not to include personal information (e.g. CPR numbers, private addresses
and telephone numbers) in investigators CV.

Overview of documents and information that are made public in CTIS public database: Revised CTIS
Transparency Rules
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Info box:
Language requirements (Part 1): CTR Q&A Annex |l
National requirements (Part Il) CTR Q&A Annex Ill (CTR Q&A: Eudralex Vol. 10: Chapter V)

List of all documents: CTR ANNEX | - APPLICATION DOSSIER FOR THE INITIAL APPLICATION

The asterisk * in CTIS indicates mandatory fields. Some separate documents (e.g. recruitment)
must be uploaded even though the same text is already mentioned in other documents e.g. the

protocol.

Documents can be in Danish for trials running in Denmark only.

Part |

Part Il

> Cover letter (content, Annex 1, section B in
the Regulation) — cover letter must be
uploaded in the section “Form” in CTIS.
Template: Clinical Trials Coordination Group
(hma.eu), CTCG “Key documents list”)

> EU Application form (structured data
entered directly in CTIS)

> Protocol and protocol synopsis (synopsis can
be part of protocol or separate document)
(CTR Q&A, section 5.8 for synopsis guidance)

» Patient facing documents (questionnaires,
diary) that are linked to the endpoints of the

clinical trial shall be uploaded with the
protocol in Part | - you can upload several
documents with the protocol

> Investigators Brochure (IB)/SmPC

» IMPD quality, safety and efficacy/ Simplified
IMPD with reference to the valid SmPC

» Content of labelling of IMPD

» Template statement on compliance with
Regulation (EU) 2016/679 (GDPR) (template
in Volume 10) — must be uploaded in the
section “Form” in CTIS

Informed consent and patient recruitment
procedure template (template in Volume 10)

Subject information and informed consent
form

Patient facing documents (e.g. recruitment)

Investigator CV (template in Volume 10) — it

is not mandatory to use this template

Site suitability form (template in Volume 10)

- one form per site

Proof of insurance cover or indemnification
(Insurance: non-commercial sponsors can
upload a document stating that the trial sites
in DK are covered by “Patienterstatningen”)
Financial and other arrangements

Proof of payment of fee

Compliance with applicable rules for
biological samples (template in Volume 10)

Page 7 of 47

The GCP Units guide to CTIS, Version 2.6, 28.10.2024



https://health.ec.europa.eu/system/files/2016-11/reg_2014_536_en_0.pdf
https://www.hma.eu/about-hma/working-groups/clinical-trials-coordination-group.html
https://www.hma.eu/about-hma/working-groups/clinical-trials-coordination-group.html
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en#fragment1
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en#fragment1
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en#fragment1
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en#fragment1
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en#fragment1
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en#fragment1
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en
https://health.ec.europa.eu/system/files/2016-11/reg_2014_536_en_0.pdf

GCP| ENHEDERNE

God klinisk forskning 4

Info box:
Documents in CTIS must not contain DATE and VERSION in the file name as

this will be transferred to the “Title field” in CTIS and that “Title” will be the
same during the entire life cycle of the clinical trial , also in case of substantial
modifications. Or you can rename your documents in CTIS after upload.

1. Uploading documents into CTIS: filename, CTIS title, version number and date

Document upload

The Title of the document in CTIS.

changed to match the requirements
for document coding and titles (see
next slide). Always remove version

The filename as it was uploaded is & Pace decuments here o dick to upload

) ) ‘_____________._.—-—-—-—'—'_'_'_'_ except for some forbidden characters:
pre-filled here, this should be Protocol ABC123 v4 12Feb2022.pdf

The filename of the uploaded file. The
uploaded files can have any name,

and date from the Title, because the e fee
Title cannot be changed when Protocol ABC123 v4 12Feb2022 [ Protocol (for publicaticn)

uploading a newer version later,

Language Version ™
English - 1 00

Change the default version (1)

and default date (today) to the

actual date and version of the F——| 29/03/2022 N |

document (in this example: ™~ The cTis System version of a document,
version 4, date 12/02/2022). Comment always starting at 1.00 for the first

) version of a document uploaded into
Please note: the version field is fopticnal CTIS, and increasing when using the
free text: e.g. a zero of N/A can Update functionality. Cannot be edited.
be filled in for documents that do B Remove System Version therefore does not
not have a version number, necessarily match the true version.
The above document(s) will be published.

—— m

Document codes and titles in CTIS (version 1.4, dd 7 September 2022)

Please adhere to the structure of CTR Annex I for document codes and titles when uploading files in CTIS, as shown below (Part I: section B-); Part II: section K-S). Please fill in the requested
information in the marked grey fields. Make sure that all documents have self-explanatory titles including relevant identification when applicable as mentioned below and include “redacted” in the file
name in case a separate document for publication is uploaded. Please note that the files uploaded into CTIS can have any filename, but do not include special characters ()/,.;1[]. The coding and naming
applies to the document name in CTIS (the field "Title’ in the upload window). The original filename is pre-filled in the field 'Title’ but can be adapted. Version number and date should not be in the
document title, instead indicate the correct version number and date in the corresponding fields in the upload window.

B. Cover letter
B1_ Cover letter EU CT number

D. Protocol

D1_ Protocol EU CT number

D1_ Protocol synopsis_ENG EU CT number

D1_ Protocol synopsis_NL EU CT number (include MS in title, example is for NL)
D2_ Protocol modification nr number EU CT number (in case of SM as separate doc.)
D3_ DSMB Charter EU CT number

D4_ Patient facing documents e.g. questionnaire or diary (if applicable)

D5_ Master protocol EU CT number and name and sub-protocol name and specific
number/ID (applicable for complex CT)

E. Investigator’'s Brochure
E1_IB product name

F.D GMP i (if applicabl

F1_ GMP declaration abbreviated name manufacturer/importer

F2_ QP declaration abbreviated name manufacturer/importer

F3_ Other statements/licences (e.g. import license) abbreviated name
manufacturer/importer

G. Investigational Medicinal Product Dossier
G1_ IMPD_Q product name

G1_ IMPD_E-S product name

G2_ SmPC product name

H. Auxiliary Medicinal Product Dossier
H1_ AxMPD product name

1. Scientific advice and pediatric investigational plan (PIP)
11_ Scientific advice name organization

12_ PedCo opinion

13_ PIP decision name agency

1. Labeling

J1_ Label IMP_NL product name (include MS in title, example is for NL)
J1_ Label IMP_ENG product name

J2_ Label AxMP_NL product name (include MS in title, example is for NL)
J2_ Label AxMP_ENG product name

K. Recruitment arrangement
K1_ Recruitment arrangements
K2_ Recruitment material description

L. Subject information sheet, informed consent form, other subject information
materi
L1_ SIS and ICF description (e.g. SIS and ICF adults, SIS and ICF 12-16 yr)

L2_ Other subject information material description (e.g. information leaflet adults)

M. Suitability investigator
M1_ CV Investigator name investigator and clinical trial site (use abbreviations)
M2_ Dol Investigator name investigator and clinical trial site (use abbreviations)

N. Suitability facilities
N1_ Site suitability form name clinical trial site

0. Proof of Insurance or indemnification
01_ Trial participant insurance certificate
02_ Proof of coverage sponsor or investigator name sponsor/trial site (if not covered by 01)

P. Financial and other arrangements
P1_ Compensation trial participants, investigator, funding and other arrangements

R. Compliance GDPR
R1_ Compliance on the collection and use of personal data

S. Biological samples
S1_ Compliance on the collection, use and storage of biclogical samples

CTCG best practice guide naming of documents, version 2.01, 9 March 2023
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2.2 Fill in the trial title and sponsor organisation in CTIS

Info box:

The padlock _needs to be locked to enter data. Remember to unlock after
uploading data in each tab. Save the data before going to the next tab.

CTIS should be completed in English. Remember to click Save on the top of the
page. This should be done often as there will be no automatic savings.

When you are logged into CTIS, click on the tab “New Trial”:

Clinical trials

Clinical trials ~ Notices & alerts @  RFI  User administration

Clinical Trials

A\

Click on the “Search organisation” to search for the sponsor which must be registered in the Organisation

Type the full title of the trial.

