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ABSTRACT: The paper aims to outline the main features of three important factors for human rights’ 

protection in the sphere of manufacture, testing and placing on the market of medical devices. These are 

the regulatory compliance officers, the ethical committees and the informed consent. All of them are 

provided by Regulation (EU) 2017/475 of the European Parliament and of the Council of 5 April 2017 on 

medical devices (MDR). The MDR is an important step in the unification of the legal framework at an EU 

level concerning the manufacture, putting on the market and utilization of medical devices and the provision 

of patients’ rights safeguards in this sphere. the adoption of a modern EU-wide framework for these 

safeguards for the patients’ rights enjoying the advantages of primacy and direct effect is an important step 

in the advancement of human rights protection in the sphere of medical law and more precisely in the 

domain of medical devices production. 

 

ABSTRACT: Il contributo mira a delineare le caratteristiche principali di tre importanti fattori per la tutela 

dei diritti umani nell’ambito della produzione, sperimentazione e immissione in commercio di dispositivi 

medici. Si tratta della persona responsabile del rispetto della normativa, dei comitati etici e del consenso 

informato. Sono tutti previsti dal Regolamento (UE) 2017/475 del Parlamento Europeo e del Consiglio del 

5 aprile 2017 sui dispositivi medici (MDR). Detto regolamento segna un passo importante verso 

l’unificazione del quadro normativo di riferimento a livello dell'UE in materia di produzione, 

commercializzazione e utilizzo di dispositivi medici e fornitura di garanzie dei diritti dei pazienti in questo 
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ambito. L'adozione di un ventaglio maturo e adeguato di garanzie per i diritti dei pazienti rappresenta una 

conquista importante suscettibile di incrementare il grado di protezione dei diritti umani nell’ordinamento 

sanitario con particolare riguardo al nuovo mercato dei dispositivi. 

 

 

SUMMARY: 1. Introduction; 2. Regulatory compliance officers as safeguards for the patients’ rights; 3. 

Informed consent within the context of clinical investigation under the MDR; 4. The role of ethics 

committees in clinical investigations conducted to demonstrate the conformity of devices; 5. Conclusion. 

 

 

1. Introduction 

This paper aims to outline the main features of three important factors for human rights’ protection in the 

sphere of manufacture, testing and placing on the market of medical devices. These are the regulatory 

compliance officers, the ethical committees and the informed consent1. All of them are provided by 

Regulation (EU) 2017/475 of the European Parliament and of the Council of 5 April 2017 on medical 

devices (MDR). 

All the three phenomena analyzed here have one common feature. They are provided in order to offer better 

protection of the patients in the different phases of production and placing on the market of medical devices. 

Hence, they all accomplish the function for human rights’ protection2. They all relate not only to the right 

to health, which is at the core of their safeguarding function, but also to other human rights. The most 

important of them are the human dignity, the right to life, the right to physical and mental integrity of the 

person, right to information, the prohibition of inhuman and degrading treatment, the prohibition of 

experiments with human beings without their explicit knowledge and consent etc. 

Thus, it is clear that the regulatory compliance officers, the ethical committees and the informed consent 

have important constitutional implications and constitutional dimension despite their legal entrenchment in 

medical law as being predominantly conceptualized as part of the EU and national administrative law. That 

is why, the constitutional dimension of the human rights’ safeguards provided by medical law definitely 

deserves increased awareness and scientific exploration and attention. 

                                                            
1 More regarding the informed consent although against different and rather older legal background see Bowman, D. Informed 
Consent: A Primer for Clinical Practice. Cambridge: Cambridge University Press, 2011 and Maclean, A. Autonomy, Informed 
Consent and Medical Law: A Relational Challenge. Cambridge: Cambridge University Press, 2009. 
2 For the interrelation between ethical committees and informed consent see Yank V, Rennie D. Reporting of Informed Consent 
and Ethics Committee Approval in Clinical Trials. JAMA. 2002; 287(21):2835–2838. doi:10.1001/jama.287.21.2835. 
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Despite the commonality in their function – to safeguard the patients’ rights in the context of testing, 

production and putting into service medical devices - the regulatory compliance officers, the ethical 

committees and the informed consent have also important aspects of divergence. The regulatory compliance 

officers and the ethical committees are institutions whereas the informed consent is prerequisite for due and 

legal testing of medical products and medical devices. The regulatory compliance officers are part of the 

organization of the producers of medical devices. Their task is to provide internal guarantees for legal 

production of medical devices. On the contrary, the ethical committees are independent institutions for 

external control of the scientific, medical and ethical aspects of clinical investigations, which are the main 

source of clinical data for the quality and safety of medical devices. They are fully independent from the 

producers of medical devices3 and the other economic operators involved in the process of manufacture, 

distribution and realization of medical devices. 

The ethical committees aim at providing the best ethical standards in the context of testing medical devices. 

The same is to an extent applicable also to the regulatory compliance officers since the ethical standards 

may be conceived as part of the regulatory framework in a broader sense. However, the main task of the 

regulatory compliance officers is to control whether the production and/or distribution of medical devices 

by the company in which they work adheres to all legal standards – national, international and EU – in that 

domain. 

In that regard, the informed consent differs from both the ethical committees and the regulatory compliance 

officers. It is key safeguard for the rights of the patients undergoing medical procedures and medical 

treatment in the context of testing and production of medical devices. The informed consent is safeguard 

of human rights and is itself a human right. It is special manifestation of the right to information. More 

precisely, the informed consent is offspring of the passive right to information – the right to be informed 

regarding the essence of the clinical investigation, the characteristics of the medical device and its possible 

impact on the general health status of the patient and his concrete healthcare problem. 

Despite their different nature and characteristics all the three phenomena analyzed here have the common 

feature that they are safeguards for the rights of the patient. Thus, they are not only specific elements of the 

administrative law protection of the patient but possess also a constitutional dimension. This constitutional 

dimension is frequently overshadowed by the administrative law dimension of the problem. Hence, there 

is a gap in the scientific research on the human rights protection of the patients in the context of production 

and testing of medical devices. 

                                                            
3 For a specific case demonstrating the role of ethical committees for human rights protection see Antes, G., I. Chalmers, Under-
reporting of clinical trials is unethical. In: The Lancet, Volume 361, Issue 9362, March 22, 2003, pp. 978-979. 
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This paper is modest contribution to the problem. Its aim is to outline the main legal parameters of the 

regulatory compliance officers, the ethical committees and the informed consent in their capacity as 

safeguards for the patients’ rights. It is just mapping out the legal framework of the problem as provided 

by the MDR and the Bulgarian legislation. Thus, it should be considered as a preparatory phase for a 

subsequent larger research which will emphasize the constitutional dimension of the problem. The 

constitutional dimension and the conceptual analysis are just broadly marked and traced due to space 

constraints and because of the fact that they will be in the focus of a larger study of the author to be 

accomplished in the near future. 

2. Regulatory compliance officers as safeguards for the patients’ rights 

The MDR introduces for the first time a statutory requirement for manufacturers to appoint within their 

organization a person who shall be responsible for regulatory compliance. In fact, the compulsory 

appointment of such regulatory compliance officers seems to be a tendency in EU law in general. An 

example is the requirement imposed by the GDPR for appointment in certain cases of data protection 

compliance officers. It seems that the EU legislator believes in the efficiency of such approach consisting 

in the concentration of control and responsibility in regulatory compliance officers. 

Hence, the EU law wants to establish an institutionalized safeguard for protection of the patients’ rights 

entrenched (at least in a broader sense) in the organizational structure of the manufacturer. The regulatory 

compliance officer is supposed to accomplish preventive internal control for the compliance of the medical 

device with the regulatory framework established by the EU and the national law. In addition, the regulatory 

compliance officer is a “point of ascription of responsibility” for the adherence of the manufacturer to the 

legal standards. The regulatory compliance officer is supposed to enhance the awareness of the 

manufacturer regarding the complex and frequently shifting legal framework and thus to establish at least 

minimum security for the patients that the legal requirements are taken into account. Consequently, the 

regulatory compliance officers perform human rights safeguarding, awareness and expertise raising 

functions stemming out of their competence to accomplish predominantly preventive internal control for 

compliance with the legal framework. 

