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Legal Framework

Clinical Trials Regulation (Regulation (EU) No 536/2014)

European Union (EU) pharmaceutical legislation known as the Clinical 

Trials Regulation entered into application on 31 January 2022. 

It aims to ensure the EU offers an attractive and favorable environment for 

carrying out clinical research on a large scale, with high standards of public 

transparency and safety for clinical trial participants.

CTR repealed the Clinical Trials Directive (EC) No. 2001/20/EC and national 

implementing legislation in the EU Member States, which regulated clinical trials in the EU 

until the Regulation's entry into application.

CTR harmonises the processes for assessment and supervision of clinical trials throughout the EU.

The Regulation enables sponsors to submit one online application via a single online platform known as the Clinical Trials 

Information System (CTIS) for approval to run a clinical trial in several European countries, making it more efficient to carry 

out such multinational trials.

https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex%3A32014R0536
https://eur-lex.europa.eu/legal-content/EN/ALL/?uri=CELEX%3A02001L0020-20090807


Where are we? – CTR Roadmap

CTR is a new, patient-focused legislative requirement mandated by EMA, offering many benefits:

✓ A single, streamlined electronic submission and assessment process for clinical trials

✓ Standardized approvals and lifecycle management to reduce overall study timelines and costs

✓ Centralized and higher requirements for clinical trials safety

✓ Greater transparency for patients on trials data and results

✓ Trial modifications to be handled more efficiently and thoughtfully



Clinical Trial Regulation

An overview: 





Clinical Trial Directive

Background: 



Sponsor

EMA/Authorities



Summary of Key Changes from CTDirective to CTRegulation

CTR is a new, patient-focused legislative requirement mandated by EMA, offering many benefits:



What has changed under CTR?
CTR will impact clinical trial design, application and approval processes, safety reporting & disclosure requirements 
when running clinical trials across the EU/EEA - requiring multiple changes...



What has changed under CTR?
CTR will impact clinical trial design, application and approval processes, safety reporting & disclosure requirements 
when running clinical trials across the EU/EEA - requiring multiple changes...

With this CTR approach, all European patients in participating 

countries have the same opportunity to access innovative drugs 

at the same time, via clinical trials, under the same protocol.

✓ Require much greater coordination

✓ Need cooperation and Team work

✓ Share timelines and expectations

✓ Readiness to answer



What has changed under CTR?
CTR will impact clinical trial design, application and approval processes, safety reporting & disclosure requirements 
when running clinical trials across the EU/EEA - requiring multiple changes...

✓ Need cooperation and Team work

✓ Share timelines and expectations

✓ Communication is key to success

✓ Readiness from site – short deadlines to answer 

(no longer then 12 days)



What has changed under CTR?
CTR will impact clinical trial design, application and approval processes, safety reporting & disclosure requirements 
when running clinical trials across the EU/EEA - requiring multiple changes...

✓ Need to optimize how we plan and resource clinical trials

✓ Earlier trial planning – forward looking and plan ahead

✓ Comunication is crucial

✓ No changes to the dossier or country additions is permitted 

while HA review is ongoing – First Time Right approach

✓ Parallel submissions no longer possible

✓ New country: can only be added after initial trial approval, and 

cannot be added while other SM submissions are in progress



What has changed under CTR?
CTR will impact clinical trial design, application and approval processes, safety reporting & disclosure requirements 
when running clinical trials across the EU/EEA - requiring multiple changes...

✓ Submission strategy 

✓ More visibility of countries and sites performance

✓ Impact on choosing countries and sites

✓ Add country has to be a stand alone process

✓ Add sites may cause additional burden and delays

✓ Approval of “all or none” sites



What has changed under CTR?
CTR will impact clinical trial design, application and approval processes, safety reporting & disclosure requirements 
when running clinical trials across the EU/EEA - requiring multiple changes...

✓ Consider the time needed to prepare documentation before upload 

✓ Submission documents require redaction to remove Company 

Confidential Information or Protection of Personal Data 

✓ Redact and sanitize documents

✓ Some information will be publicly available after a deferral rule 

(timelines depend on the phase of the trial). Other information will 

be made public at the time of decision by the MSC e.g. Principal 

Investigator CV, Suitability of facilities. Contracts will not be public.