Management System (OMS) before the CTA is created. It is important to choose the organisation where
sponsor is located if it is different from where you are located. It is not possible to correct afterwards.

Be sure you choose the right address for the specific organisation. This can be the address of the hospital,
university etc., where sponsor is located.

If the specific address of sponsor location, is not registered in OMS, then you must choose the overall
address of the hospital/university.

Some hospitals are mentioned in OMS as “Region Hovedstaden” and “Region Midtjylland” etc. Be aware
to choose the right location (street address) of the hospital.
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Full tizs (English]*

Search organisation

Name | starts with |

servces/ M tnals

Address

1]

City

starts with v

postCode

fuit tiue (Enghsh)-

Clinical Tnal for the CTIS Training Programme

Name

Tast Organisation

Search organisation

contains v

b 2 [starts with ~|  city

) ORG-
100023062

J ORG-
100023032

0 ORG-

Name

1AM Test
Orgamisation

Test
organisation

Test
Organisation
1

aklimerpins, AT,
postCode  country phone

10717

s

Address

122

Test
employer
address

Antarctica

980 Great
West Road
Address line
2,Address
line
3.Address
line 4,

London

Berlinstrasse  Berbin
12

When the two fields are filled in, click on the create button and the draft of the CTA will be created.
On the following picture on the top right side there are four buttons:

il

Check: Identifies the mandatory fields in the sections which have not been filled in.

Save: Save the data which have been filled in up to that moment.

Cancel: To cancel your application. This can only be done while your trial is an “draft” mode.
Submit: Submit the application when all information is entered, and it is completely ready.
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The four different sections of the application which needs to be filled in with data and documents are:
Form, MSCs, Part | and Part II.

Uinical trials  Notices & alerts @

Form Form details %
MSCs
Part I Initial Application details

Part IT
Cover letter

Evaluation

Timetable
Cover letter +

Deferral publication dates

Publish dates of trial information

Shart title / Trial category *

Justification for trial category / Trial category *

Info box:

The "Check” button ~can as well be used to validate for missing sections at
all times during completion.

The asterisk * in CTIS indicates mandatory fields to be filled in and/or
mandatory upload of documents.

See also check list of required fields/documents:

List of required fields per CTA (europa.eu).

2.3  Fillin the Form and Member states concerned (MSCs) section

Video on this topic in EMA training module 10:

Training video: Fill in the Form and the MSC sections
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o aeate

MECs
Pait | Lrritial Aggsle #f i deLasks

Past 11
Evaluatron

Temetable

Ehetersal guabie af v dales

Pubbend dotes of Cinal il of swalmes

St Wtk Vel ¢ gy

Penii e sthon for irisl categery [ Trial categery *

A

Form: Add the cover letter and category of the trial. To select the trial category you must use the drop
down menu. The category can be from 1- 3.

Category 1: Pharmaceutical development clinical trials:

First trials conducted with new medicines or new pharmaceutical forms or routes of administration of
existing medicines as well as generic or biosimilar medicines. Includes phase 0 and I clinical trials in healthy
volunteers or patients. Bioequivalence and bioavailability trials are also in this category 1.

Category 2: Therapeutic exploratory and confirmatory trials:

Carried out for treatment, diagnosis or prevention. Include the phase Il and 1l and phase I+l (integrated)
trials carried out during clinical development of a new product or during exploration of new indications,
pharmaceutical forms, strengths and routes of administration for an existing product that already has a
marketing authorisation.

Category 3: Therapeutic use clinical trials:

The study drug is in routine use in medical practice. Includes phase IV trials and phase llI+IV (integrated)
that are post marketing studies to delineate additional information including the risk, benefits, and optimal
use of the study drug. They are carried out in accordance with the terms of the marketing authorisation
(indication, route of administration and pharmaceutical form and strength).

Low-intervention clinical trial is also a category 3 trial.

More information about categories, see guideline: Revised transparency rules, Annex 1

Thereafter you need to add the “justification for the trial category”.
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Info box:
The protocol will automatically be accessible in the public workspace (Category
2 and 3 trials).

In case of sensitive information in the protocol according to GDPR, it is also
possible to upload a second edition of the protocol not for publication. The first
document you upload is always for publication so be sure to choose the
document without sensitive information first.

If you afterwards want to upload a document not for publication click on the
‘Add’ button (+) and upload a second protocol (not for publication)

Protocol X # E B H
English - Protacal (for publication) - S version 1.00

submission date 16/10/2022

MSCs: Member states concerned. Add the countries (member states) where the trial application should be
submitted. Add the number of subjects that are expected to participate in each country. If there are more
than one country participating in the trial, you can suggest a country as RMS (reference member state)
which is the country that are responsible for the overall scientific assessment.
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2.4 Fillin the Part | section

Videos on this topic in EMA training module 10:

Training video: Fill in the Part | section

Training video: Fill in the trial details of Part | section

Training video: Fill in the Sponsor details of Part | section

Training video: Fill in the Product details of Part | section

Part |: This section contains information mainly to be assessed by the Medicines Health Authorities in each
country.

Trial details
Medical condition, trial objective, inclusion- and exclusion criteria, end points, trial duration, population of

trial subjects and upload of protocol.

Form Trial specifc information (Part 1)
MSCs
Trial detads
-
Part I1 Traal whentifiers ’ .

Triad imformation
Timetable
Prote ol informatace »

Scentife advice and Paedatiic Lnvestigatson Plan (PLP)

Assocsated Chacal trials ?

Heler erces >

Countries outsede the [wopean [<onom Ases >
ST S a
L O arrnalmen Dy Coumtry  Type e Legal represestalive Sealifa cosla(l peinl Pl Conlact paiet Thisd pacties

tevt Orgaraston Deme  Mamscedosl compary  enssy  Comemmial  Aovs

For the main objective you can choose several “trial scopes” that are relevant for the trial.

Trial Information

Two new fields have been added in the Part | section of the application form in CTIS, above the fields for
the population of trial subjects. The first new field, ‘Plan to share IPD’, is mandatory. Users need to select a
response from a drop-down list of pre-defined values (Yes/No/Undefined). We recommend that sponsor
users select “Yes” or “No”, to meet the requirements of the International Committee of Medical Journals
Editors (ICJME).
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The second field, ‘Plan description’, is optional. It allows users to describe the plan in detail, in free text,
using up to 1000 characters.

The field ‘Individual Participant Data (IPD) Sharing Statement’ collects information on how this data will be
made available to other researchers. Sponsor users in CTIS can now record in a structured way how IPD will
be shared in the future.

Eatimated recrusmant Estimated amd ol trisl dats Eatemated ghobal smd date
star date i= BIA - - LA - ol Vi Rrial®

Cource of monetary s Jpport or material support
A et e
Grgenivsten mams AEtian
Individual Participant Data (IPD) Sharing Statement
" T
Fian e s Frp s
Population of trial subjects
e rangs *

A range secnndasy deed s

Important note: If you are working on a draft application (initial, SM, NSM, RFI response) with Part | in
scope, please ensure that you populate the mandatory field “Plan to share IPD” before submitting,
otherwise the technical validation will flag this field and prevent the submission.

Sponsor details
Includes sponsor information which was added when the application was first created.
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MSCs

Part I1 - R apiaor | _-7:;_.',L-_,...|-.._.-,.I._;__J.,- R
Evaluation Legal Scientific contact Public contact Third
. Mame Organisation iype Couniry  Type Stalus  representative point point pariies Actions
Timetable

Contact point for union®

Drgantsation name

Address line 1% Address line 3
Berlinatrasss 12
Aduliress fine 1 Adderss line 4
Towen/ City*® Post code
Beriir 104504
Country* Fanct el ©ontact podnt name
Garrary - A

Clinkcal trials  Motices & alerts @ RFI User administration

Part IT evt Crgmnat [ v ercia froe
Evaluation ‘
Timetable Contact point for union ®

Organization name

Addrmas lme | * Aabidrens linn §

,
Address lnwe 1 Adidress line 4 L‘
Tomwim fCity * Posl (ade
[ Fanctinnal sontat point name
e .
Contact
FiFat namve * LE&E fame * .
Plwoe * el *

Click on the sponsor line and add:

o The legal representative (an EU contact that only need to be added if sponsor is located outside
EU),

e Scientific contact point and public contact point (must be added for all trials and can be the same
person) — The organization (including its email address) where the general public may obtain
information about the clinical trial - in academic/non-commercial trials this person will often be the
sponsor contact point (the contact point for union).

e Contact point for union — this is the sponsor representative from the sponsor organisation.