The subsequent analysis aspires to outline the main novelties of the legal framework provided by the MDR. 

It pinpoints the key elements of the new institutional design without entering into much detail due to space 

constraints. 

The new regulatory frame provided by the MDR gives a broad definition of “manufacturer” in article 2, 

point 30. According to it a manufacturer is a natural or legal person, who manufacturers or fully renovates 

a device or has a device designed, manufactured or fully rebuilded and markets that device under its name 

or trademark. Therefore, the definition encompasses two elements: 1) the production of a device or the 
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having the device produced by a third party (on the basis of an assignment) and 2) marketing the device 

under the distinctive name or trademark of the manufacturer (the assignor). The two elements should be 

present together in order for the person (legal or natural) to be regarded as a manufacturer under the MDR. 

Hence, if an entity or a physical person performs only the activities needed for the development of a device, 

without marketing the device and/or marketing it but not under their name or trademark, then they should 

not fall into the category “manufacturer” as defined in the MDR. 

Article 15 of the MDR imposes an obligation for manufacturers to have available within their organization 

at least one person responsible for regulatory compliance (PRRC). Furthermore, it lays down qualification 

requirements, which that person should fulfil in order to assume these responsibilities. The systematic 

interpretation of article 15 paragraphs 1 and 2 and Commission Recommendation of 6 May 2003, 

concerning the definition of micro, small and medium-sized enterprises, leads to the following conclusion. 

The obligation for hiring or appointing within the organization a person responsible for regulatory 

compliance lays with enterprises, which have employed at least 50 persons and whose annual turnover 

and/or annual balance sheet total does exceed EUR 10 million (article 2 of Annex of Commission 

Recommendation 2003/361/EC). Micro and small enterprises should “have such person permanently and 

continuously at their disposal”.  

Apparently, the MDR makes a difference between “have available” - in the cases of enterprises other than 

micro and small, and “have …at their disposal”. In the first case, the person should be within the 

organizational structure of the manufacturer, e.g. working for the latter by virtue of an employment or 

similar contract and being subordinated to it. In the case of micro and small enterprises the MDR does not 

require that the person should be employee of the manufacturer and be part of its organizational structure. 

This can be a person, providing expert knowledge for compliance with the regulatory requirements on 

medical devices, assisting various manufacturers on the basis of civil contract(s), whereby this person will 

be self-employed and will not be subordinated to a specific manufacturer and its internal rules and 

regulations. According to Medical Device Coordination Group (MDCG) 2019-7 Guidance of article 154, 

in those cases the person responsible for regulatory compliance can be part of an external organization with 

which the manufacturer has entered into a contract providing the permanent and continuous availability of 

that person. The contract should also entail the relevant person`s qualifications which prove compliance 

with paragraph 1 of article 15. MDCG accepts that in the case of micro and small enterprises the latter are 

allowed to subcontract the responsibilities of the person responsible for regulatory compliance to a third 

party. 

                                                            
4 MDCG 2019-7 Guidance on Article 15 of the Medical Device Regulation (MDR) and in vitro Diagnostic Regulation (IVDR) 
regarding a “person responsible for regulatory compliance” (PRRC), p.2: https://ec.europa.eu/docsroom/documents/36166. 
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The MDCG guidance on article 15 of the MDR states that the obligation of having within the organization 

at least one PRRC refers to the individual legal manufacturer. For example, if the organization entails more 

than one manufacturer under a parent company each of the manufacturers should appoint a PRRC5. 

While article 15 of the MDR does not explicitly elaborate on the cases when a manufacturer is a natural 

person, there are no grounds to waive the requirement for having a person responsible for regulatory 

compliance in those cases too. Article 15, paragraph 2 should be applied accordingly in the cases when 

manufacturer is a natural person. Hence, the latter shall ensure a permanent and continuous availability of 

a PRRC having the necessary qualifications to observe the compliance with the regulatory requirements 

laid down in the MDR. This, again, can be achieved by entering into a contract, elaborating, inter alia, on 

the requisite expertise of the PRRC. 

The MDCG further discusses whether the PRRC can be located outside the EU or not. According to the 

MDCG a close link between the manufacturing activities and the PRRC should be established6. Hence, it 

stands on the position that enterprises located in the EU should have a PRRC also located in the EU no 

matter whether they are micro and small enterprises or not. The same applies to authorized representatives 

– natural or legal persons, established within the EU, who have accepted and have been granted with a 

written mandate to act on behalf of manufacturers incorporated outside the EU in relation to the execution 

of certain tasks, ensuing from manufacturer`s obligations under the MDR (article 2 point 32). According to 

article 15, paragraph 6 the authorized representative should also have permanently and continuously at their 

disposal a PRRC. Naturally, the MDR does not specify whether the PRRC should be part of an external 

organization or self-employed as long as the PRRC possesses the qualification needed to satisfy the required 

expertise. The authorized representative should be able to prove that the regulatory compliance 

responsibilities have been validly subcontracted to a PRRC. The authorized representatives cannot be 

established outside the EU. Hence, the latter should have permanently and continuously at their disposal a 

PRRC located within the territory of the Union. If the enterprise is located outside of the Union the close 

link requirement points to the conclusion that their PRRC should also be outside of the Union.7 

The collective interpretation of Recital 35 of the MDR and the MDCG Guidance on Article 15 draws to the 

following conclusions. First, it is mandatory for a manufacturer, established outside the EU, to have 

authorized a representative located in the EU for the purposes of fulfillment of MDR`s obligations (in case 

such manufacturer’s medical devices are made available to or placed to the EU market or put into service 

within the meaning of article 2, points 27, 28 and 29). Second, both the manufacturer located outside the 

EU and its authorized representative should have available or at their disposal a PRRC. Thus, even though 

                                                            
5 Ibid 
6 Ibid 
7 Ibid 
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the local legislation of the manufacturer, established outside the EU, does not require for the appointment 

or availability of a regulatory compliance officer, the manufacturer should have such in order to meet the 

requirements of the EU specific regulation and to market its devices within the EU. 

The MDR envisages qualification criteria which should be satisfied by the PRRC in order for the expertise 

prerequisite to be considered fulfilled. Article 15, paragraph 1 provides that the PRRC should demonstrate 

its qualification by either formal education in relevant scientific sphere and professional experience or by 

professional experience only. In the first case, the MDR requires that the PRRC must possess a diploma, 

certificate or other evidence of formal qualification, given on completion of a university degree or of a 

course of study recognized as equivalent by the relevant Member State in law, medicine, pharmacy, 

engineering or other applicable scientific field, along with at least one year of professional experience in 

the field of regulatory affairs or management quality systems related to medical devices. In the case of 

custom-made devices the manufacturers need, in addition to the formal education, at least two years of 

professional experience within a relevant field of manufacturing without prejudice to the national law 

concerning professional qualifications. If the candidate for a PRRC has no formal qualification certificate 

in relevant scientific disciplines the MDR stipulates that four years of professional experience in the field 

of regulatory affairs or medical devices management quality systems shall suffice for the PRRC to be 

regarded as meeting the expertise requirement. 

According to the MDCG any qualification acquired outside the EU, including certificates and diplomas of 

non-EU universities should be recognized by the relevant EU Member State as equivalent to the EU 

corresponding qualifications8. However, it is questionable whether the same should apply to professional 

experience in regulatory affairs or medical devices management quality systems gained outside the EU. 

Although the MDR is silent on the matter only EU professional qualification in the mentioned fields should 

count as relevant experience. This is due to the fact that MDR introduces the figure of the PRRC mainly to 

make sure that every manufacturer, regardless of its registered seat, will have a person proficient in the new 

EU requirements that the regulation sets down, so that supervision and control of the manufacturing process, 

the post-market surveillance and vigilance activities concerning them are performed within the organization 

(Recital 34 of the MDR). 

