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Deciphering the EU clinical trials regulation 

 

To the editor:  

 

The European Union (EU; Brussels) was founded to not only unite European countries 

economically and politically, but also to improve collaborations among member states. 

Academic clinical research has been part of these collaborations, and efforts have been made to 

harmonize the rules governing human testing. These efforts have led to the current European 

Clinical Trial Directive 2001/20/EC, which represents an important step toward achieving 

harmonized requirements for conducting clinical trials. However, the Directive has been 

criticized in academic circles, especially in relation to its fitness for the needs of academia vis-à-

vis pharmaceutical industry [1], the increased regulatory costs and  complexity of the procedures 

for academic researchers. In April of 2014, the European Parliament and Council adopted the 

new Clinical Trial Regulation (EU) No. 536/2014 [2], with the hope of increasing the number of 

clinical trials conducted in the EU. It is worth noting that, the experienced gained from the 

Voluntary Harmonization Procedure (VHP), which was introduced in March 2009 by the Heads 

of Medicines Agencies’ (HMA) Clinical Trial Facilitation Group (CTFG), has paved the way for 

the new regulation [3]. The new regulation will replace the current Directive, providing a directly 

applicable legal act throughout the EU. It also offers new principles and provisions that aim to 

counteract the limitations of working with the Directive, promote better harmonization and 

increase transparency in the reporting of clinical trial results (see Table 1). We discuss here 

some of these provisions, their possible impact on clinical research practice in general and the 

biotech sector in particular, and probable barriers that may limit their full potential.  

The Regulation contains the definition of the new clinical trials sub-category “low 

intervention clinical trials”. These are defined as trials on authorized medicinal products, used in 

accordance with the Summary of Product Characteristics (SmPC) or published evidence on their 

use, and where the additional procedures of the trial introduce no more than minimal risk to 

subject safety compared with the risk encountered in normal clinical practice. Currently, this 

activity is poorly regulated and is carried out by academics through the planning of comparative 

effectiveness trials to generate combination evidence-based medical therapies. This sub-category 

is expected to stimulate greater research on authorized products and to guide academic research 



into the more appropriate use of medicines. However, marketed drugs, especially newly 

approved ones, may not necessarily have the well-established safety profile required for such 

trials. Guidance regarding how to define minimal risk imposed by a trial based on already 

available post-marketing safety data may be required. Sponsors and investigators should also 

ensure that the data obtained aims to be clinically meaningful. 

Other major changes introduced in the regulation especially for clinical trials with 

investigational medicinal products can be grouped into four categories: first, submission of 

clinical trial applications (CTA); second, safety reporting during the course of a clinical trial; 

third, global oversight and monitoring of clinical trials; and fourth, reporting data once a trial is 

completed and data submission for marketing authorization applications. We discuss these 

categories in more detail below (for other changes see Table 1). 

Currently, the CTA submission procedure for multi-state trials across the EU varies 

greatly between member states, sometimes leading to divergent assessments and at times 

additional bureaucratic workload. The new regulation requires the submission of a single 

application dossier for all ‘concerned member states’ within the EU, where the sponsor is 

intending to carry out a multicenter clinical trial through a single web-based portal (the EU 

portal). The assessment of a clinical trial application will proceed through a twofold procedure 

(Fig. 1), with the ‘reporting member state’ coordinating the initial assessment (Part 1), and each 

concerned member state carrying out a separate assessment covering national features (Part 2). 

This coordinated assessment aims to support research in rare diseases and global epidemics, 

innovative therapies and personalized treatment strategies, where multicenter, multi-state trials 

are needed to recruit enough patients [4]. Nevertheless, to achieve these objectives, the national 

regulatory authorities need to ensure that they have the scientific expertise and staffing to assure 

a timely assessment.   

In relation to safety reporting during the course of a clinical trial, the new regulation 

requires sponsors to submit their safety reports (SUSARs or ‘suspected unexpected serious 

adverse reactions; and Annual Safety Reports) directly to an extended module of the 

Eudravigilance system. This will replace the current national reporting system, where sponsors 

are required to submit safety data to competent authorities and ethics committees of the 

individual member states. In addition to the previously mentioned safety reports, the new 

regulation states that only adverse events which influence the benefit-risk balance of the trial 



should be reported. However, guidance for adequately defining how a safety signal introduces a 

shift in the risk-benefit balance of a trial and what measures to use to easily quantify and monitor 

such a shift may be necessary. The perception of what impacts benefit or risk may differ between 

regulatory agencies versus industry or academia. 