This contact is used by the Union in case of required contact to the sponsor - in academic/non-
commercial trials this person will often be the same as the scientific contact point.

e Third party (only if tasks or functions in the trial have been delegated to third parties). This is e.g.
On-site monitoring, Safety reporting, E-data capture (for example, if agreed with the GCP units) or
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laboratory facilities. If the third parties are not already registered in OMS, they can also be

registered directly in CTIS without the need to register them in OMS (please refer to section 2.7).
e To search for a third party in OMS you need to use the organization number (ORG) or location

number (LOC) - it is not possible to search for the GCP-unit or a specific laboratory facility.

Only the coordinating GCP unit in Denmark needs to be added as third party.

The organisation numbers (ORG) and location humbers (LOC) for the four Danish GCP units are mentioned
below.

It is important that you choose the right ORG and LOC number. Each GCP-unit is registered only with
hospital addresses and the name “GCP-unit” is not mentioned.
Phone no. and E-mail are mandatory fields and must also be added in CTIS.

Info box:
Please contact the GCP-unit in your Region
to inform about the trial
when you submit a CTIS application
where you mention the GCP-unit as third party.
https://gcp-enhed.dk/kontakt/

GCP-enheden ved Kgbenhavns Universitetshospital:

ORG-100028217

Organisation name: Frederiksberg Hospital

Address: Nordre Fasanvej 57

Location ID: LOC-100045259

Tel. phone: +45 38 63 56 20

E-mail: gcp-enheden.bispebjerg-frederiksberg-hospitaler@regionh.dk

GCP-enheden ved Odense Universitetshospital:

ORG-100007716

Organisation name: Odense University Hospital
Address: ) B Winsloews Vej 4

Location ID: LOC-100053630

Tel. phone: +45 51 25 14 13

E-mail: OPEN@rsyd.dk

GCP-enheden ved Aarhus Universitetshospital:

ORG-100028380

Organisation name: Aarhus Universitet
Address: Palle Juul-Jensens Boulevard 11
Location ID: LOC-100079923

Tel. phone: +45 78 41 39 50

E-mail: gcp@clin.au.dk
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GCP-enheden ved Aalborg Universitetshospital:

ORG-100022335

Organisation name: Aalborg Universitetshospital
Address: Sgndre Skovvej 15

Location ID: LOC-100047716

Tel. phone: +45 21 53 13 49

E-mail: gcp@rn.dk

When adding a third party remember to update information about the third party (duties, phone number
and email) using the pencil.

+ Add contacts ~

Product details
Information on the medicinal products used in the trial must be added. If the products has a marketing

authorisation you need to click on “Add”. Select the role (e.g. test/comparator) of the product. It is
mandatory to have at least one test product (investigational medicinal product (IMP)) in the application.

An authorised product or active substance can be added by searching per product details, active substance,
or ATC code, as applicable.

When a substance is added further information must be entered. Be aware that if you tick the selected
substance, there will reveal further sub-sections that contain mandatory fields to be populated.

Dosage and administration details

Route of administration* Maximum duration of treatment*
Week(s)

Maximum daily dose allowed* Daily dose unit of measure*

Maximum total dose allowed* Total dose unit of measure*
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It is mandatory to fill in “Information about the modification of the Medicinal Product” and “Dosage and
administration details” for each product in CTIS. Dosage and administration details must be thoroughly and
correct described in the protocol, this is very important. Therefore when you fill in “Dosage and
administration” in CTIS you must use a safety perspective. If you don’t know maximum daily dose allowed
(e.g. because the product is administrated on a weekly basis) then you can estimate or calculate maximum
daily dose.

Non authorised medicinal products must now be registered in the Extended Eudravigilance Medicinal
Product Dictionary (XEVMPD), if not already done. For IMPs not registered in XEVMPD there is no EU MP
number. Please contact the manufacturer (e.g. pharmacy) regarding registration of the product in the
XEVMPD database.

For sponsors in the Capital Region: Please contact “"Reg H Sygehusapotek Herlev” to get your product

registered in XEVMPD, mail: kliniskeforsoeg.region-hovedstadens-apotek@regionh.dk or Tel: 44577803.

For IMPSs that are not authorised in the EU and do not have a marketing authorisation from a third country
that is party to ICH, and are not manufactured in the EU, an authorisation referred to in article 61(1) and a
QP declaration of GMP equivalence is required. In the latter case, if a Mutual recognition Agreement (MRA)
covering also clinical trials is in place with the particular country, the latter declaration is not required if the
MRA provides for GMP equivalence already.

In case IMP is still under development and the sponsor of a clinical trial is not the product owner (PO) of the
IMP and should not have access to the quality IMPD (IMPD-Q) or associated considerations/RFl in order to
protect commercially confidential information, the PO can submit the IMPD-Q to CTIS via an initial
application for Part | only (“IMPD-Q-only application”). The “IMPD-Q-only application” must be submitted
at the same time as the initial application of the trial for which the IMP is intended (“sponsor trial”). It is
recommended that both submissions are not more than 24 hours apart.

GMP and quality of IMP (In Danish only, laegemiddelstyrelsen.dk)

All medicinal products that are marketed in EU are registered in XEVMPD and can therefore be found in
CTIS. Blinding, including re-encapsulation and re-packaging, of a marketed medicinal product does not need
to be re-registered in XEVMPD. You can also read more about the registration in XEVMPD at the DKMA

homepage (in Danish only).

The field "Excluded MSC”
This field is only relevant for multinational trials and should not be used for national trials. It must only be

used if it is described in the protocol (and cover letter), that some products (Test, Auxilliary, Comparators),
drug forms or strengths, will not be used in all Member States concerned.

Example: A multinational trial with MSCs Denmark, France and Netherlands with paracetamol as the test
product. In France and Netherlands their sites will be using specifically Paracetamol Zentiva and in Denmark
their sites will use Pamol. Hence, DK is added as “Excluded MSC” in the Paracetamol Zentiva tab, and FR
and NL in the Pamol tab.
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Role: Test Name: Paracetamol "Zentiva®, tabletter

\

Active
substance
Sponsors Active EU Sponsors  other
Product Product Pharmaceutical product  substance substance ATC ATC  substance descriptive
authorisation name form Strength code name number ATC Name Code Level code name
Authorised Paracetamol “Yablet Paracetamol - Paracetamol SUBOS611MIG PARACETAMOL NOZBEOL 5
“zentiva®, 500mg
tablatter
4
Role: Test Name: pamol, filmovertrukne tabletter
Active
substance
Sponsors Active EU Sponsors  other
Product Product Pharmaceutical product substance substance ATC ATC substance descriptive
authorisation name form Strength code name number ATC Name Code Level code name

Film-coated Paracatamol - Paracetamol SUBOS611MIG PARACETAMOL WNO2BEOL 5
tablet S00mg

Pamal,
filmovertrukng
tabletter

Authorised

Placebo
If the IMP is a placebo, the information requirements shall be limited to quality data, a simplified IMPD

(sIMPD) must be submitted. No additional documentation is required if the placebo has the same
composition as the tested IMP (except the active substance), is manufactured by the same manufacturer,
and is not sterile. In this case placebo must be added as an “Authorised Substance” followed by a search for
placebo, remember to give the correct pharmaceutical form and route of administration as given for the
test product. The strength for placebo must be “0 mg” and the pharmaceutical form must be added.

—

': i -
No sortl"q + Add

Test

Comparator

Auxiliary
Placebo
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Documentation requirements in the application dossier

As a general rule, the documentation requirements in the application dossier for IMPs also apply to non-
authorised AxMPs and authorised AxMPs which are modified while such modification is not covered by the
marketing authorisation. Regulation (EU) No 536/2014 Annexes | and Il set out the requirements of the
application dossier for initial applications and substantial modifications, respectively. Registration in CTIS is
only mandatory for non- authorised AxMPs and for authorised AxMPs for which such modification is not
covered by the marketing authorisation.