The statutory requirements for qualification shall be part of the PRRC`s job description when it comes to 

manufacturers which have appointed a PRRC on the basis of an employment contract. The PRRC should 

prove with relevant documentation that these qualification requirements are fulfilled prior to taking up the 

position. Accordingly, in case of micro, small enterprises or an authorized representative, concluding a 

contract with a PRRC, the contract should specify the tasks and the qualifications acquired by the PRRC 

                                                            
8 Ibid 
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so that compliance with article 15 can be justified. Even though the PRRC is not part of the organizational 

structure of the manufacturer he should still have a close look on the manufacturing activities in order to 

secure compliance with the MDR requirements. 

It is also recommendable that the contract envisages some tools for accountability on part of the PRRC so 

that the manufacturer can wield some control on the quantity and quality of the tasks performed by the 

PRRC under the contract. This is necessary, since the manufacturer shall be held liable in cases of failure 

of PRRC to meet the MDR requirements, respectively to perform its duties, even though this failure is 

entirely due to the fault of the PRRC. Thus, for instance, if the PRRC has presented false documents or has 

committed some other fraudulent acts in order to obtain the position within the organization of the 

manufacturer or in order to conclude the contract, the manufacturer shall not be deemed as discharged from 

liability in case of breach of MDR`s provisions with respect to medical device compliance and eventual 

damages caused to consumer(s). 

The minimum range of responsibilities of the PRRC are set forth in article 15, paragraph 3. Their analysis 

shows that PRRC’s responsibilities encompass tasks performed prior to making available or placing the 

device to the market as well as post-market obligations, and tasks related to reporting and documents’ 

review. Both the pre-and post-market competences and responsibilities of the PRRC serve safeguarding 

function for the patients’ rights. In fact, the function of the PRRC to protect human rights is based on the 

constitutional principle of rule of law. More precisely, it is preconditioned upon the principles of legal 

certainty, legal predictability, safeguarding of legitimate expectations and legality which are key elements 

of rule of law. In that regard, the PRRC is institutional projection of the constitutional principle of rule of 

law at manufacturer’s level in the sphere of medical law. 

MDR divides the responsibilities of the PRRC into several groups, depending on the nature of the 

obligation: 

 ensuring conformity of the device in accordance with the management quality system applied by 

the manufacturer prior to the device being placed or made available on the market; 

 ensuring conformity of the technical documentation and the EU declaration of conformity; 

 ensuring conformity with post-market surveillance obligations and reporting obligations under 

articles 87 - 91; 

 ensuring conformity with the obligation for statement under Annex XV in case of investigational 

devices. 

This is the minimal set of competences that should be performed by the PRRC according to the MDR. The 

manufacturer can assign additional duties on the PRRC upon necessity and consent on part of the PRRC. 
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In case of large manufacturers the functions of a PRRC can be carried out by several persons jointly. The 

MDR stipulates that the respective areas of responsibility of each of the persons responsible for regulatory 

compliance should be expressly laid down in writing. The regulation does not restrict manufacturers on the 

principle applied for allocation of the responsibilities. Hence, they can be allocated in accordance with the 

different conformity obligations of the PRRC, by medical devices, etc. The manufacturers shall designate 

the persons responsible for regulatory compliance, justify their required expertise and clarify their 

respective obligations by written means that will enable verification of the performance of this obligation 

in case of an audit. According to article 31 of the MDR before placing a device on the market, other than a 

custom-made one, manufacturers, authorized representatives and importers should submit to the electronic 

system for registration of economic operators under article 30 the name, address and contact details of the 

PRRC. 

Article 15, paragraph 5 ensures that the PRRC shall receive equal treatment while performing their duties, 

irrespectively of the grounds for their engagement, i.e. whether employed at the manufacturer’s 

organization or not, and shall not encounter any hurdles or disadvantages in that regard. 

 Finally, it is questionable if the authorized representative or the manufacturer are obliged to ensure 

permanent and continuous availability of an external PRRC if they are natural persons and possess the 

requisite expertise required under Article 15 of the MDR, or they can appoint themselves as a PRRC. On 

the one hand, if manufacturers and authorized representatives who are physical persons - are to subcontract 

the responsibilities of a PRRC to a third party, while having the necessary competences to perform its duties 

themselves, this will enhance the administrative burden placed on authorized representatives and 

manufacturers-natural persons. On the other hand, the availability of a PRRC secure that the manufacture, 

placement on the market and utilization of medical devices for the purposes laid down in article 2 of the 

MDR, are compliant with the regulatory provisions as early as at a manufacturer’s level, thus making the 

obligation under article 15 essential for the protection of public health and patient safety. That is why, it 

should be considered that even if the authorized representative or the manufacturer, in case the latter are 

naturals persons, can demonstrate the requisite expertise to act as a PRRC, they still shall not be discharged 

from the obligation to subcontract these responsibilities to a third party. In addition, their relevant 

experience shall facilitate them to wield control over the performance of PRRC`s duties, implied by virtue 

of article 15 of the MDR. The MDCG also rejects the scenario in which the functions of a PRRC of a 

manufacturer and an authorized representative are concentrated in one person. The MDCG justifies this 

conclusion with the principle of scrutiny and the necessity for adequate control on the execution of the 

obligations, arising in the manufacturing process, the post-market surveillance obligations and vigilance 
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activities. For that reason, the MDCG also considers that a PPRC of a small or micro enterprise and a PPRC 

of the authorized representative of the same enterprise cannot be one and the same person.9 

3. Informed consent within the context of clinical investigation under the MDR 

Informed consent is deeply related to constitutionalism and constitutional law. It is specific manifestation 

of the passive right to information10 and is entrenched in a network of human rights aiming at safeguarding 

the physical and psychical integrity of the human being. These human rights have already been mentioned 

in the introductory part of this paper. It must be noted that they have universal constitutional standing being 

provided by all constitutions in Europe and maybe by most of the constitutions in the world. In addition, 

these constitutional rights, which serve as human rights background and framework of the right to informed 

consent, are also safeguarded by the international law and the EU law. 

In that regard, the informed consent is part of the humanist heritage of western constitutionalism. It is 

institutional manifestation and projection of humanism as key normative ideology of constitutionalism in 

the sphere of medical law11. Moreover, informed consent is part of a web of human rights protecting the 

existence, integrity and well-being of the person in its concrete role as patient or participant in clinical 

investigations. Hence, the principle of informed consent and the informed consent as a human right are 

investing important constitutional implications in medical law. In a sense, they are contributing to the 

constitutionalization of medical law. 

Informed consent is key principle in medical law. It has structural importance for the organization and 

justification of the process of testing and implementation of new medicines and medical devices. Hence, 

informed consent performs legitimation, legalization and human rights’ safeguarding functions which are 

mutually interrelated. 

Informed consent legitimizes the process of testing medical devices justifying their experimental nature 

with the explicit consent of the patient. In that regard, informed consent is deeply entrenched in the 

rationalist tradition of Western legal and constitutional modernity12. This is due to the fact that core 

assumption of this tradition is the rationality of the human being as independent, active and self-conscious 

agent of its destiny who is in possession of a free will13. It is the rationality and the free will of the patient 

that makes possible to ground the testing of medical devices on informed consent. The patient is capable of 

                                                            
9 Ibid 
10 For the information rights see Coppel, Ph., Information Rights: Law and Practice. Oxford: Hart, 2014. 
11 For humanism as key ideology of constitutionalism see Belov, M. Humanism and Rationalism as Fundamental Normative 
Ideologies of Constitutionalism. In: Novkirishka, M., M. Belov, D. Nachev (eds.) Human Rights 70 Years after the Adoption of 
the Universal Declaration of Human Rights. Sofia: St. Kliment Ohridski University Press, 2019. 
12 Ibid. 
13 For an interesting account on the free will see e.g. Ottesen Sovik, A. Free Will, Causality and the Self. De Gruyter, 2016 and 
Kane, R. The Oxford Handbook of Free Will. Oxford: Oxford University Press, 2011. 
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being master of his destiny and thus is able to justify the experimental application of new medical 

procedures, devices and products by expressing its informed consent based on his free will. 

