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Dozens of multi-country trials submitted under CTR​

ABOUT US

Results-driven
ISO-accredited 
International CRO

clinical trials

indications

patients

trial sites

400+

70+

130,000+

3,500+

ISO 9001:2015 Certified

Recruitment at 2X-3X
the industry average

Privately owned, US-based
full service CRO with 21 years
of clinical research excellence

Unique NO PATIENTS - NO PAYMENT
risk sharing program: 
if we don’t recruit – you don’t pay

Vast US capabilities combined with
an in-depth regional expertise in Central 
and Eastern Europe, Central Asia and Türkiye



CLINICAL TRIALS REGULATION (CTR)
PROMISE VS REALITY

Designed to simplify
EU clinical trial submissions

Goal:
harmonization across
Member States (MSs)

Designed to simplify
EU clinical trial submissions

Challenges:
national differences,
evolving procedures,
operational variance
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WEBINAR GOALS

Provide practical guidance on 
navigating CTIS and the EU Clinical 
Trials Regulation (CTR 536/2014)

Share real-world strategies
for planning and executing
multi-country submissions

Highlight common challenges
and pitfalls—and how to avoid 
them

Explain how to effectively
handle Requests for Information 
(RFIs) and ensure submission
timelines stay on track

Clarify the roles and responsibilities
of the EU Legal Representative
and Qualified Person (QP)

Explore country-specific
differences that impact regulatory
and operational success

Offer a platform for live
Q&A and peer learning
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Q&A SESSION

— we’ll address as many as possible
during the Q&A session at the end.

If you have any questions after the webinar,
you can send them to our email at 
inquiry@cromospharma.com.

Throughout the webinar, feel free
to submit your questions via the Q&A box



NAVIGATING
THE CTIS PORTAL INTERFACE 

DPT

Marina Romanova
Head of Regulatory Affairs

marina.romanova@cromospharma.com
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CLINICAL TRIALS INFORMATION SYSTEM 
& CLINICAL TRIALS REGULATION

The CTR replaces the EU Clinical Trials Directive, aiming to:

• Harmonize trial submissions across EU Member States

• Increase transparency and public access to trial data

• Streamline multi-country trial management and communication

CTIS is mandatory for all new clinical trials
in the EU/EEA since January 31, 2023

Clinical
Trials
Information
System 
is the central EU portal for clinical trial 
applications and management under 
the EU Clinical Trials Regulation

(CTR) 536/2014



Part I
Scientific review

harmonized assessment by all involved member states.

Part II
Ethical review

Separately assessed by each involved member state
ethics committee.

CLINICAL TRIALS INFORMATION SYSTEM 
& CLINICAL TRIALS REGULATION

The Submission
Dossier



PLATFORM OVERVIEW
KEY SECTIONS WITHIN THE CTIS

Clinical Trials 
Overview

• Search filters include trial 
number, sponsor name, 
country, and therapeutic 
area.

• Real-time updates allow 
tracking of trial progress, RFI 
status, and decision 
milestones.

Notices
& Alerts

• Alerts include validation 
feedback, RFI requests, and 
notification of submission 
status changes.

• Crucial for meeting 
regulatory deadlines, 
especially for responding to 
RFIs within 12 calendar days.

• Helps ensure all 
correspondence from 
Member States is 
acknowledged and 
addressed in time.

User
Administrator

• The Sponsor Administrator
manages user creation, role 
assignment, and 
organization registration in 
EMA’s Organisation
Management System 
(OMS).

• Periodic role reviews are 
recommended to avoid 
compliance risks.

• Only the Administrator can 
modify access rights—
critical for regulatory audits.

Annual Safety 
Reporting

• The Annual Safety Report
(ASR) must be submitted via 
CTIS within 60 days of the 
data lock point.

• Includes cumulative safety 
data and sponsor 
assessment of benefit-risk.

• Acknowledgement of 
receipt and further requests 
from Member States are 
tracked via CTIS.

• RFIs for ASR.