The regulation also aims to address challenges arising from the globalization of clinical 

research. There has been a trend toward industry conducting clinical studies outside of the EU 

and the United States to emerging markets [5]. Reasons may include the lower regulatory 

burden, less-expensive trial sites and the ability to quickly recruit the required patient numbers. 

The new regulation states that clinical trials conducted outside the EU to support marketing 

authorization applications in the EU must comply with principles equivalent to those set out in 

the EU regulation (e.g., good manufacturing practice (GMP) and good clinical practice (GCP) 

standards) and are subject to inspection by Concerned Member States. For a more effective long-

term strategy, it may be useful to initiate a dialog on drug policy reform with developing 

countries and assist in establishing minimum eligibility requirements for multicenter trials.   

International efforts are underway to improve transparency in reporting data once a 

clinical trial is completed, and reduce publication bias [6]. Within one year after the completion 

of each trial conducted under the regulation, both a summary of the results in structured format 

and a written summary in plain language, understandable to laypersons, must be submitted by the 

sponsor to the publicly accessible EU database. The regulation also requires Marketing 

Authorization Holders to submit the clinical study reports within 30 days after obtaining 

marketing authorization, disapproval or withdrawal of the application. The period specified by 

the new regulation aims to provide the sponsor with exclusive access to the information gained, 

allowing for the filing of additional patent protection and providing a competitive leverage for 

commercial sponsors. Moreover, the European Medicines Agency (EMA; London)  has recently 

agreed to change its policy on pro-active publication of clinical trial data [7], making all clinical 

study reports included in Marketing Authorization Applications submitted to EMA after 1 

January 2015 accessible to the public and useable for academic and non-commercial research 

purposes.   

The regulation has recognized the complexity of developing biotech-derived 

pharmaceuticals. The period of the assessment of a CTA by a reporting member state may extend 

up to 50 days if the clinical trial involves an advanced therapy or biological medicinal products. 



However, sponsors will not gain access to this advantage and they will be requested to report any 

required additional information to the Reporting Member State (for Part 1) or Concerned 

Member State (for Part 2) within 12 days (Fig. 1). As a result, small biotech companies will be 

challenged by a mounting pressure to meet these deadlines. Most importantly, academic 

institutions—which are becoming integral players in the translation of biomedical 

technologies—will have to adapt their research efforts and resources. On a separate note, the new 

portal may have to take into account more specialized clinical trials such as those investigating 

advanced therapies, which require special measures for follow-up of efficacy and adverse 

reactions [8]. 

The regulation also touches upon several critical aspects that will influence the progress 

of the biomedical field. For instance, increasing the level of transparency in reporting clinical 

trial results will definitely help in reducing waste in biomedical research [9]. The centralized 

system for assessing CTA will promote academic biomedical research and innovation to address 

real unmet need, especially through partnering with other institutions in initiating multi-state 

trials. Although the new regulation had addressed some of the key challenges encountered in 

clinical research, at the same time, new ones are beginning to unfold. As an example, due to the 

rapid progress in the development of genome editing technologies, there is a clear need to initiate 

early dialog between regulators and scientists investigating various aspects of therapeutic 

genome editing as these technologies move into clinical trials [10]. It is worth noting that 

regulatory agencies such as Medicines & Healthcare products Regulatory Agency (MHRA) are 

ready to meet these challenges, for example, by founding innovation offices that can help initiate 

early scientific advice and identify potential obstacles upfront. This could reduce the chance of 

finding deficiencies during the assessment of data presented in a CTA. 

The application of the regulation is contingent upon the existence of a well-functioning 

EU portal and Database. An independent audit of these two is scheduled for August 2017 

according to a timeline endorsed by the EMA Management Board on December 2015 [11]. A 

positive result, which shows the system has obtained full functionality in keeping with agreed 

upon functional specifications [12] will enable the regulation to commence operation by October 

2018 at the latest. Subsequently, a three years transition period will start from the date of its 

application. 

In summary, the new Regulation represents another major step toward improving the 



EU’s clinical research environment. However, there may be certain barriers that still need to be 

addressed by regulators as well as by sponsors. These efforts may, in turn, put more pressure on 

regulatory agencies that need to be adequately prepared. Given the speed at which novel 

biotechnologies are advancing toward clinical testing, regulatory guidance will need to continue 

to evolve, and regulatory agencies have to have effective horizon-scanning exercises in place in 

order to be able to prepare for upcoming scientific evolution from early on. In addition, due to 

the higher level of transparency in reporting clinical outcomes, the scientific and ethical aspects 

of clinical trials are expected to be under public scrutiny. To that end, the continuation of a 

constructive discussion and open scientific debate on regulations to advance clinical research is 

encouraged, not only in Europe, but also worldwide—for the benefit of patients. 
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