In that regard, informed consent performs also legalizing function. It makes legal the testing of new medical 

devices if the legal requirements for due expression of informed consent are fulfilled. Thus, informed 

consent serves as key factor for the conditionality of medical device testing, as part of the process of 

production and placement on the market of medical devices with proven quality and safety characteristics. 

Exactly these legal requirements which serve as a safeguard for the patients’ rights will be briefly outlined 

below. 

The new regulatory framework, established with the MDR, aims to set forth high standards for safety and 

quality of medical devices by ensuring, inter alia, that data gathered as a result and in the course of a clinical 

investigation are reliable and robust and that the safety and rights of the human subjects, participating in 

clinical trials, are respected and protected (Recital 2). In comparison to the scarcity of article 15 of Directive 

93/42/EEC of 14 June 1993 concerning medical devices (MDD) the new MDR provides for extensive 

regulation of clinical investigations. 

Clinical investigations are one of the main sources for clinical data which is being gathered so that 

demonstration for compliance with the general safety and performance requirements laid down in the MDR 

is proved. This is especially true for class III devices and implantable devices (Recital 63). Article 2, point 

45 defines as a clinical investigation “any systematic investigation, involving one or more human subjects, 

undertaken to assess the safety or performance of a device”. Hence, no clinical investigation can be 

performed without the participation of a human being, whereby the prior informed consent of the latter is 

an essential prerequisite for the lawfulness of the clinical investigation and the protection of the rights of 

the subject. An enrollment of a subject into a clinical investigation cannot be effectuated without the prior 

valid informed consent given by the participant or his legally designated representative. 

Article 2, point 55 of the MDR defines the informed consent as “subject’s free and voluntary expression of 

his or her willingness to participate in a particular clinical investigation, after having being informed of all 

aspects of the clinical investigation that are relevant to the subject`s decision to participate, or in the case 

of minors and of incapacitated subjects, an authorization or agreement from their legally designated 

representative to include them in the clinical investigation”. Article 63 of the MDR in addition to the 

definition given in article 2 sets forth certain prerequisites of the informed consent which should be satisfied 

for the consent to be valid and for the subject’s rights to be highly respected and protected. The informed 

consent should be documented in a written form, dated and signed both by the participant or its legally 

designated representative and the person of the investigating team conducting the interview which precedes 

the signing of the informed consent. The interview is aimed at providing the subject with the information 

required under the MDR before subject’s enrollment in the clinical investigation. The subject or his 
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representative should be handled with a copy of the document evidencing the provision of informed consent 

or a record of it, where applicable. Article 63, paragraph 2 specifies not only the mandatory scope of the 

information provided to the subject prior to taking part in the clinical investigation but also information’s 

main characteristics, the manner, in which it should be presented and by whom this should be done. 

The information given to the subject or its legally appointed representative, in case the subject is not able 

to consent by themselves, can be divided into two major categories. These are: first, information pertaining 

to certain aspects of the clinical investigation and second, information concerning the rights of the subject, 

participating in the clinical investigation. The information, which relates to the clinical investigation should 

contain at least the following points: 1) the nature, objectives, benefits, risks, implications and 

inconveniences the clinical investigation is likely to cause, including anticipated physical discomfort; 2) 

the conditions under which the clinical investigation is to be conducted, including the expected duration of 

the subject`s participation; 3) the Union-wide unique single identification number of the clinical 

investigation, assumed under article 70, paragraph 1 of the MDR; 4) information about the availability of 

the clinical investigation results, namely that a clinical investigation report and a summary composed in an 

understandable for the intended user language shall be accessible in the electronic system on clinical 

investigations, irrespectively of the outcome of the clinical investigation (article 63, paragraph 6). 

The information, which refers to the rights of the participants in the clinical investigation should encompass: 

1) the right to refuse to participate in the clinical investigation; 2) the right to withdraw from the clinical 

investigation at any time without any reprisal and negative consequences and any need to provide grounds 

for the withdrawal; 3) the right to possible treatment alternatives including follow-up measures in case of 

suspension of subject`s participation; 4) the right to damage compensation in accordance with the applicable 

compensation system. According to article 62 paragraph 4, point g) the subject or its legally designated 

representative should be provided with the contact details of the entity which can supply the subject with 

additional information, if needed. 

The information indicated herein above should meet the characteristics outlined in article 63, paragraph 2, 

point b). Thus, it should be comprehensive, concise, clear, relevant and understandable to the subject or its 

legally designated representative. Special attention should be devoted to the requirement that the 

information should be understandable. In that regard, the information needs of specific patient populations 

and individual subjects (article 63, paragraph 4) should be taken into due consideration. The information 

should be in a written form and made available to the subject. Article 63, paragraph 2, point c) prescribes 

that the information should be provided in an interview with the subject. The interview must be conducted 

by a member of the investigating team who has acquired an adequate qualification under the relevant 

national law. Article 63, paragraph 5 of the MDR points out that in the course of the interview it should be 
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verified that the subject has understood the information that was presented to him in order to obtain a valid 

informed consent. 

Very essential feature of the information to be supplied to the patient is that it must be understandable. This 

means that it must be presented in a manner that allows the patient to comprehend it without supplementary 

and disproportionate efforts. Hence, it must be assured that the patient is completely aware and conscious 

of all the relevant aspects of the clinical investigation which he is about to take part in. This means that the 

patient’s (mental) abilities to understand and retain the complex information presented to him, along with 

the patient’s specific information needs and level of education should be considered and constantly being 

assessed during the interview by the member of the investigating team in order for him to acknowledge that 

the patient has understood all relevant aspects of the clinical investigation. 

As the MDR provides, the information should be presented in an interview, this implies simultaneous 

presence of both parties and “live” connection between them. This connection does not necessarily requires 

physical presence of the parties at the same place. For example, the interview might be conducted through 

electronic means such as Viber, Skype, etc. However, the requirement of “live connection” is not satisfied 

in case of unilateral recorded statement of the investigating team member sent to the patient. 

Naturally, the member of the investigating team, performing the interview should not skip or distort any 

piece of information which might reflect on the decision of the subject to participate in the clinical 

investigation. Otherwise, the consent shall not be a free and voluntary expression of subject’s willingness 

to participate in the clinical investigation. No influence such as physical violence, financial stimulus or 

incentive of other material or non-material character should be wielded over the patient in order to secure 

his informed consent and participation in the clinical investigation (article 62, paragraph 4, point k). 

Article 63, paragraph 1 of the MDR requires that adequate time should be provided for the patient or its 

legally designated representative to consider his decision to participate in the clinical investigation. Since 

the information presented to the patient during the interview reflects in greatest extent on the decision of 

the patient to participate in the clinical investigation, adequate time in accordance to the specific abilities 

of the patient concerned should be provided to him in order to comprehend the information given prior to 

consenting to participation in the clinical investigation. In practice, the information is being presented at 

once with little or no time for the subject to consider it and take an informed decision. That is why, providing 

adequate time for consideration ensures an informed consent which is given freely, consciously and 

voluntarily. 

Article 63, paragraph 1 of the MDR requires that the consent must be signed by the patient. That is why it 

further foresees that in case the patient is unable to write the consent might be given and recorded through 

appropriate alternative means in the presence of at least one unbiased witness, who shall sign and date the 

informed consent document. 
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It should be noted that the corrective interpretation of the provision leads to the conclusion that the witness 

shall sign and date a document proving that the patient has given freely and voluntarily an informed consent 

for participation in the clinical investigation. Witness’s signature shall be part of the consent process but 

cannot by placed under the informed consent document. This is due to the fact that the informed consent is 

an “intuitu personae” act which reflects the free will of the subject consenting and can be replaced only in 

the cases of a legal representative consenting on behalf of a minor or incapacitated person. 