In the section “Investigator brochure for the medicinal product” either the Investigators Brochure (IB) or
the SmPC must be uploaded. The labelling must only be uploaded if the IMP has a special label.

If you scroll down to the end you see all the uploaded documents for Part I.

2.5 Fillin the Part Il section

Video on this topic in EMA training module 10:

Training video: Fill in the Part Il section

Part Il: Individual information for each country, mainly to be assessed by the Ethics Committees in each
country. Local documents from each country needs to be uploaded.

Clinical trials  Notices & alerts RFI  User administration

@ Please nota that data and documents provided In the EU Database are subject to publication rules {including the protection of personal data and commerdially confidantial information), as per Ragulation (EU) 536/201¢, Article B1(4

PartI
Part IT
rganisation Organisation
e

AT

Site street post Site First  Last

Site location  address Site city code bcaunew Title name npame Department Phone Email Actions

Evaluation Schoplstrase Schopfstrase  Innsbruck 6020 Austria e ast Chest Clinic 4234242424 flast@email.com

Timetable . A1, Wiken 4l i
Documents

Recruitment Arrangements >
Subject information and informed consent form >

ility of the i i >
Suitability of the facilities >
Proof of insurance cover or indemnification >
Fi ial and other arrang >
Compli with national requii on Data Protecti >
Compliance with use of Biological samples 6
All documents >

Documents listed and uploaded in chronological order is recommended in the section “All documents”.

Trial sites must be added: Name, address and e-mail of trial sites and principal investigators at the trial
sites.

Page 21 of 47
The GCP Units guide to CTIS, Version 2.6, 28.10.2024


https://www.youtube.com/watch?v=jmylMwZFroc

GCP| ENHEDERNE

God klinisk forskning 4

Info box:

Please be aware not to include personal information (e.g. CPR numbers, private
addresses and tel. numbers) in investigators CV and in the structured data in CTIS.
The investigator name, mail and phone no. will be public available in “CTIS Public”,

when the trial is approved.
It is recommended to use a mail address and tel. phone no., created for the specific
trial or from the department (site).

Please note: For some trials the trials and investigators will be listed in the Danish database “Nationalt
Forsggsoverblik”. Only applicable for cancer trials. The website is driven by the Danish Region Zealand and
the GCP-units are not involved in this website.

The name and address of the university/hospital organisation must be registered in OMS/CTIS before you
can search and add the organisation (site) to the application form. If the specific address of investigator
location, is not already registered in OMS or CTIS you can add the site — please refer to section 2.7.

When the organisation is found or registered in CTIS, the details of the principal investigator at each site
must be added (first and last name, department, email address, phone).

Supporting documents: Upload documents in each separate section or upload all the documents in the

section “All documents” and specify in the document title what the document contains.

Click on the “Save” button to save all uploaded documents and click on the “Check” to see if any
documents or information are missing. The green message shows when the application is valid.
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T T

@ Fiease note thar dats and dacuments provided in the EU Database are subject o publication ruies (including the protection of parsanal data and commercially confidential information), as per Reguiation (EU) 536/2014, Articie 81(4).

Clinical trials

Clinical trials Notices & alerts @ RFI User administration

N
Clinical Trial for the CTIS Tralning Programme 2020 sois42 1400/ Initlal o m

Country specific details (Part II - DE)

Form

MSCs Trial sites

Part1

Part I1 | Documents

- AT

-0 | Recruitment Arrangements X
© 1 i il L1
Timetable

\‘ ?M crut

Remember to upload the Part Il information relevant for each country. Part | is always included by default
in the submission for all countries.

Submit confirmation

Part I

Part 1T Austna

Part 11 Germany

2.6 Site and third party registration directly in CTIS
Sites and third parties can also be registered directly in CTIS without the need to register them in OMS.

Organisations created locally in CTIS behave and function in the same way as the ones sourced from OMS
and can be searched and selected once they have been registered in CTIS.
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Select trial site

Search organisation
conkaing iv] starts with « by starts with v

ireece
+ Naw organisation B Clear [CTTT00 (TN TT e 00T

m Name Address City postCode country phone amail actions

Search in OMS Search in CTIS ®

If users do not find the site in CTIS (red message will be displayed on the upper right corner), or if it is not
listed in the search results, they can create the site in CTIS by clicking the button ‘New Organisation’, which

will now appear enabled.

For more details of site registration in CTIS, please refer to EMA module 03 step by step guide.

2.7 How to submit an additional member state concerned (MSC) application (add a new country)

Video on this topic in EMA training module 10:

Training Video: How to submit an additional MSC application in the CTIS
Sponsor workspace

To add a new member state (MSC) to an already approved application. In the page of the authorised clinical
trial click on the “create” button and choose “Additional MSC”.

Chmecal trists Notices & alerts Annual safety reporting L3 ) User adrmansls stson

Trial title Webinar 21 09 2020

RN aes | \

TRIAL INFORMATION

S e Mooy v aten s oew prwmel

Trval phase
» Modis of momdtiasens

Thet apesatn srva
[ P ™

Moo 4l dowr e
e

IMP

In the next pop-up window you can select one or several MSCs to add on the same time and specify for
each country the number of subjects. Each application will be assessed individually by the country that has
received the new application.

In the Form section a new cover letter must be uploaded for each added MSC.

In the Part | section you can provide translations if required by the new MSC. If you need to upload
translations for documents you can choose the document type on a list and thereafter upload the new
document and add the language.
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miieria (| asepuages )

sitewia (| snguages)

In the Part Il you can add the site details for the new MSC.

2.8 Withdrawal of an application

After opening the initial trial application which is under evaluation, select the “withdraw” button. A

justification for the withdrawal should be provided.

CT far training tesk

2.9

Initial

Resubmission of an application

Resubmission of a trial

CT applications can lapse (e.g. when the sponsor misses a response due date), be withdrawn by the sponsor, or rejected by the authorities.
Lapsed, withdrawn and rejected CT applications can be resubmitted.
On the CT page, in the Summary tab, scroll down to the application section. Click the application you want to resubmit: IN = initial application

Clinical trials  Notices & alerts @® Annual safety reporti

Study title

(EXTIT) 2022-503500-25-00 RMS:  Netherlands

Full Tial Information

(Scroll down)

APPLICATION AND NON-SUBSTANTIAL MODIFICATIO|

Type ® Parts

©),

Initial Part 1 & Part I

Then, in the top-right corner, click Resubmit

Form
MSCs
PartI
Part IT
Evaluation

Timetable

Trial specific information (Part I)
Trial details

Trial identifiers
Trial information

Protocol information

Scientific advice and Paediatric Investigation Plan (PIP)

Associated clinical trials

References

Countries outside the European Economic Area

O copy

C' Resubmit

The documents of the original submission will be copied to the resubmission. Documents can be replaced if necessary (e.g. cover letter).
Please note: the version and date of all documents is reset to v1 and today, so click Edit (pencil icon) to enter the correct version and date
for all documents. The resubmission will keep the original CT-number, but ending with -01.
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3 Validation, Request for Further Information (RFl) and Authorisation

3.1 How to access and view a request for further information (RFI)

Videos on this topic in EMA training module 11:

Training Video: How to access and view a request for further information
(RFI) in CTIS (Sponsors)

Info box:
Please be aware to regularly check for Request for Information (RFl) from the

authorities in CTIS. It is not possible to receive any mails or reminders in your
mail box.

RFI: Questions from authorities to sponsor.

Sponsor must check for Request for Information (RFI) from the authorities during both validation and
assessment. As some RFIs can have a very short deadline for responding, the GCP units recommend that
sponsors or delegated personal check for RFI on a daily basis.

Info box:
In case the sponsor does not respond to a RFl before the given deadline, it will
cause the lapse of the application - there is no second change. RFI must be
answered within the specified deadline for each RFIl. Sponsors do only have one
change to answer each RFl. When sponsor submits the answer to RFI, all
questions from the authorities must be answered.

If the application is rejected, use the “re-submission”.