PLATFORM OVERVIEW
SPONSOR ROLES & PERMISSION LEVELS

2. Select OMS (Organisation Management System)

1. Go to the EMA SPOR PORTAL

3. Search to check if your organization is already listed.

5. Wait for EMA validation (usually 3–5 working days).

• Company email

• Attach official documents proving the 
existence and legal status of the company 
(e.g., Certificate of Incorporation).

• Legal entity name

• Address (registered office)

• VAT/Registration number

4. If not listed, click "Request a new Organisation”. 
Submit required information:

A
Registering
the Company in OMS

Before any user can access CTIS,
the sponsor organization must be registered 
in the EMA’s OMS



Registering the Sponsor 
Administrator in CTIS

Once the organization is registered in OMS, 
the next step is to assign a Sponsor 
Administrator through the EMA’s Identity 
Access Management (IAM) portal.

PLATFORM OVERVIEW
SPONSOR ROLES & PERMISSION LEVELS

2. Create a user account (if you don’t have one).

1. Visit the EMA IAM Portal

3. Log in and request access to CTIS as a Sponsor Administrator.

4. Select your organization (must match OMS record) 
and submit your request.

5. Provide a Letter of Intent / Authorization signed by a legal 
representative of the sponsor to confirm the individual’s 
authority to act as Sponsor Admin.

Required documents:
• Letter of Authorization (LOA) on company letterhead
• Copy of passport/ID (depending on EMA requirements)
• EMA may contact the sponsor directly to confirm

B



PLATFORM OVERVIEW
SPONSOR ROLES & PERMISSION LEVELS

2. Assign roles (e.g., Application Submitter, Viewer, etc.)

1. Invite other users

3. Manage role scopes by trial (EU CT number) 
or across the sponsor organization

C
Once Approved:
The Sponsor Admin
can log into CTIS



PLATFORM OVERVIEW
SPONSOR ACCESS – TRIAL SETUP AND USER MANAGEMENT

Adding a New
Clinical Trial in CTIS:

Sponsor Admin or Application
Submitter logs in via CTIS

1
1. Select “Create New Trial” – CTIS assigns an EU CT number

2. Choose a Reporting Member State (RMS) and add Member States 
Concerned (MSCs)

3. Upload required documents:

Part I
harmonized across all MSs

Part II
country-specific

4. Validate, lock, and submit once complete



PLATFORM OVERVIEW
SPONSOR ACCESS – TRIAL SETUP AND USER MANAGEMENT

Adding External Users 
(CROs, Vendors, Consultants)

External users must first create
an EMA IAM account

2
Sponsor Administrator

• Navigates to User Access Management

• Selects the trial or organization-wide scope

• Assigns appropriate role:

• Application Submitter

• Part I/II Preparer

• Notification Submitter

• Viewer (QA/legal)



PLATFORM OVERVIEW
ROLES & PERMISSION LEVELS

Part I Preparer
Uploads/edits Part I documents 
(excluding Q-IMPD).

Part I Viewer
View-only access to Part I 
content (excluding Q-IMPD).

Notification Preparer
Prepares notifications related 
to trial changes or events
(e.g., SUSARs, amendments).

Notification Submitter
Authorized to submit
trial-related notifications.

Part II Preparer
Uploads/edits Part II (national) 
documents such as ICFs, 
insurance, translations, etc.

Part II Viewer
View-only access
to Part II documents.

Q-IMPD Preparer
Prepares the Quality
section of the IMPD.

Q-IMPD Viewer
View-only access
to the Quality IMPD section.

CT Admin
Manages users and assigns 
roles within the organization. 
Must be assigned first.

Application Submitter
Can create, edit, validate, and 
submit the initial application.

ASR Submitter
Responsible for preparing
and submitting annual
safety reports.

CT Results Submitter
Can upload and submit
trial result data.

CT Results Viewer
View-only access
to submitted trial results.

Notifications Viewer
Can only view submitted
trial-related notifications.