Obviously, the provision makes a clear difference between a legally designated representative and a witness 

in the cases when the patient cannot write. There might be diverse reasons due to which the patient might 

be unable to write, respectively sign the consent document, such as ailment or illiteracy. In case the patient 

is illiterate or suffers from a disease that prevents him to place a proper signature then consideration should 

be given to the opportunity for him to leave a thumb-mark on the consent document. This is due to the fact 

that despite the illiteracy or disease he might be able to understand this information and his participation in 

clinical investigation. In such case the witness shall confirm in writing the patient’s inability to sign (in 

case of an obvious reason for that) and the fact of “signing” with a thumb-mark. If the patient is illiterate 

then special attention should be paid to the manner in which the information required under article 63, 

paragraph 2 will be presented to the participant so that it can be easily comprehended. 

It should also be clarified what does “impartial witness” means according to article 63, paragraph 1. Can 

an employee or other representative of the sponsor, the investigator (respectively, the investigating team) 

or affiliates of theirs be considered as “impartial”? Are the members of the subject’s family unprejudiced 

and neutral too? In my opinion, both examples presuppose some degree of partiality and “private” interest 

and thus the witness shall not fall into any of the mentioned categories. Article 63, paragraph 1 of the MDR 

indicates that the informed consent should be documented but as we have seen there are mandatory prior 

steps which should be undertaken before the granting of the informed consent. Thus, the whole consent 

process which precedes the granting of the informed consent should be duly documented so that it can be 

traced and evaluated as the informed consent is not only a formal part of the clinical investigation procedure, 

but together with the right of information, is one of the fundamental rights of the patients participating in 

it.14 In that regard, the informed consent itself can be given through electronic means, using for example a 

qualified electronic signature, which guarantees the identity of the subject and the inalterability of the 

electronic document. However, the interview itself should be conducted in person. This follows from the 

obligation of the member of the investigating team to assure himself that the subject fully understands and 

                                                            
14 See Clinical Trials Regulation: Informed Consent and Information to Patients by the European Patients Forum, published on 
26/05/2016, https://www.eu-patient.eu/globalassets/policy/clinicaltrials/epf_informed_consent_position_statement_may16.pdf  
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realizes the information, which is presented to him prior to providing his consent for participation. This, of 

course, includes realizing the potential benefits and risks the subject might be exposing himself to.15 

In that regard, the concept of the “dynamic consent” should also be analyzed. According to the European 

Patients Forum`s (EPF) position statement named “Clinical Trials Regulation: Informed Consent and 

Information to Patients”, it represents “a range of approaches and IT tools put together in on conceptional 

framework to enhance consent and put the patient at the center of decision-making”. Online tools can be 

used for recruitment and remote monitoring as well as for real-time collection of safety 

information.16However, as explicitly pointed out by the EPF, this can be a “double-edged sword”. First of 

all, gathering valid and true information might prove difficult. Second, using only online based tools for 

performing the clinical investigation (from recruitment to informed consent and etc.) might exclude certain 

parts of the population from participation. Third, data privacy and data reliability might be difficult to 

control. 

Hence, as stated above, it seems that we are far away from conducting the whole process of clinical 

investigations using only or predominantly IT tools. The latter might be useful for some aspects of the 

investigation process, such as recruitment, but cannot at this stage replace the personal interview, which is 

a guarantee that the subject has understood all relevant aspects of the clinical investigation he is about to 

enroll. 

With regard to data privacy, it should be cleared out that the informed consent is not a consent for processing 

of personal data, including data concerning health under Regulation (EU) 2016/679 (General Data 

Protection Regulation). Unless the sponsor has some other legal ground for data processing – such as article 

9, paragraph 2, point h), i), j), it should seek and receive a valid consent which meets all requirements of 

article 4, point 11 and article 9, paragraph 2, point a) of the General Data Protection Regulation. If the 

consent of the data subject is to be sought as a legal ground for processing of personal data, it should be 

carefully assessed whether the consent given fulfills all regulatory requirements for validity. Due attention 

should be paid to the circumstances, in which the consent is given, so that any subordinate relation, as well 

as any influence, must be excluded. 

The MDR introduces special provisions for clinical investigations on vulnerable groups, such as people 

with incapacity, minors, pregnant and breastfeeding women as well as clinical investigations in emergency 

situations. The first requirement the MDR makes for clinical investigations on incapacitated persons is that 

the informed consent of their legally designated representative be obtained. As the European Patients’ 

                                                            
15 Ibid 
16 Ibid 



IUS et SALUS – RIVISTA DI DIRITTO SANITARIO E FARMACEUTICO 
   
 

 
16 

Forum17 correctly points out this presupposes that the incapacitated person has a legal representative 

appointed. 

In Bulgaria the legislation foresees two types of incapacity – full and partial, both of which are subject to 

special judicial proceedings. The need for public interest protection is so vital in these cases that the law 

provides for a mandatory state prosecutor’s participation. The criteria for placing a person under a full 

incapacity are imbecility or mental disease and related thereto total inability of the person to figure out the 

meaning and purpose of his actions and to take care of himself. In cases of partial incapacity the ability for 

looking after his interests and for comprehending the characteristic and value of one`s own actions is just 

limited. 

Depending on the type of the incapacity, the person with the incapacity shall have a guardian or trustee 

appointed by the municipality administration, based on the judicial decision, often among the closest 

relatives of the incapacitated person. Hence, if the incapacitated person is not formally placed under full or 

partial incapacity, respectively has no legally designated representative, he cannot be a participant in a 

clinical investigation since he will not be able to consent validly. 

In the cases of apparent incapacity of the person and lack of legally designated representative no informed 

consent can be validly obtained since the subject shall not be capable of understanding the nature of the 

clinical investigation, the benefits and potential inconveniences or health risks it might cause. The same 

applies to borderline cases, whereby during the interview the member of the investigating team encounters 

justified doubts as to the capacity of the subject and his mental ability to understand the information 

presented. The consent process should be suspended until/if the subject has a legally designated 

representative. 

It should be noted that there might be cases where no grounds for judicial incapacity are present, but the 

subject is still temporarily unable to give an informed consent, respectively to obtain the prior information, 

for example in emergency life-threatening situations. These cases are being addressed in article 68 of the 

MDR. Here the urgency of the situation is one of the prerequisites for enrolling a subject in a clinical 

investigation without obtaining an informed consent and provision of the prior information. This is allowed 

only if the decision for enrollment of the subject is taken at the time of the first intervention on the subject. 

Following the intervention due consent and information on the clinical investigation should be given for 

the continuation of subject’s participation in the clinical investigation (article 68, paragraph 2). 

Article 64, paragraph 1, letter b) of the MDR provides that the incapacitated subjects and not their legally 

designated representatives should have received the pre-consent information in an adequate way, taking 

into regard their capacity to understand it. As mentioned before, this should be a common requirement 

                                                            
17 Ibid. 
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when obtaining informed consent whether or not the subject is incapable. This is due to the fact that 

understanding all relevant aspects of the clinical investigation on part of the participant is vital to obtaining 

a valid consent and to safeguarding the rights of the patients. 

It is interesting to stress out that when it comes to participation of incapacitated persons in clinical 

investigation the latter should directly relates to a medical condition, from which the subjects suffer (article 

64, paragraph 1, point f). Hence, the following question should be raised – are subjects with incapacity 

allowed to participate only in clinical investigations which purpose is directly linked to the medical 

condition that causes the incapacity? The grammatical interpretation of article 64 indicates to a negative 

answer. Patients with incapacity should not be restricted to participation only in clinical investigations that 

aims are directly related to the incapacity’s medical cause18. Thus, for instance, if a patient suffers from 

dementia and kidney disease he should not be prevented to enroll in a clinical investigation devoted to 

treating the kidney disease, provided that his legally designated representative has given a valid informed 

consent. 