If in doubt about anything — call the Danish Medicines Agency or EC before
submitting the answer to the RFI.

A timetable (see section 3.4) for estimated timelines will be generated and available in CTIS for each CTA,
but it is important for sponsors to notice that the workflow in CTIS is dynamic. This means that the
timelines shown in CTIS correspond to the maximum deadlines foreseen for each task/action. If a
task/action is completed before its deadline, the corresponding deadlines for the following tasks/actions
are recalculated.

In the sponsors workspace you will be able to see incoming RFls in the “Notices and alerts” tab.

You can access the RFI by clicking on each of the alerts. The RFI can also be accessed from the RFI tab next
to the “Notices and alerts” tab, this is a more direct path to respond to each RFI.

It is possible to download the RFI’s — see section 3.7
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Clinical trials | Notices & alerts @ RFI User administration

a

Notices & alerts )

SEARCH Advanced Search ~

) Showing 1 - B of 8 items 1 of 1 pages 1
Sertby: 13 Received v
new @ a9

L2 RFI sent to sponsor ar Source  Evaluation o e
Ref num| type B Recelved Sponsor

, 747
An RFL has been sent by Austria for the Initial application, Validation . 2RLaI0n] Jte | Whien | SYONERYL Lt iing dutre

L= RFI sent to sponsor

An RFL has been sent by Austria for the Infial application, V2

Every single RFI must be opened by clicking on “RFI- CT-xxxx-xxxxxx-xx-xx-IN-001 IN " (black text):

In most cases there will be several RFls and often in both Part | and Part Il. The due date for responding to
each RFl is stated in “Due” column in the RFI tab.

Click on the RFI and you will be redirected to the “Evaluation” section where the Request for further
information (RFI) is shown.

Clinical trials Notices & alerts @ RFI User administration

© Please note that data and documents provided in the EU Database are subject to publication rules, which take into account the need to protect personal data and commercially confidential information. Once available,  redacted version of the documents
will be made publicly available in accordance with these rules,

CTIS Training Programme test CT for Demo 2021 27-a7-00 / Initial 1o: v a: ‘evaluation L ICHFNERS
(oo T o]
Evaluation
Form
ce validation
Part I
Part 11 RFL @ e
Evaluation Expand all ¥
Timetable REI-CT-2021-500027-47-00-IN-001 [ =
S( Austria Submission date: 03/02/2021 Due date: 15/02/2021
" Reason Incomplete
No changes have been made to the application.
‘Supporting documentation
Ms:

When you have clicked on the padlock button you can see the documents that the authorities have
attached to the RFI. The RFI can be related to “quality” or “non quality”.
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Clinical trials  Nolices & alerts @ RFI  User administration

Please note that data and documents provided in the EU Database are subject to publication rules, which take into account the need to protect personal data and commerdially confidential information. Once available, a redacted version of the document
will be made publicly available in accordance with these rules.

MSCs

PartI

RFI-CT-2021-500027-47-00-IN-001

Part IT

Timetable n MSC: Austria Submission date: 03/02/2021 Due date: 15/02/2031

Reason Incomplete h

Supporting documentation
Ms

Quality

RFI_Submission_Quality &

English - Supporting document from M$ - Quality - System version 1.00
submission date 03/02/2021
- Version 1 - 03/02/2021

Non-Quality

RFI_Submission_nonQuality &

English - Supporting document from MS - Non Quality (for publication) - System version 1.00
submission date 03/02/2021
Version 1 - 03/02/2021

“Sponser:

General documentation

o

Quality related documentation

In the “Add document” tab you can upload supporting documentation to the RFIl. You must as well click on
the “Change application” and then change information in documents that have previously been uploaded
or entered for the CTA. Be aware that besides responding to each RFI, changes to the CTA is most often
required as revised documents like for example an edited protocol with a new version must be uploaded.

Remember to upload both a clean protocol (as an updated version of the current document in trial dossier
in part | in CTIS) and a protocol with track changes, (as supportive documentation to the RFI response in
CTIS). Please refer to the info-box in section 2.4 to see how to upload a document “not for publication”.

Page 28 of 47
The GCP Units guide to CTIS, Version 2.6, 28.10.2024



GCP| ENHEDERNE

God klinisk forskning 4

3.2 How to upload documents into CTIS in response to an RFI: change application

es &alerts @  Annual safety rej

©  Fleasc note that, ) No 536/2014,

MsCs validation
Part I
Part 1T RFIQ
Evaluation |
Timetable RFI-CT-2022-501361-22-00-IN-001
n MSC. Nthetonds Submission dat: 27/03/2022 Du dete: 7/G2/2072
Rezsan Incomplete

Supporting documentation
us:

Quality

¢
2016/679 and Regulation (EU) 2018/1725 when uploading documents and processing personal data in CTIS.

confidential information. Tt cach user

Collapse 3l ~

For any changes to the application (documents or data)
requested in the RFI. E.g. missing documents requested _—

during validation, requests to modify document
title/date/version during validation, or a new protocol

version requested during assessment.

o document avaisbie

Non-Quality

o document =

ponser.

General documentation

Quality related documentation

at in this section only supporting docu

e should be upioaded. If a new ver Y of the docaments included In the Annex I of Re

Response to consideration

Consideration number RFI-CT-2022-501381-22-00-IN-001-01 Application section parts Part 1 - Clinical
Consideration Plazsa submit

Response

Textual response

5 o b provided, should be uploaded on the r

& Add document

& Add document.

Sort by v

Application section and document Protocel

Documents related to the response

Optional, only for documents containing the response to this specific
consideration. If the consideration requests a missing or updated
document, do not upload it here, but instead use ‘Change application’!

[T (e

[ Save response

Clicking ‘Change application’ and confirming it, leads you back to the dossier, where documents can be added similarly to the initial submission.

Click the lock and navigate to the location of the dossier where the change should be made.

Trial specific information (Part T)
Trial details

Trial identifiers

Trial infermation Update: for uploading a new version of an existing

document, e.g. protocol v2 with changes requested by
the MS. You are asked to enter the version number and
date, but the document title in CTIS cannot be changed!

Protecol information

Clinical trial protocol

Protocol * /

English - Protacal for publ ) System version 1.00
submission date 01/
* Version 1+ 27/01§2022

@ Add document

\

Edit: for changing the title, version or date of an existing document. If by mistake an uploaded
document contained a version or date in its title, or the indicated version and/or date do not
match the dacuments, then you will likely be asked to correct this in the Validation RFI.
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Uploading a new version of an existing document using the Update-button, creates System Version 2.00

Tral identiliers

Trial information

Protocol inf ti . .
rotocoTinformation Newest version is shown on the left,
Clinical trial protocol . .
previous versions are shown here.

Protocol = CTIS system version, does not necessarily

English - Protocol (for publication] - System version 2.00
submission date 27/01/7022

Version 2.+ 27/01/2022 ‘\l Own version number and date, as entered during the upload. |
Ccomment v2 uploaded In response o RFL

match own version number \
proocol & 4 B B © Previous versions @) ~

When finished adding new/changed documents to the application, navigate back to the RFl response.

Evaluation
Form
Mscs Validation
Part I
Part IT RO ~
Evaluation | olapse s~
Timetable RFI-CT-2022-501381-22-00-TN-001 v
Rasson incomplete
@ Incluces applcation changes
Changes o the applicston *
o document has been uploaded, /

—

| It is now indicated that changes to the application were made, and it is mandatory to upload a list of changes.

3.3 How to change a Clinical Trial Application as part of a RFl response (Sponsors)

Videos on this topic in EMA training module 11:

Training Video: How to change a Clinical Trial Application as part of an RFI

response (Sponsors)

If the RFI requires changes to the application you must click on the change application button. Then a new
version of the application has been drafted. Each RFI must be answered separately. You can make changes

in the sections Form, Part | and Part Il.

If there are RFIs from different countries it is necessary to make a draft application for each RFIl. There can

for example be one RFI for Part | and one RFI for Part Il from each member state.
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Clinical trials  Notices & alerts @ RFI  User administration

@ Please note that data and documents provided in the EU Dotabose are subject to publication rules, which take into account the need to protect personal data and commarcially confidential information. Once availoble, o redacted version of the documents.
will be made publicly available in accordance with these rules.