What has changed under CTR?
CTR will impact clinical trial design, application and approval processes, safety reporting & disclosure requirements 
when running clinical trials across the EU/EEA - requiring multiple changes...

✓ EMA’s electronic portal will be the single entry point for initial CTA applications, 

modifications/amendments, HA questions, Clinical Study Reports etc

✓ Need to create access and raise awareness

✓ Learn to work in the platform



Pulse check – Question 1

Sabendo que vamos ter um estudo a submeter no nosso centro, qual deverá ser o primeiro passo a realizar?

a) Começar a recolher documentação do investigador principal

b) Confirmar acessos: inscrição do centro no site OMS de forma a aparecer no CTIS

c) Recolha de assinaturas nas declarações do centro

d) Nenhuma das anteriores



CTR Changes Impacting how you Work

1.1 Create EMA Account



CTR Changes Impacting how we Work

1.2 Checking site availability in Organisation Management Service (OMS) 

It is important to check if your site(s) is/are available in OMS. You can do this:
1. via drop-down list and search function in CTIS or 

2. How to use the OMS Portal 
First, users must log in with EMA account and then search if their organisation exists in the OMS Portal. 

3. Ask your site to register themselves in OMS - please see OMS guide 
 

https://spor.ema.europa.eu/omswi/#/
https://www.ema.europa.eu/en/documents/other/quick-guide-how-use-organisation-management-service-oms-ctis-training-programme-module-03_en.pdf




How to submit an initial CTA in the CTIS?

EMA Tutorial video 

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

Submission in CTIS

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


Submission in CTIS

Application Dossier



Country specific documents - Part II

What are the key documents for Part II under CTR?

✓ Q&A 6.6 - Set 2023 - See Annexe II page 

125/6 for part I language requirements and 

Annexe III for the national part II requirements

✓ Guidance CEIC / Listas de verificação 

✓ Guidance CEIC / Contratos

chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https:/health.ec.europa.eu/system/files/2023-09/regulation5362014_qa_en.pdf
file:///G:/Shared drives/Portugal Clinical Operations/09. Operacional/CTIS_CTR/Lista REC_24 fev.docx
file:///G:/Shared drives/Portugal Clinical Operations/09. Operacional/CTIS_CTR/1.pdf


https://www.ceic.pt/regulamento-ec





Pulse check – Question 2

V ou F: 

É mandatório a utilização dos templates da EMA para a documentação do centro de ensaio?



Recruitment arrangements



Suitability of Investigator

Declaration 

of 

Interest 

Curriculum 

vitae

GCP



Site Suitability 



Compliance with national requirements on data protection 



Compliance with use of biological samples



Contratos - Esclarecimento CEIC relativo a Disposições Financeiras - Destaques 

▪ O promotor deverá celebrar com cada centro de ensaio clínico um contrato, que consagra e corresponde, aos termos e condições do ensaio, condições 
financeiras e aspetos económicos relacionados com o ensaio, designadamente a remuneração do centro e do investigador e custos indiretos 
associados ao ensaio clínico, e demais aspetos a que se refere a letra P do anexo I do Regulamento, que integraram o pedido e que foram objeto de 
avaliação e aprovação pela CEIC.

▪ 2. Sobre a submissão da Parte II no CTIS, no que diz respeito à informação sobre disposições financeiras e outras:
- 2.1. Deverá submeter-se informação de acordo com a informação mínima obrigatória solicitada pela CEIC em anexo a este documento.

O promotor deverá submeter a informação de modo objetivo e concreto, no formato que entender (contrato tipo; contrato draft; listagem ou tabela)
- 2.2. O envio dos quadros sinóticos deixa de se aplicar.

▪ 3. Sobre a designação da equipa de investigação, para cada centro de ensaio, deve ser comunicado à CEIC:
a identificação nominal do Investigador Principal;
a composição (quantitativa e qualitativa) da equipa de investigação prevista, discriminando a diferenciação profissional necessária à condução do 

ensaio em concreto, não sendo obrigatória a sua identificação nominal.