Article 65 of the MDR imposes extra conditions for clinical investigations on minors in addition to those 

provided in article 62, paragraph 4. It stipulates that the minor should take part in the informed consent 

procedure in a way that is adapted to his age and mental maturity. No such provision is devoted to 

incapacitated persons, but in the cases of partial incapacity, whereby the subject is capable of coping with 

everyday life activities, a consideration should be paid to the opportunity of such persons to be involved in 

the informed consent procedure in the way described. This would not exclude his legally designated 

representative from providing an informed consent on behalf of the subject but will make the latter more 

involved and committed to the clinical investigation. 

4. The role of ethics committees in clinical investigations conducted to demonstrate the conformity 

of devices 

Ethics committees serve important function as safeguards for human rights in the sphere of medicine. The 

potential of ethics committees to perform this role has been realized as early as the second half of the XX 

century when the Declaration of Helsinki has been adopted by the World Medical Association (WMA)19. 

The Declaration of Helsinki formulates the first set of ethical rules adopted by the international medical 

community and pertaining to research on humans in 1964.20 Section 23 of the Declaration of Helsinki 

(DoH) is dedicated to research ethics committees. It envisages that the research protocol should be subject 

                                                            
18 Ibid. 
19 The WMA is an international organization representing physicians. Ever since its founding in 1947, WMA pursued the 
establishment and promotion of the highest possible standards of ethical behavior and care by physicians. 
20 See Karlberg, J., M. Speers (eds.) Reviewing Clinical Trials: A guide for Ethics Committee, Hong Kong, 2010. 
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to consideration, comment, guidance and approval by a concerned research ethics committee prior to 

commencement of the study. 

The DoH provides for three main principles which should underlie the work of the research ethics 

committee. These principles are transparency (which implies accountability), independence and expertise 

(due qualification). The research ethics committee should function in a transparent manner. It should not 

be influenced by the sponsor, the investigator or any other body or person. It should be duly qualified. The 

committee must apply the laws and regulations valid in the country where the trial performs as well as 

applicable international norms, standards and provisions. The committee should also be entitled to review 

ongoing researches. 

Hence, the investigator should provide the committee with monitoring information including any 

concerning serious adverse events. The research protocol can be amended only after an approval in that 

regard is given by the research ethics committee. According to DoH after the end of the research the 

investigator should submit to the committee a final report clarifying the results and the conclusions made. 

It should be noted that the DoH is not a legally binding instrument. It is not an international treaty but a 

global policy statement. Thus, its influence is measured by the degree to which it is respected by national 

or regional legislation and regulations.21 For example, the Bulgarian Medical Devices Act (BMDA), which 

area of application will be significantly narrowed in May 2020 (when the MDR will fully apply), expressly 

recognizes the DoH as an instrument proclaiming the main principles that safeguard the rights, safety, 

health integrity and human dignity of research subjects. Article 34 of the BMDA foresees that the clinical 

investigation shall be conducted in compliance with the main ethical principles laid down in the DoH as 

regards investigations involving human subjects. Hence, in this case the national act of Parliament invests 

legally binding force in the DoH’s principles that should be observed for the purposes of safeguarding the 

lawfulness of the investigation. 

The MDR defines the ethics committee as “an independent body, established in a Member State in 

accordance with the law of that Member State and empowered to give opinions for the purposes of this 

Regulation, taking into account the views of laypersons, in particular patients or patients` organizations” 

(Art.2 p.56). Therefore, the MDR leaves the rules of procedure, the structure and authorities of the ethics 

committee to the discretion of the Member States but provides for their compulsory existence, function and 

role in clinical investigation of medical devices. 

According to Recital 65 of the MDR the Member State shall decide on the appropriate authority to assess 

the clinical investigation application and shall organize the involvement of ethics committees within the 

timelines for the authorization of the clinical investigation. Article 62 of the MDR sets forth the general 

                                                            
21 Ibid 



IUS et SALUS – RIVISTA DI DIRITTO SANITARIO E FARMACEUTICO 
   
 

 
19 

conditions that should be present for a clinical investigation to be performed. It provides that clinical 

investigation should be reviewed from a scientific and ethical standpoint (paragraph 3), whereby the ethical 

review should be performed by an ethics committee in accordance with national laws. The ethical review 

performed by ethics committee is aimed at (1) ensuring that the clinical investigation is designed and shall 

be conducted in a manner which guarantees that the rights, safety, integrity, well-being and dignity of the 

human subjects enrolled in the investigation are respected, protected and have supremacy over all other 

interests and (2) ensuring the scientific validity, reliability and robustness of the clinical data derived 

(Art.62 par.3 of the MDR). 

Hence, the role of the ethics committee is not narrowed to ethical review only. It encompasses also scientific 

and medical assessment accomplished in accordance with the MDR and other applicable legislation. 

Member States shall ensure that the procedures for review by ethical committees are compatible with the 

procedures laid down in the MDR for the assessment of the clinical investigation authorization application. 

Article 62, paragraph 3 of the MDR reiterates that at least one lay person – a parson that is not trained and 

qualified in a relevant field of healthcare or medical discipline (article 2, point 38) - should participate in 

the ethical review. This requirement is fulfilled in practice by including at least one such member in the 

ethics committee. 

Recital 65 of the MDR declares that ethics committees provide an “opinion” which implies advisory 

character of the ethics committee’s statement. However, the analysis of MDR’s provisions and the national 

legislation leads to the conclusion that an ethical committee’s positive evaluation is a mandatory 

prerequisite for the authorization of a clinical investigation. Thus, a negative opinion of the ethics 

committee shall impede the clinical investigation authorization or the authorization of the substantial 

modification of the clinical investigation (article 75, paragraph 3, point b). Therefore, the ethics 

committee’s opinion has no advisory character, since the authority competent to authorize the clinical 

investigation cannot authorize an investigation in case of a negative opinion of the ethics committee or lack 

of such, nor can skip this mandatory step of the clinical investigation’s authorization. 

The MDR leaves the organization, structure and rules of procedure of ethics committees to the discretion 

of the Member States. That is why, their role in the clinical investigation cannot be clarified unless the 

provisions of the relevant national legislation are discussed. 

The legal status and legal framework of ethics committees in Bulgaria is provided by several acts. These 

are the Medicinal Products in Human Medicine Act (MPHMA), the Rules of Procedure of the Ethics 

Committee for Clinical Trials under the Medicinal Products in Human Medicine Act and the Standard 

Procedures for Operation adopted by the Ethics Committee for Clinical Trials. It should be noted that the 

Bulgarian Medical Devices Act does not contain provisions pertaining to any aspects of the work and the 

status of the Ethics Committee. Instead, it refers to the provisions set forth in the MPHMA. Thus, the latter 
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is the main legislative act in Bulgaria that arranges the status of the Ethics Committee which takes part in 

clinical investigations of drugs and of medical devices. 

It is worth mentioning that the national system for ethical review of clinical trials has been altered with the 

adoption of an Amendments and Supplementations Act to the MPHMA. This act of Parliament in force as 

of 12.10.2018 and has been published in State Gazette No 84/2018. The Amendments and 

Supplementations Act was issued for the purposes of ensuring compliance of national law with the 

requirements of Regulation (EU) No 536/2014 on Clinical Trials on Medicinal Products for Human Use. 

As stated above, since the framework of Ethics Committee is uniform at national level and is laid down in 

the MPHMA, the changes adopted had a direct effect in the field of medical devices regulation. The ethical 

review before the amendments was organized on three levels. The first level comprised the Local Ethical 

Committees (LEC) at medical institutions including hospitals. The second level included the Ethics 

Committee for Multi-Centre Clinical Trials (KEMI). The third level was the Central Ethics Committee, 

which provided opinions on deontological and ethical issues in the field of clinical trials in case of being 

referred to by LEC or KEMI. 

