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How BEST TO INTERPRET THE MINIMAL RISK THRESHOLD
IN THE EU REGULATION ON CLINICAL TRIALS?

- Joanna Rézyniska -

Abstract: Biomedical research involving minors or other persons incapable of giving consent raise
many complex ethical issues, particularly when the research offers no prospect of direct therapeu-
tic benefit to the participants. To protect such individuals from exploitation and undue risks that
compromise their dignity, integrity, rights, and well-being, most ethical and regulatory standards
prohibit the enrollment of incompetent subjects in studies that have no therapeutic potential, unless
participation involves only minimal risk and burden. This well-established standard has also been
adopted by Regulation (EU) No 536/2014 on Clinical Trials on Medicinal Products for Human Use,
and Repealing Directive 2001/20/EC, which recently entered into force. However, the provisions of
the Regulation defining the minimal risk threshold are so ambiguous and confusing that they can
easily be interpreted in ways that are unethical and inconsistent with the overall goals of the legi-
slation. This paper critically analyzes the minimal risk requirement of the Clinical Trials Regulation
and offers an ethically and legally sound interpretation of the threshold in “non-therapeutic” clinical
trials involving selected categories of vulnerable subjects.
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1. Introduction

Regulation (EU) No 536/2014 of the European Parliament and of the Council of 16 April
2014 on Clinical Trials on Medicinal Products for Human Use, and Repealing Directive
2001/20/EC,! further referred to as the CTR, entered into force on 31 January 2022,* after
more than six years of development of the Clinical Trials Information System. The Sys-
tem consists of a centralized web portal and a clinical trials database, two key tools for
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! European Union (2014).

2 The CTR provides a 3-year transition period for clinical trials approved under the Clinical Trial
Directive. From January 31, 2025, all ongoing trials authorized under the Directive must comply with
the CTR and be recorded in the Clinical Trials Information System.
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harmonizing the rules for submitting, evaluating, approving, monitoring, reporting and
conducting clinical trials across the EU and for increasing the transparency of informa-
tion on clinical trials in the region. The CTR brings significant changes to the regulatory
framework and practice of clinical trials in the EU and, indirectly, to the global clinical
trial regulatory landscape.> Some of them are long-awaited and more than welcome,
while others still raise numerous questions.* This paper deals with a small (in terms of
text length), but very important novelty, namely the adoption of a minimal risk threshold
by the CTR, i.e., the requirement that was completely missing in the repealed Clinical
Trials Directive 2001/20/EC.5

The term “minimal risk” appears in five provisions of the CTR:

* Article 2.2(3)(c) which contains a legal definition of a newly introduced cat-
egory of “low-intervention clinical trials”, i.e., trials involving authorized
investigational medicinal products used in accordance with the terms of the
marketing authorization or in an evidence-based and supported by published
scientific evidence manner, and associated only with minimal additional risk
and burden;

* Article 31.1(g)(ii), Article 32.1(g)(ii) and Article 33(b)(iii) all of which set an
upper limit for acceptable risk in clinical trials involving incapacitated adults,
minors, and pregnant or breastfeeding women, respectively, with no prospect
of providing direct therapeutic benefit to the subjects® (such “non-therapeu-
tic”” studies expose participants to so called net risk, i.e., risk that is not out-
weighed by any potential direct benefit, but is justified only by the potential
benefit to science and to peer populations);® and

* Article 35.1(f) which establishes a maximum acceptable level of risk for clinical
trials in emergency situations. It is required that such trials always demon-
strate the potential to provide “a direct clinically relevant benefit for the
subject resulting in a measurable health-related improvement alleviating the
suffering and/or improving the health of the subject, or in the diagnosis of
its condition” (Article 35.1(b)).

All these provisions contain the phrase “minimal risk” without providing its

definition or explanation. Moreover - as shown in Table 1 below - they use the phrase

* EMA (2023).

* See for example Westra et al. (2014); Mittica, Pfisterer (2015); Abou-El-Enein, Schneider (2016); Flear
(2016); Giannuzzi et al. (2016); Gefenas et al. (2017); Tenti et al. (2018); Scavone et al. (2019); Knaapen
et al. (2020); Kim, Hasford (2020); Lukaseviciene et al. (2021).