COORDINATING MULTI-COUNTRY SUBMISSION
INITIATING A MULTI-COUNTRY TRIAL IN CTIS
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Select a Reporting Member State (RMS) 
to lead Part I assessment

Add Member States Concerned (MSC) 
to participate in the trial

Submit a single application
covering all countries

Upload:
• Part I documents (harmonized for all MSs)
• Part II documents (nationally adapted)

CTIS automatically distributes
dossiers to selected MSs

Align internal teams for translations
and timelines

Prepare for parallel validation and RFI rounds



Reporting Member
State (RMS)

Member States
Concerned (MSC)

Collaboration & 
Communication

COORDINATING MULTI-COUNTRY SUBMISSION
UNDERSTANDING THE ROLES OF RMS AND MSC

• Leads the Part I scientific 
assessment

• Coordinates evaluation timeline 
and RFIs

• Issues draft Part I assessment 
report to MSCs

• Participate in the Part I 
assessment

• Conduct independent Part II 
assessment (local documents, 
ethics, insurance, etc.)

• Provide national decision and 
feedback (RFIs/approval)

• RMS integrates comments from 
MSCs

• MSCs may raise objections 
during Part I review

• Harmonized decision issued by 
RMS (Part I), followed by 
individual MSC approvals (Part II)



RFI (REQUEST FOR INFORMATION) 
PROCESS & PHASES

Olga Kodatska
Senior Regulatory Affairs Manager

olga.kodatska@cromospharma.com



A CTA RFI is a request for additional 
information raised optionally by the 
RMS/MSC during the evaluation of an 
application.

If no RFIs raised or after all RFIs are 
responded – conclusion and decision 
on submission are issued.

Ad Hoc 
Assessment

Corrective
measures

Annual
Safety Reporting

Evaluation

TIMELINE AND PROCEDURAL STEPS
RFI PHASES: VALIDATION, ASSESSMENT, AND DECISION

Validation Part I Part II

Evaluation

Clinical Trial Application 
(CTA) RFIs

Clinical Trial (CT) RFIs



RFI PHASES:
VALIDATION, ASSESSMENT, AND DECISION

Validation

10 days timeframe to raise
an RFI

15 days extension applied
to the timeline upon RFI

10 days maximum response time 
for the sponsor

PART I Assessment
PART II Assessment

45 days timeframe to raise
an RFI

31 days total timeline extension 
due to the RFI

+12 days for the sponsor to 
respond to questions

+19 days for the CA to assess and 
discuss the responses



VALIDATION RFIS

May be issued during 
validation step of review

Mostly related to dossier 
completeness, invoicing 
(e.g.: Romania – payment 
commitment; incorrect 
amount; RMS), technical 
errors​

1 round or 2 rounds of RFIs 
within certain period of 
validation​

May lead to new documents 
upload, documents removal or 
update of already uploaded 
documents ​

10 days to respond​

Responses fields completion 
is a must (Response to 
consideration) + list of changes 
to application (if application is 
changed)​



Parallel
Processes

When Validation Step
is Passed – Assessment

• Part I: RFIs issued by RMS only

• Part II: RFIs issued by MSC

• 1 or 2 rounds of RFIs within certain period of 
assessment 

• Some countries may have specific requirements 
for documents upload (Poland, Ireland)

• Responses fields completion is a must (Response 
to consideration) + list of changes to application (if 
application is changed) 

PART I / PART II RFIs



Part I RFIs may lead to request for raising additional RFIs for Part II (changes to the Protocol may lead to ICF update). 

PART I / PART II RFIs

Sponsor may send a request for RFI raising:

Member State

Websites where sponsors can find 
important information to submit high 
quality Part II documents as part of 
their clinical trial applications