In contrast to the previous three-level structure of the ethics committees the restructured national system 

for ethical review now includes only the Ethics Committee for Clinical Trials attached to the Minister of 

Health as well as contact person(s) at medical institutions, which perform clinical investigations. The 

contact person(s) monitors the clinical investigation conducted within the medical institution. In case of 

deviations from the approved protocol and/or adverse events which are not reported the contact person is 

obliged to notify the Executive Agency on Medicines and the Ethics Committee for Clinical Trials. 

It should be noted that the Bulgarian Medical Devices Act has not still reflected any of the changes 

introduced with the MDR in the field of medical devices regulation, including clinical investigations of 

medical devices. In addition, the Amendments and Supplementations Act, in force as of 12.10.2018, 

foresees that the clinical investigations shall be authorized and conducted under the current legal regime 

providing three-level system of ethical review, for a term of six months, following the publication of the 

notification under article 82, paragraph 3 of the Regulation (EU) No 536/2014. This clause of the 

Amendments and Supplementations Act concerns not only clinical investigations which have already been 

authorized and launched, but also those, which are planned and should be authorized in the near future. 

Hence, by virtue of the national act of Parliament the local ethical committees at medical institutions are 

supposed to function in parallel with the Ethics Committee. This situation has huge potential for production 

of controversies and legal issues. 

Moreover, the Ethics Committee had been appointed before the adoption of the Rules of Procedure of the 

Ethics Committee for Clinical Trials which determine the qualification requirements for the members of 



IUS et SALUS – RIVISTA DI DIRITTO SANITARIO E FARMACEUTICO 
   
 

 
21 

the Ethics Committee. The Rules of Procedure had been enacted in April 2019 while the Ethics Committee 

functions as of the end of January 2019. 

According to the Bulgarian law, the Ethics committee makes an assessment of the completeness and 

conformity of the application and the submitted documentation, as well as of the scientific, medical and 

ethical aspects of the clinical investigation. Hence, the Ethics committee is the first institutional body which 

checks the conformity of the application and the clinical investigation with the applicable legislation and 

the commonly accepted ethical norms. 

The MPHMA and the Rules of Procedure of Ethics Committee for Clinical Trials under the MPHMA 

stipulates that the Ethics Committee is set up with the Bulgarian Minister of Health who appoints its regular 

members and reserve members. The Ethics Committee consists of 7 to 12 regular members. At least two of 

them must be lay persons who are not in possession of medical education, are of different sex and are 

patients or representatives of organizations for protection of patients’ rights. 

The Ethics Committee is authorized to hire external experts to assist and facilitate its work. In order to 

safeguard the independence of the Ethics Committee’s members article 103 of the MPHMA provides that 

only members who have no conflict of interests, do not participate in the particular clinical investigation 

and are independent from the sponsor, the medical institution, where the investigation is to be conducted, 

and the investigator are entitled to vote and to take part in the ethical assessment and the discussions. The 

same applies to external experts who have been engaged for a particular clinical investigation. The members 

of the Ethics Committee and the external experts shall not have a private interest or a benefit which might 

reflect on their impartiality. Hence, every appointed member of the Ethics Committee submits to the 

Minister of Health a declaration for lack of conflict of interests. According to the Rules of Procedure of the 

Ethics Committee for Clinical Trials, issued by the Minister of Health, a conflict of interest shall arise if a 

member of the Ethics Committee or an internal expert has any private interest which might affect the 

impartial and objective fulfilment of that member or of the experts authorities or obligations stemming from 

his participation in the Committee. Private interest is any interest which results in benefit of material or 

non-material character for a member of the Ethics Committee or for external expert, or for affiliates of 

theirs, including any duties assumed. The benefit is any gaining in money or property including acquisition 

of shares as well as granting assignment or waving of rights, obtainment of goods or services free of charge 

or at prices lower than the market ones, receiving privileges or honors, assistance, vote, support or influence, 

priority, employment or a promise for employment, position, gift, award or promise for avoidance of loss 

of profit, responsibility, sanction or other unfavorable event. 

The members of the Ethics Committee and the external experts shall declare at the beginning of each session 

of the committee those of their interest which they consider as affecting their impartiality with respect to 

certain issues of the agenda and this should be duly reflected in the minutes of the meeting. The members 
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of the Ethics Committee and the external experts are bound by confidentiality obligation and are prohibited 

from disseminating any information or data which came to their knowledge in relation to their work for the 

committee. 

The mandate of the Ethics Committee’s members is four years, whereby every two years half of its members 

are being replaced. No member is entitled to hold a position within the Ethics Committee for more than 

two consecutive mandates. The members of the Ethics Committee shall consist of medical specialists from 

different medical specialties who have a recognized clinical specialty and at least five years of service in 

the field of medicine. The Ethics Committee shall also include a person who holds a master degree in 

pharmaceutics and has at least five years of professional experience in the field of development or analysis 

of medicinal products or medical devices, as well as a legal practitioner. 

The Ethics Committee shall sit in sessions at least four times per month. The opinions of the Committee 

are being adopted through open voting procedure and with qualified majority of 2/3 of the votes of the 

present Ethics Committee’s members who are entitled to vote. Right to vote belongs to only those of the 

Ethics Committee’s members who have been present and have participated in the discussions and the 

review of the clinical trial documentation. The external experts shall attend only the discussions related to 

the relevant issue of the agenda for which they have been invited. In case of an assignment in that regard 

the external experts shall prepare and present before the Ethics Committee an expert report and a statement. 

The Rules of Procedure of Ethics Committee for Clinical Trials foresees that the latter shall adopt written 

Standard Operational Procedures in accordance with the Good Clinical Practice Rules. The Ethics 

Committee for Clinical Trials applies the standard operational procedures issued by the suspended Ethics 

Committee for Multi-Central Clinical Trials (KEMI). Article 3 of the Standard Operational Procedures 

provides that the Ethics Committee (the suspended KEMI) performs the following functions: (1) 

examination and provision of an opinion regarding the carrying out of clinical investigations on medical 

devices and medicinal products, involving human subjects, for the territory of the Republic of Bulgaria; (2) 

examination and provision of an opinion regarding planned substantial modifications of clinical 

investigations on medical devices and medicinal products; (3) examination and provision of an opinion for 

the carrying out of non-interventional studies; (4) examination and provision of an opinion regarding 

planned substantial modification of clinical investigations on medical devices and medicinal products for 

the territory of the Republic of Bulgaria. The activities of the KEMI are aimed at insuring protection of the 

rights, safety and well-being of all participants in clinical investigations. 

The Ethics committee designates a member of it or an external expert, together with a legal expert to review 

the documentation submitted. The appointed member of the Ethics committee or the external expert prepare 

a statement on the scientific, medical and ethical assessment of the clinical investigation which concludes 

with a positive or negative ratio between the anticipated benefits and risks of the clinical investigation. The 
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statement of the appointed member or the external expert is further a subject to discussion and serves as 

basis for the final opinion of the Ethics committee. 

The Standard Operational Procedures stipulate that the Ethics Committee passes a positive opinion or a 

negative motivated opinion or requires alterations in part of the documentation as a condition for final 

opinion. In case the Ethics Committee’s opinion is negative it shall be well grounded. In addition, the 

Standard Operational Procedures provide for the opportunity of the sponsor to appeal the negative opinion 

in front of the Central Ethics Committee in 90-day term. However, taking into consideration the suspension 

of the previous three-level national system of ethical committees and the lack of updated Standard 

Operational Procedures adopted in accordance with the new regulation, this provision should be considered 

as revoked. The same applies to the provision which foresees an appeal procedure in front of the Central 

Ethics Committee in cases of negative opinion given for substantial modification of the clinical 

investigation. 

The Standard Operational Procedures lays down that the Ethics Committee is entitled to require additional 

written documentation from the sponsor or the investigator. This authority can be exerted only once. The 

Ethics Committee may impose this condition after it has reviewed the submitted documentation for the 

clinical investigation and after due discussion has been hold. The terms within which the Ethics Committee 

shall deliver the opinion are regarded as suspended until the required additional documentation is submitted. 