MSCs 1
Part 1 Assessment Part I 1{ 1 fu
Part Il RFI© Assessment Part | >
—
Tmetabla Conclusion >
Intended Disagreements >
Assessment Part IT k
Draft 2 for Assessment
AL Part Il - Austria b
RFI € >
Conclusion >
oE Draft 3 for Assessment b
RFI @ Part Il - Germany >
Conclusion >
Decision

N

Part I Disagreements

If a document (e.g. protocol) needs to be changed, this should be done from the correct placeholder (by the
original document) by using the “update” button. This will ensure correct versioning of approved
documents and publication in accordance with deferral/transparency rules.

The “add document” button next to the response to RFI, should only be used in case you have supportive

documentation to justify your response.

Clinical trials  Notices & alerts @@ RFI  User administration

@ Please note that data and documents provided in the EU Database are subject to publication rules, which take into account the need to protect personal data and commercially confidential information. Once available, 2 redacted version of the documents

icly available in with these rules,
MSCs = -
Protocol information b4
Partl — .
Clinical trial protocol
Part IT
) Protocol *

Evaluation
Timetable

@ ©

0_Partl_CT_Protocol &

English - Pro
submission date
Version 2 - 02/0

Comment new of the document - RFI change

0_Part1_CT_Protocol &

Version 1 - 02/02/2021 - English Pr:ic%(‘:: publication) - System version 1.00

Synopsis of the protocol

& Add document

Data safety monitoring committee charter

Study design

Study design
& Add document
Period details

Remember to unlock each section when you are done answering the RFl and uploading new documents.
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3.4 How to respond to RFI considerations and submit an RFI response

Videos on this topic in EMA training module 11:

Training Video: How to respond to RFI considerations and submit an RFI

response (Sponsors)

Sponsor must reply to each of the RFI received from the authorities.

When making changes to the application, a document listing the changes has to be uploaded at the RFI
response and the box with "includes changes to the application" has to be ticked off.

Clinical trials  Notices & alerts @  RFI  User administration

@ Please note that data and documents provided in the EU Database are subject to publication rules, which take into account the need to protect personal data and ial i Once available, a ion of
will be made publicly available in accordance with these rules.
MSCs
PartI ©
Assessment Part T
Part IT *
RFI @ ~
Timetable Expand all v
RFI-CT-2021-500027-47-00-IN-003 >
RFI-CT-2021-500027-47-00-IN-004 v

& Discard changes
sl%[ria Submission date: 03/02/2021 Due date: 15/02/2021

Includes application changes

Changes to the application =
No document has been uploaded
Supperting documentation
MS:

Quality

No document available

Non-Quality

ho document available

‘General documentation

Below the RFI, there can be considerations which also must be answered. You can respond separately to
each consideration.
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MSCs
Partl * ﬂ
r Part IT *
3 Consideration number RFI-CT-2021-500027-47-00-IN-004-01 Application section parts Part [ - Non-clinical Application section and document Protocol
Timetable Consideration Austria - Part 1 Assessment consideration nr3

Sponsor response Response Austria - Part | Assessment considerstion nr3 ‘ O n Sld e ratl O n 1

Documents related to the response

ResponseRFI1 &

English - Supporting decumentation for Consideration (for publication) - System version 1.00
submission date 05/02/2021
Version 1 - 05/02/2021

Consideration number RFI-CT-2021-500027-47-00-IN-004-02  Application section parts Part | - Non-clinical Application section and document Cover letter

Consideration Germany - Part [ Assessment consideration nrs

— Consideration 2

[ Response to Austria - Part I Assessment consideration nr3|

Documents related to the response

The “Submit response” button will be active when the changes have been saved on “save response”.
Important to remember to be able to click on “submit response”:

» All response fields should be answered
> Itis mandatory to upload a list of changes
> Pad locks to each consideration should be closed and the pad lock to the RFI should be open

3.5 Timetable

In the timetable tab on the left side of the page in CTIS it shows the dates for the assessment schedule. All
timelines will be in calender days, however the due dates must never fall on a weekend or official holiday. A
time period will not be shorter than two consecutive working days. It is important for sponsors to notice
that the workflow in CTIS is dynamic which means that timelines can be changed.

MSCs
Part1 |

Part II
Evaluation

Timetable
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Name Week 45 Week 46 Week 47 Week 48 Week 49 Week 50 Week 51 Week 52 Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Week 7 Week 8 Week 5 Week 10
~ Application submission
~ Validation
~ Conclusion (O Submit validatior
v Part 1
~ RFI
~ submit RFI
~ Submit RFI 1  SubmitR
~ Submit response to RFI
~ Submit response to RFI 1 [ Submii RFT responst
~ Conclusion | Submit P;

~ Part IT
~ Poland

~ Conclusion
~ RFI
~ Submit RFI
~ Submit RFI 1

~ Submit response to RFI

~ Submit response to RFI 1 [ Submif RFT responst
~ Decision
~ Poland

& Download X Q @

The figure below shows an overview of the general timetable and deadlines for authorities and sponsors.

CTIS Evaluation Timelines

Timers for Shorten the due date of

Task an initial the next workflow if
application completed earlier?
. N Submit validation

Validate Application conclusion Day 10 + 15  Yes

Submit part 1 Yes, if the assess part I is
Assess Part [ conclusion Day 45 + 31 also completed earlier

Submit part II Yes, if the assess part I is
Assess Part II conclusion Day 45 + 31 also completed earlier
Submit Decision Submit decision Day 5 -

3.6 Authorisation
Info box:

The trial must include patients in the member state within 2 years from
authorisation date in order to keep the trial authorised in that member state.

In the assessment overview at the “Evaluation” page it is shown which countries have authorised the trial.

There must be a conclusion and a final assessment report (FAR) from both Health Authority and Etichs
Committee. If you receive a “No conclusion” it means that the authorities have not answered within the

deadline (60 days), which is a mistake.
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Bl reports Inspections Unson control Services Status

o Flease note that data and documents provided in the EU Database are subject to publication rules (including the protection of personal data and commarcially confidential information ), as per Regulation (EU) 536/2014, Article 81(4
vecision
MSCs
PartI Part I Disagreements
Part IT
Evaluation Part | conclusion Acceptable
= Part 11 conclusion plabl
Timetable
Decision .
ASSESSMENT OVERVIEW
Validation Assessment Part | Assessment Part 11 Decision +All
val Authorised +
30/10/2020 (05/11/2020)
L
GERMANY Acceptable Authorised +
(05/11/2020) (05/11/2020)

An overview of all documents and the approval date is shown at the end of “full trial information”.
Some countries do send “approval letters” but Denmark is not, and the approval date can only be
seen in CTIS “Decision — authorised”.

ALL DOCUMENTS

Application
Section I pDocument type 1 Documeent P ]
Document Drocurment Document Submission el Landguags Authorisation
¥ ¥ Tite IT version 1l Date 1 It I date ¥ Download
Part 1 Cover letter (for Corver letter 1 1770172022 1.00 English 12022 IMITIAL - [N
pubdlicaticon )
Pat | Protogol (lor Pratocol for 1 17/01/2022 1.00

English 17r00 2022 IMITIAL - 1N

publication) publication

Roles: Test Summary of Product emPC - HaCl 1 17002032 1.00 English I7I0LI2022 IMITIAL - IH

hame:DENUBIL 250 Characteristics 9 - Braun

mg 180 my selucin [SemiPC) (for HMelsungen DE

oral publicaticn)

Fat 1 Content labelling of Labelling 1 177002022 1.00 English 170fa022 IMITLAL - [0
the IMPs (for
publication)

Part | Compliance with Comipliance 1 17/01/20232 1.00 En;l--:h 17/00/2022 IMITIAL - 1IN
Regulation (EU) with Reg
2016/87% (for 2006_678

publicaticn)
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3.7 How to find the “Report for the Application Evaluation Decision” in CTIS:

Go to front page ->”Summary” -> 1 (“Download”) -> “Applications ” -> mark "Initial” -> mark “Form, MSC,
Part 1, Part 2 and Evaluation” select all -> mark “structured data in PDF”

Click the Start download button. Will be downloaded as a ZIP file.