Email address for enquiries 
related to Part I clinical trial 
applications

Email address for enquiries 
related to Part II clinical trial 
applications

Austria www.basg.gv.at clinicaltrials@basg.gv.at clinicaltrials@basg.gv.at

Belgium
https://www.famhp.be/en/eu_regulation_5362
014

ct.rd@fagg-afmps.be ct.rd@fagg-afmps.be

Bulgaria
https://www.bda.bg/bg/62-business-
info/clinical-examinations-biz

clinitrialsquestions@bda.bg
clinitrialsquestions@bda.bg

Croatia
• zdravlje.gov.hr
• halmed.hr – SEP
• halmed.hr – Pricing

klinicka.ispitivanja@miz.hr
klinicka.ispitivanja@miz.hr

Cyprus
• Bioethics Committee
• Pharmaceutical Services

clinicaltrials@phs.moh.gov.cy
clinicaltrials@phs.moh.gov.cy

Czechia https://www.sukl.cz/leciva/klh-ctis-01 ctis-dpo@sukl.cz
ctis-dpo@sukl.cz



PART I / PART II RFIs
EXAMPLE



HOW TO SEARCH & VIEW AN RFI

Information about RFIs can be checked only within CTIS. 
Sponsor users have three ways of accessing the RFIs:

1. RFI tab 2. Notices & alerts tab 3. CTA page of a specific 
Clinical Trial



RESPONSE SUBMISSION

Sponsors can go to the 
“Notice & alerts” tab to check 
the notice that the response was 
sent to MSCs. 

All communications between 

Member States and sponsors will 

take place in CTIS and no emails will 

be pushed by the system. 



Tips

• Documents need to be submitted in 

searchable format (Word or original PDF). For 

some countries this requirement is listed as a 

must

• Version control (if applicable): date/version

• Public/clean/tracked version of document (if 

applicable)

COMMON DOCUMENT FORMATTING 
PITFALLS

• Comments section

• Naming convention (checking the most recent 

version): incorrect documents naming may also be 

a reason for RFI

• Correct usage of 'adding new document' vs. 

'adding new version of document’

• Dossier QC before submission



DEEP DIVE: 
COUNTRY-BY-COUNTRY
PROS & CONS



A. HARMONIZATION VS. NATIONAL SPECIFICITIES
WHAT CTR TRULY ALIGNS ACROSS MEMBER STATES

CTR: harmonization of EU 
submissions under equivalent 
requirements

Part I documents applicable
for all countries within a study

CTR timelines / projections

Transparency rules:
documents blinding requirements 
(recent changes to have less 
documents redacted)



A. HARMONIZATION VS. NATIONAL SPECIFICITIES
AREAS WHERE NATIONAL INTERPRETATION STILL DOMINATES

Payment requirements
(free of charge; payment 
commitment; invoicing)

Site documents:
Protocol Signature Page (PSP), 
Declaration of Interest (DoI), 
Site Suitability Form (SSF), list of 
sites, PI experience

Technical requirements
or dossier uploading

EudraLex – Volume 10
– Clinical trials guidelines: basic 
templates that may be modified 
from country to country

Financial and other arrangements 
section is filled with documents 
based on local requirements
(budget greed, agreements, 
compensation form, brief 
description of the study funding)



B. EXAMPLES OF COUNTRY-SPECIFIC CHALLENGES
LANGUAGE AND TRANSLATION REQUIREMENTS

EudraLex - Volume 10 - Clinical trials guidelines

https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en

Questions and Answers Document - Regulation (EU) 536/2014

CTIS language requirements, page 133 (125)

EU 

member

Cover 

letter
Protocol Synopsis IB GMP IMPD Labels

Patient 

Facing 

Documents 

(Part II)

Hungary EN and HU EN or HU EN and HU EN or HU EN or HU EN or HU HU
HU

Poland EN or PL EN or PL PL EN or PL EN or PL EN or PL PL PL

Romania EN or RO EN or RO EN and RO EN or RO EN or RO EN or RO EN and RO RO

Czech R EN or CZ EN or CZ CZ EN or CZ EN or CZ EN or CZ CZ CZ

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/medicinal-products/eudralex/eudralex-volume-10_en
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/medicinal-products/eudralex/eudralex-volume-10_en
https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en


RomaniaHungary

• EMA (EudraLex) templates not needed for the 
submission

• PSP for each PI to be provided

• DoI is not required

• PI's CV (HU specific) to be provided

• SSF: country-specific (HU specific) to be 
provided

• Insurance Policy is not needed for submission 
(Insurance Certificate only - acceptable)