According to the Standard Operational Procedures the Ethics Committee makes an assessment of the 

exhaustiveness and the conformity of the application and the documentation submitted as well as the 

scientific, medical and ethical aspects of the clinical investigation. The scientific, medical and ethical 

assessment shall be profound and shall include: 

 an assessment of the protocol; 

 an assessment of the investigator’s brochure and the available clinical and pre-clinical data; 

 an assessment of the information which should be presented to the subject and of the informed 

consent form; 

 an assessment of the terms and manners of remuneration and compensation of the participants in 

the clinical investigation including the amount and the distribution of the payment to the healthy volunteers; 

 an assessment of the envisaged compensation or reimbursement in cases of damages or death caused 

during or in connection to subjects’ participation in the clinical investigation; 

 an assessment of the investigating team and the conditions and equipment required for the proper 

carrying out of the clinical investigation; 

 an assessment of the insurance which covers the responsibility of the investigator and the sponsor; 
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 an assessment of the agreement between the sponsor and the medical institution where the clinical 

investigation is about to take place; 

 an assessment of the terms and conditions for repayment of remuneration or compensation of the 

investigators participating in the clinical investigation. 

 

The assessment of the protocol includes, inter alia, an assessment of the scientific value of the clinical 

investigation, anticipated therapeutic benefits for the participants in the trial as well as for present and future 

patients and the benefits for the healthcare, ways for guaranteeing the physical and psychological integrity 

of the human subjects, ways for guaranteeing the right to privacy and the personal data protection right. 

The assessment of the protocol also encompasses an assessment of the criteria for inclusion and exclusion 

of participants and the criteria for discontinuation of their participation. 

When the Ethics Committee conducts an assessment of the information which should be presented before 

granting an informed consent as well as of the informed consent form it estimates whether the language 

used is easy to understand, whether all important parts which the protocol contains are mentioned, 

especially the frequency and type of the invasive procedures. 

The Standard Operational Procedures expressly provide that the information which is to be presented to the 

subject should elaborate on the payment of the health volunteers/patients, including the quantity, manner 

of repayment and its regularity. At the same time, article 62 of Regulation (EU) No 2017/745, which 

contains the general requirements regarding clinical investigations, sets forth that no undue influence, 

including that of a financial nature, might be used to have the subject enrolled in a clinical investigation. 

Therefore, the discussed provision of the Bulgarian legislation envisaging a remuneration for the 

participants in the clinical investigation is in direct breach of the MDR’s rules. The Standard Operational 

Procedures excludes only financial stimuli, given for continuation of subject’s further participation in the 

clinical investigation. Due to EU Regulation’s direct applicability the provisions of the national legislation 

which are in direct violation of the MDR shall be deemed null and void. 

The Ethics Committee is entitled by virtue of the Standard Operational Procedures to require that extra 

information be presented to the subjects in addition to the one provided for in the Good Clinical Practice 

when this is necessary for the preservation of the rights and safety and/or the health of the patients. 

The assessment of the procedures for subject’s recruitment and participation of vulnerable groups focuses 

on whether there are solid grounds for the clinical investigation to be conducted among vulnerable groups 

of the population, incapable of providing an informed consent such as minors, persons who are temporarily 

incapable of consenting etc. When for the purposes of the non-therapeutic clinical investigation the 

informed consent of a legally designated representative of the subject is required or the protocol from the 
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clinical investigation provides an opportunity for the inclusion of a patient in cases when he is unable to 

give consent (or when the consent of his legally designated representative cannot be obtained) the Ethics 

Committee shall pass an opinion as to whether the submitted protocol and other documents are in 

compliance with the ethical norms (as stated in the Good Clinical Practice and the Declaration of Helsinki) 

and the applicable legislative regulations for that kind of clinical investigations. 

The assessment of the investigator and the investigating team includes an assessment whether the 

requirements of the national legislation for qualifications are met including clinical specialty in the relevant 

field, ability of the investigating team to perform specific diagnostic/curative procedures related to the 

clinical investigation, relevant experience, and the availability of specialists with expertise in different 

specialties. 

The Ethics Committee also assesses the necessary conditions and equipment for the fulfilment of the 

protocol such as availability of accredited local or central laboratories, other technical equipment which is 

necessary in accordance with the protocol specification, means for taking emergency reanimation measures. 

The insurance assessment made by the Ethics Committee shall take into regard the level to which the 

responsibility of the sponsor and investigator(s) are covered, assessment of the individual and group 

coverage, the terms and conditions for insurance renewal, the term of the coverage, the terms and conditions 

for lodging a claim on part of the participants. 

The Standard Operational Procedures stipulate that part of the overall assessment of the clinical 

investigation is the assessment of the agreement between the sponsor and the medical institution. The Ethics 

Committee shall examine the clauses related to the provision of the medical care for the participants, the 

terms and conditions for archiving the clinical investigation documentation, if the archive will be kept by 

the medical institution as well as the terms and conditions for the termination of the agreement. 

The analysis of the applicable legislation shows that the Ethics Committee’s opinion plays a pivotal role in 

the procedure for authorization of the application for clinical investigation of medical devices. The Ethics 

Committee reviews the clinical investigation not only from ethical standpoint but also considers its 

scientific and medical aspects. 

According to article 62 paragraph 3 of the MDR the national procedures for review by ethics committee 

shall be compatible with the procedures set out in the MDR for the assessment of the application for clinical 

investigation. The procedure for authorization of the application for clinical investigation is outlined in 

article 70 of the MDR. The authorization procedure includes the opportunity for the sponsor to comment 

or complete the application in case the competent authority has notified it for the incompleteness or that the 

clinical investigation does not fall into the scope of the MDR. It is also expressly set forth that during the 

assessment period the Member States can require additional information by the sponsor. 
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General requirements for the assessment of the application for clinical investigation, performed by Member 

States, are laid own in article 71 of the MDR. This provision outlines the independence criteria to which 

the members of the competent authority assessing the application should meet, as well as criteria for the 

manner in which the assessment should be made, the main issues the assessment should analyze and the 

grounds on which Member States shall refuse the authorization for clinical investigation. 

Taking into regard the stipulations made in the mentioned provisions of the MDR, it can be concluded that 

the Standard Operational Procedures adopted for the suspended KEMI only partially correspond to the 

requirements of the MDR. They should be amended accordingly, especially with respect to the elements of 

the assessment of the clinical investigation, taking into account article 71, paragraph 3, and the terms, within 

which the Ethics Committee shall deliver an initial opinion or an opinion for substantial modification of 

the clinical investigation. 

It is recommendable that an appeal procedure be provided in case of a negative opinion of the Ethics 

Committee or lack of such. However, the appeal procedure – the competent body which will decide on the 

appeal, the terms for rendering a decision etc. should be regulated in the Bulgarian Medical Devices Act, 

as this will ensure higher level of legal stability and predictability, expertise, stability and will increase the 

confidence in the ethical review of the application and the accompanying documentation. 

5. Conclusion 

The MDR is an important step in the unification of the legal framework at an EU level concerning the 

manufacture, putting on the market and utilization of medical devices and the provision of patients’ rights 

safeguards in this sphere. It provides for three important guarantees for these rights: the regulatory 

compliance officers, the ethical committees and the informed consent. Indeed, it is not the MDR which has 

invented these safeguards. It has neither introduced them for the first time, with the exception of the PRRC. 

Nevertheless, the adoption of a modern EU-wide framework for these safeguards for the patients’ rights 

enjoying the advantages of primacy and direct effect is an important step in the advancement of human 

rights protection in the sphere of medical law and more precisely in the domain of medical devices 

production. 

One of the main challenges in this context is the establishment of national law which is sufficiently 

harmonized with the provisions of the MDR. Another pending issue is to try to conceptualize the problems 

of the human rights’ protection in the sphere of medical law from a constitutionalist perspective. This paper 

has just shed some light on this problem without going into the deeper problems of the constitutionalization 

of medical law. Such analysis will be provided elsewhere in the near future. 