Go to evaluation and then decision.

s e

TEST Poseidon

2023-502710-24-00 RMSt  Denmark

Summary Full Trial Information Notifications Trial results Corrective measures Ad Hoc assessments Users
& Start Download [T
>
Application type Application 1D Member states concerned Application Part Submission date Decision date
® INITIAL IN 3662 DK (Under evaluation) Part 1 21 Mar 2023
Part 11
Contents for Download: Include the following :

Bstructured data in PDF*

Form CDocuments™*

* these only include the latest version related to the
MSC application

Part I

Part II W

Bselect all

BDenmark

Evaluation v

Bselect all
HBvalidation

BAssessment Part I
BAassessment Part II

BDecision
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About v Search clinical trials and reports v CTIS for sponsors CTIS for authorities Support v
# Search clinical trials and reports Search for clinical trials
Please select information you would like to download for clinical trial with EUCT Number: 2022-502250-14-00
*  Trial Summary
[J Trial Summary will be included in the downloaded file
+ Full Trial Information
Full Applications Information will be included in the downloaded file
Application type Status Member states concerned Submission date Decision date
» B INITIAL Authorised DK:Authorised, not started 13/01/2023 22/03/2023
* Attached documents
[J All attached documents will be included in the downloaded file
Download clinical trial Cancel

Zip file has been created. Click here to downlead: Export file

How to see in CTIS how long the trial is approved: Go to ”Full trial information” -> “Trial details” -> “Trial
information” -> “Trial duration”.

The extension of trial duration is a non-substantial modification and require no approval from the

authorities

The sponsor must describe the extension and new date in a comment (free text) when creating a Non
substantial modification (NSM) in CTIS and thereafter submit the change. It is not possible for sponsor to
change the date manually in CTIS as it is a NSM.

Sponsor can only change the date next time the sponsor submit a substantial modification (SM).

Date for “estimated end of trial” is the expected date for last patient last visit (LPLV). EEA: European
Economic Area.

Trial duration *

Estimated Estimated
recruitment end of trial
start date in date in EEA
EEA
01/09/2028
01/09/2022
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4 15 days notifications from start to end of trial

Video on this topic in EMA training module 5:

Training Video: How to manage a CT in the CTIS sponsors workspace — Trial

and recruitment periods notifications

The notification tab can be found in each clinical trial in the sponsor workspace. Sponsors use the
notification tab to inform each member state of important milestones in the clinical trial:

Notifications that need to be submitted for every clinical trial:

e Start trial: the first act of recruitment of a potential subject for a specific CT, unless defined differently in
the protocol.

e Start recruitment: the first visit of the first subject. The date could be the same one as for start trial.
¢ End recruitment: act of not recruiting subjects anymore in an MSC.
¢ End trial: last visit of the last subject, or a later point in time as defined in the protocol.

Notifications that need to be submitted only when the sponsor needs to interrupt a CT on specific

grounds with a view to resuming it afterwards:

¢ Temporary halt: An interruption not provided in the protocol of the conduct of a CT with the intention of
the sponsor to resume it.

* Restart trial: The act of restarting the trial, after a temporary halt or after a suspension of the CT as part
of a corrective measure by an MSC.

® Restart recruitment: The act of restarting the recruitment of subjects. The trial must have been restarted
to be able to restart the recruitment.

The deadline for reporting these notifications in CTIS is 15 days after the date of the specific event has
taken place.

The notifications should be made for each member state where the clinical trial is approved. The specific
country must be selected and then click on the notification tab you want to enter.

All buttons found in the notification tab will be active once the clinical trial is authorized.
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Clinical trials  Notices & alerts @ Clinical study reports  Annual safety reporting RFI  User administration

2020-500438-88-00 RMS:  Bulgaria

Summary Full Trial Information Notifications Trial results Comective measures  Ad Hoc =swssm‘"‘/ Users Amend
Trial & Recruitment Periods

R ... [ ... | 2 | T p——

Trial Recruitment
Select all i
Current status Start date Temporary Halt Restart End (or early termination) start  End  Restart
s v Authonsed
7 . v Authorised =
E + Authorised 26/08/2020
B Bulgaria
.l N

Select the specific country where you want to make a notification.

Click on the notification tab you want to enter either Start Trial, End Trial, Restart trial, Temporary Halt,
Start recruitment, End recruitment or Restart recruitment.

Examples:

Start of recruitment notification at the latest 15 days after start:

New start of recruitment notification

Countries.

Start of recruitment date®

Ralatas documant(s)

Bulgaria

Choose the country where you want to notify about recruitment start. Enter the date where the
recruitment will start and then click submit.
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End of trial notification at the latest 15 days after the trial ended:

New end of trial in ms notification h

Countries Bulgaria

End of the clinical trial date * 26/08/2020

s

1 The clinical trial has been early terminated

Anticipated date of summary of results

The submission of this form will end the clinical trial in all EEA countries for which the clinical trial was authorised. It is therefore
required to also submit the anticipated date of summary of results as part of this form

Anticipated date of summary of 01/09/2020 2
result *

Partial results

will be submitted at the anticipated dat

Justification that the results are to be later than 12 months:

w

Justification that the results are to be later than 12 months:

Related document(s)

Enter the date where the clinical trial ended according to the protocol or if it was terminated early.
Enter the anticipated date of where the summary of results will be available.
By clicking on the country link you can go to the notification history for that specific country.

Each time you submit a notification a notice is created on the “notices & alerts” tab.

Clinical trials| Notices & alerts @ | (Clinical study reports  Annual safety reporting RFI  User administration

. 26/08/2020 | = wilgaria
ation 1 has submitted o End of trial in MS notification in Tablets 500mg Organisation 1

Bulgaria. Notification ID - EoT-0542

[T Restart of Trial notification submitted atimbee. | So0rch | Evivation | oo

RMS Spansor
type process ot

26/08/2020 Bulgaria e
Test Organisation 1 has submilxzd a Restart trial notification in Bulgaria, Organisation 1

Notification 1D - RoT-0541

XY Temporary halt submitted ety SO Do

iy remtasy RMS Sponsor

26/08/2020 Buigaria
Test Organisation 1 has submitted a Temporary Halt notification in
Bulgaria. There is no benefit-risk change. Notification ID - TH-0539
[ Restart of Recruitment notification submitted B Source  Evaluation L L F Sponsor

type process

20/08/2020 | araceamol Bulgarla .

Test Organisation 1 has submitted a Restart of Recruitment netification in Tablets 500mg Qrganisation 1
Bulgaria. Notification ID - RoR-0538
[ End of Recruitment notification submitted e Source  Evalvetion L — R e

type process

2020-500438-88-00 26/08/2020 | Persctiamel Bulgarla e

Test Organisation 1 has submitted a End of Recruitment notification in Tablets 500mg Qrganisation 1
Bulgana. Netification ID - EoR-0537
Showing 1 - 10 of 24 items 10f 3 pages A d S
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Info box:
To be able to see the “Annual safety reporting tab” and to perform ASR

related activities, the CT administrator should assign the “ASR submitter
role” to him/herself.

Please refer to The Danish GCP Units guide - Submission of Annual Safety
Report (ASR) in CTIS for more information.

5 How to create and submit a Substantial Modification (SM)

Video on this topic in EMA training module 10:

Training Video: How to submit a substantial modification in the CTIS sponsor
workspace

Step-by-step guide “Create, submit and withdraw a clinical trial application and nonsubstantial
modification”: CTTM10 - Step-by-step guide (europa.eu)

There are three types of changes to a clinical trial:

1. Substantial Modification (SM)
2. Non Substantial Modifications (NSM)
3. 81.9 Non Substantial Modification (81.9 NSM)

Classification of changes to ongoing trials can be found in CTR Q&A, Annex |V: “Classification of changes to
ongoing clinical trial”.

All non substantial changes, both 81.9 NSM and NSM, do not require an approval before implementation.

The 81.9 NSMs must be updated by sponsor regularly in CTIS during the trial period. These are changes that
are relevant to the member states concerned.