• Direct communication with CA is not prohibited

B. EXAMPLES OF COUNTRY-SPECIFIC CHALLENGES
COUNTRY REQUIREMENTS

• All local templates instead of EMA (EudraLex) 
templates to be used

• List of sites is a must (PI name, position, site, 
number of subjects)

• Payment commitment



Bulgaria Spain

• EMA (EudraLex) templates (adapted)

• PI's CV (ENG is acceptable, BG is optional)

• SSF: bilingual

• List of sites is a must (ENG + BG)

• In the CV of PI should be provided the registration 
number of the diploma, certifying acquired 
specialty, as well as the Unique Identification 
Number (УИН) in the Bulgarian Medical 
Association

• Master versions of ICFs needed for submission; 
country versions (ENG + BG)

• List of sites/PIs needs to be listed in insurance 
documents

• Insurance Certificate: either translated or bilingual

B. EXAMPLES OF COUNTRY-SPECIFIC CHALLENGES
COUNTRY REQUIREMENTS

• SSF is site-specific 

• PI's CV (ENG is acceptable)

• List of sites/PIs needs to be listed in insurance 

documents

• Paid invoice is valid for 30 days otherwise it will be 

expired without possibility to return the costs



SPONSOR LEGAL REPRESENTATIVE: 
ROLE & RESPONSIBILITIES 

Monika David
EU Regulatory Affairs Manager

monika.david@cromospharma.com



SPONSOR EU LEGAL REPRESENTATIVE:
ROLE & RESPONSIBILITIES

1. Legal Obligations 
under the CTR

Mandatory for non-EU sponsors

Must be established in the EU/EEA

Responsible for ensuring sponsor’s compliance with the CTR

All communications to the legal representative are considered 
communications to the sponsor

Shares liability with the sponsor for regulatory compliance

Must understand Good Clinical Practice (GCP) and CTR requirements



SPONSOR EU LEGAL REPRESENTATIVE:
ROLE & RESPONSIBILITIES

2. Practical 
Considerations 
& Common Pitfalls

Misconception that the role is only administrative (“post box” service)

Legal representative not actively involved in trial oversight

Risk of non-compliance or sanctions if responsibilities are not fulfilled

Lack of clear contractual definition of responsibilities

Insufficient knowledge of CTR and GCP

Country-specific nuances may apply (e.g. additional documentation
or oversight expectations)



GOOD MANUFACTURING 
PRACTICE (GMP) DOCUMENTATION 



Required GMP 
Documentation 
for Clinical Trial 
Submissions​

GMP DOCUMENTATION
DOCUMENTATION EXPECTATIONS AND QP RESPONSIBILITIES

GMP Certificate: Required if the site is located in the EU​

Manufacturing/Importing Authorisation (MIA): Required for EU-based 
manufacturing or importing​

Qualified Person (QP) Declaration: For third-country manufacturing​



Qualified 
Person (QP) 
Responsibilities​

GMP DOCUMENTATION
DOCUMENTATION EXPECTATIONS AND QP RESPONSIBILITIES

Certify GMP compliance for each batch​

Maintain manufacturing and QC documentation​

Ensure manufacturing follows approved specifications​

Oversee storage and transport conditions



GMP DOCUMENTATION

Common 
Misunderstandings

1

Confusion about when each document is required (MIA, GMP Certificate, 
QP Declaration)​

Belief that GMP compliance is only a technicality​

Misinterpretation of regulatory expectations​

Assuming one document can substitute another​

Lack of early QP involvement

The QP declaration is a study specific document​



GMP DOCUMENTATION

Best Practices 
for Regulatory 
Compliance​

2

Engage the Importer/QP early in the planning phase

Clarify document roles and submission timing

Communicate proactively with regulatory authorities



Q&A SESSION



CONTACT US

If you have questions, please email us
at inquiry@cromospharma.com

or visit our website
cromospharma.com



Proprietary and Confidential

THANK YOU
FOR YOUR ATTENTION

cromospharma.com
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