▪ 4. A decisão sobre o estudo (parte II) irá incluir a decisão sobre as disposições financeiras que foram submetidas ou alteradas no contexto do pedido de 
esclarecimentos. Não obstante, o contrato celebrado deve corresponder aos termos e condições que integram o pedido de avaliação e que foram 
objeto de avaliação pela CEIC.

- 4.1. Sempre que possível, o contrato financeiro celebrado deve conter todas as condições contratuais com todas as partes envolvidas. Excecionalmente 
poderão aprovar-se outros contratos para centros externos ou outros serviços adicionais ao contrato tipo como tem sido feito até à data.
- 4.2. Quando existam alterações no contrato celebrado, em relação aos termos e condições aprovadas pela CEIC, o promotor deverá submeter o respetivo 
pedido sob a forma de alteração substancial...



Contratos

Esclarecimento CEIC relativo a Disposições Financeiras - Destaques 

- 4.2. Quando existam alterações no contrato celebrado, em relação aos termos e condições aprovadas pela CEIC, o promotor deverá submeter o 
respetivo pedido sob a forma de alteração substancial...

- 4.3. A título meramente facultativo recomenda-se que seja dado conhecimento à CEIC, por parte dos promotores, dos contratos financeiros 
celebrados. Não haverá lugar a resposta por parte da CEIC.  

Deixa de ser necessário submissão dos contratos assinados, não precisamos de ter o “exequível” para a activação do centro



Contratos

Anexo I



Timelines



Challenges for Investigational Sites and Investigators



CTR/CTIS Implementation

Potential Benefits and concers



Conclusion

Preparing for a Successful Transition



Obrigada!

margarida.santana@roche.com / Tel: 910701205

mailto:margarida.santana@roche.com


Links úteis

- EMA Q&A Set 2023

chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://health.ec.europa.eu/system/files/2023-09/regulation5362014_qa_en.pdf

- Clinical Trial Regulation (EU) No 536/2014

https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex%3A32014R0536

- OMS portal

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

- Clinical Trial Directive (EC) No. 2001/20/EC

https://eur-lex.europa.eu/legal-content/EN/ALL/?uri=CELEX%3A02001L0020-20090807

- OMS guide

https://spor.ema.europa.eu/omswi/#/chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://www.ema.europa.eu/en/documents/other/quick-guide-how-use-organisation-

management-service-oms-ctis-training-programme-module-03_en.pdf

- EMA Tutorial video - CTIS

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

- Lista de verificação CEIC / Esclarecimento CEIC sobre disposições financeiras

https://www.ceic.pt/regulamento-ec

- EudraLex - Vol 10 - Clinical trials guidelines - Set of documents applicable to clinical trials authorised under CTR - Templates

https://health.ec.europa.eu/medicinal-products/eudralex/eudralex-volume-10_en#fragment1

- CTCG Best Practice Guide for sponsors of multinational clinical trials with different protocol versions approved in different Member States under the Directive 2001/20/EC 

that will transition to the Regulation (EU) No. 536/2014 

chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://www.hma.eu/fileadmin/dateien/HMA_joint/00-_About_HMA/03-

Working_Groups/CTCG/2023_07_CTCG_Best_Practice_Guide_for_sponsors.pdf
- FAQs – Transitional trials to CTIS

chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https:/www.ema.europa.eu/en/documents/other/faqs-transition-trials-eudract-ctis-ctis-training-programme-module-

23_en.pdf

- CLINICAL TRIALS FACILITATION AND COORDINATION GROUP (CTFG)

https://www.hma.eu/about-hma/working-groups/clinical-trials-facilitation-and-coordination-group.html

- Guidance for the Transition of Clinical Trials from the CT Directive to the CT Regulation, July 19th 2023 

chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https://health.ec.europa.eu/system/files/2023-07/transition_ct_dir-reg_guidance_en.pdf
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