Other NSMs must be updated in CTIS with next SM or latest at end of trial, if no SMs have been submitted
meantime.

To create and submit a substantial modification after the clinical trial has been authorised, users can select
the ‘+ CREATE’ button in the sponsors workspace at the top-right corner of the Clinical Trial page.
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Clinical trials | Motices & alerts @  Annual safety reporting RFI  User administration

Single trial substantial modi
Multi trisl substantial modifi

Trial title Webinar 21 09 2020

C 10 RMS:  Austrla

Additions| Msc
Full Trial Information Notifications Trial results Corrective measures  Ad Hoc assessments

TRIAL INFORMATION

Hon-substantial modification

Sponsor Test Organisation 1 Member states concerned AT - BE

s T i (
Trial phase herapeusic mxplorstary (Phase 1) Medical conditions Apnoea
Therapeutic area Diseases [C] - Respiratory Tract Diseases [COB] U e

i i e x
Medical device o Population type Healthy Volunteers
IMP

This will enable you to select which type of modification you want to submit:

B
L X . -‘L Download
Multi trial substantial modification: to

update information for trials that have the Single trial substantial modification

Single trial substantial modification: to

update information for only one trial.

same investigational medicinal product ORI KAt S SRR Wt

(IMP) and the same sponsor. In this case it Non-substautiol modification

is possible to submit a single application

H i Additional MSC
covering several trials. R ;

Substantial modification scope

Select modification scope

If you click on the “Single trial substantial
mv— modification” you will be redirected to a window
par 1 . ‘ where you need to enter the scope of the

| Part 1 and Part 11

substantial modification. Thereby you will define
the part which will be modified (Part I and/or I1).

In the “Form” section, cover letter etc. should be uploaded and you can add details about the substantial
modification.
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Chinical trials Notices & alerts @ Annual safety repo nistration

@ Piease note that data and documents provided In the EU Database are subfect to publication rules (including the protection of personal data and commerdially confidential information), as per Regulation (EU) 536/2014, Article B1(4)

Trial title Webinar 21
RMS: Austriz

Substantial modification 1o sv: [ElE0d N8

Form details

MSCs
PartI Substantial medification details
Part II Cover letter I
Evaluation
Ti bl
Modification description l

& Add document

‘Supporting information

If you scroll down, the reason for the substantial modification must be added here.

Clinical trials  Notices & alerts @  Annual safety reporting  RFI

@ Please note that data and documents provided in the EU Database are subject to publication rules (induding the protection of personal data and commerdially confidential information), as per Reguiation (EU) 336/2014, Articla 81(4

Part I B
0_Modification_Description_Details & # ® #® ©
Part IT
. English - Modification Description (for publication) - System version 1
Evaluation Version 1 - 13/
Timetable

Supporting information

Supporting information decuments

Substantial modification reason Substantial modification scope

End of trial In MS I} 5
[ knd of triat In rea
[ Glabat and of trial
[ Anticipated date of summary of results.
| Unexpected Event Change in B/R
L Serious Breach
[ Urgent Sefety Measure
1) 3¢d Country Inspactorats Inspection
[ EEA Inspections
[ chonge of sponsor or sponsor’s legal representative
a 2years
L Extension to restart trial 2

=

In the “MSCs section” only subject numbers (number of planned trial subject) can be modified.

Clinical trials Notices & alerts (§ Annual safety reporting RFI User administration

Pleasa note that data and documents provided in the EU Database are subject to publication rules (including the protection of personal data and commercially confidential information), as per Regulation (EU) S

Inar 21 09 2020 2020 s00275 7100/ Substantlal modification w: sv 1 [EIELS

L

Member states concerned

Form

e ] e
PartI Member states concerned RMS First submissions date Subjects ~ ctions
Part 1X Austria Selected 20 3

Evaluation

Timetable i E—
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In the “Part | or Part II” section you can upload the relevant documents with changes.

Form Trial specific information (Part I)
MSCs
Trial details .
Part 11 Trial identifiers ?
Enene ont Trial information >
Timetable
Protocol information v

Clinical trial protocol

Protocol *

& Add document

1_1_Partl_CT_Protocol & # E ® ©

English - Protocol (for publication) - System version 1
Version 1 - 11/09/2020

n_mmnlsnhn:.l /s B ® ©

English - Protocol (for publication) - System version 1
- Version 1 - 13/09/2020

When all data and documents have been modified and uploaded, click on “Submit”. Then select the parts
of the application you want to submit and click on the “confirm” button.

Submit confirmation

Part 1

Part 11 Austria
O Part 11 Belgium

In the Summary page you can scroll down and see the status of the substantial modification.
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Clinical trials  Notices & alerts {§ Annual safety reporting RFI  User administration

w Paracetamol Tablets 500mg

OVERALL

TRIAL STATUS
Member State Overall Trial Status First decision date Start of trial End of trial Recruitment start date
AT = 11/09/2020
BE 2 11/09/2020

APPLICATION AND NON-SUBSTANTIAL MODIFICATION

Type 0 Parts MSCs Submission date Decision date Reason  Scope  Link

Substantial modification SM-1 Part 13/09/2020 13/09/2020 + + c + INEO
Part 1

Initial N Part 1 & Part 11 AT(Authorised) 11/09/2020 11/09/2020 + IO
Part [ & Part Il BE({Authonsed) i

6 Summary of Results and Summary for Layperson

The sponsor shall submit a summary of the results of the Clinical Trial. The deadline for uploading the
results in CTIS is 1 year after end of trial.

The content of the summary of results is set out in Annex IV of the regulation. It shall be accompanied by a
summary written in a manner that is understandable to laypersons. The content of lay person summary of

results is described in Annex V of Regulation.

To submit the summary of results go to Clinical Trial page and search for the clinical trial by entering the
“EU CT number” or use advanced search.

Chinical triats Matices & alerts @ Ananl safely repailing RFL User administration

Clinical Trials

Tiiwl ewwrawd Saarch v

L LT T et

Select the trial from the results page and click on the ‘Confirm’ button.
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EUCT Land Mambar statas Submission Dacision
mimber Trial titls SpOnSor Product concermed date date
2021-5300030- . DEjAutherised) 03052021 C4/03/202
P Triad test Test org Test product GR[Autharised)

¥ Cancel

When the trial is selected a window will show where the “summary of results” and “layperson summary of
results” can be uploaded.

CT for training test
T021SDLTIETE G0 MAS: vl

wwwwwww Full Tnal Infor matoe, Ratficatizm Trial results Cormective messures  Ad Hoo msssarme ks [

SUMMARY OF RESULTS

ﬁ
—

LAY PERSON SUMMARY OF RESULTS

CLINICAL STUDY REPORTS

Select the “Add document”. Then “Save” and “Submit”.

Summary of result I Lay person summary of result I

Susmarny of results Lay persan summany of resulbs

Tae | ——
Tra = vrer T o
[ T (——p— Y | maT

T 1]

Ivmr—aate rie memyn f
I A b I
LRI -H]) -]

:._u...,m...uu & # B 1 @
B By o el o G eS| Nyles v 1.00
Warsies 1 13972021
o T

7 Changes log

Version 1.0

Version 1.2 Links corrected.

Version 1.3 Updated according to comments from users.

Version 1.4 Updated with new experiences from authorities and users and links corrected.

Version 1.5 Updated with information of resubmission and other small corrections.
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Version 2.0 Updated section on how to respond to RFI, removal of section on how to create an EMA
account, roles and responsibilities and ASR.

Version 2.1 Updated with information of sponsor, third party and site registration directly in CTIS, updated
list of documents and templates and new links.

Version 2.2 Updated according to comments from users and how to find and download Report for
evaluation decision in CTIS and in public space. Location number is updated for the GCP-unit in Aalborg and
Aarhus.

Version 2.3 Added comment from Trial Nation regarding the first mentioned investigator in CTIS will be
named “coordinating investigator” in the database Danish National Trial Overview (Nationalt
Forsggsoverblik).

Version 2.4 Further explanation about log in to CTIS.
Version 2.5 Updated according to comments from users and new/updated guidelines.

Version 2.6 Updated according to comments from users, authorities, and new/updated guidelines.
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