> European Union (2001).

¢ The term “subject” is still used in EU clinical trial legislation, although there is a growing consensus
in the ethics literature and the international research community that it should be replaced by the
more respectful term “participant.” However, in order to remain consistent with the wording of the
EU regulations, I will use these two terms in this paper, treating them as synonymes.

7 The label “non-therapeutic trial” has been rightly criticized by some authors for implying - against
the goals and nature of the research practice - that there are also “therapeutic” trials and for contrib-
uting to the phenomenon of therapeutic misconception. For the sake of brevity and clarity, however,
I will use this term in this paper. I find it less confusing in the context of the analysis that follows than
the alternative term “non-beneficial trial.”

8 For more on peer benefit, see Johansson, Brostrom (2012).
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in different sentence structures and in reference to different categories of trials and re-
search risks, thus suggesting the presence of four distinct concept (standards) of minimal
risk under the CTR. I will refer to them as: “additional minimal net risk,” “comparative
minimal net risk,” “minimal net risk simpliciter,” and “comparative minimal risk.”

Table 1. Four concepts of minimal risk under the CTR

Additional minimal net risk

Article 2.2(3)(c) “the additional diagnostic or monitoring procedures [involved
(defining ,,low-intervention clinical in such trial — Author] do not pose more than minimal addition-
trial”) al risk or burden to the safety of the subjects compared to nor-

mal clinical practice in any Member State concerned”

Comparative minimal net risk

Article 31.1(g)(i1) “trial will pose only minimal risk to, and will impose minimal

(regarding “non-therapeutic” clinical burden on, the incapacitated subject concerned in comparison

trials on incapacitated participants) with the standard treatment of the incapacitated subject’s con-
dition”

Article 32.1(g)(ii) “a clinical trial will pose only minimal risk to, and will impose

(regarding “non-therapeutic” clinical minimal burden on, the minor concerned in comparison with

trials on minors) the standard treatment of the minor’s condition”

Minimal net risk simpliciter

Article 33(b)(iii) “the clinical trial poses a minimal risk to, and imposes a min-
(regarding “non-therapeutic” clinical trials | imal burden on, the pregnant or breastfeeding woman con-
on pregnant or breastfeeding women) cerned, her embryo, foetus or child after birth”

Comparative minimal risk

Article 35.1(f) ,»the clinical trial poses a minimal risk to, and imposes a min-
(regarding emergency trials with poten- | imal burden on, the subject in comparison with the standard
tial of direct benefit to participants) treatment of the subject’s condition”

The suggested variety of minimal risk standards under the CTR regulatory frame-
work contrasts with the generally accepted premise that the legislator is a rational actor
who follows (among other things) the principle of consistency.’ This principle requires
the precise and consistent use of terms in legislation and is reflected in one of the most
fundamental rules of legal interpretation, also known as the “presumption of consistent
usage.”!” The latter states that identical terms used in different parts of the same legal
text should be interpreted as having the same meaning; conversely, differences in words
indicate a difference in meaning. Thus, it suggests that the phrase “minimal risk” should
be given a consistent meaning in all relevant CTR provisions.

However, the search for a proper understanding of the EU minimal risk thresh-
old cannot begin and end with linguistic and/ or systematic interpretations of the CTR
provisions, as they may not be able to remove ambiguities or may even lead to conclu-
sions that are unacceptable in the light of the axiological background and intention of
the given legislation. Particular attention must always be paid to the general aim and
purpose of the CTR (teleological interpretation),’ which is to ensure that in all clinical

? Lenaerts, Gutiérrez-Fons (2013); Gambos (2014); Brannon (2018).
10 Tbidem.
1 Ibidem.
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trials conducted in the EU the rights, including the right to physical and mental integrity,
safety, dignity and well-being of trial subjects are protected and prevail over all other
interests, and that the data generated are reliable and robust (cf. Recital 1, Articles 3 and
28.1(d) of the CTR). It has already been noted in the literature that the CTR provisions
on minimal risk in “non-therapeutic” clinical trials involving vulnerable subjects are
so poorly and ambiguously drafted that they are open to unacceptable interpretation,
leaving subjects without adequate protection.'

The aim of this paper is to clarify this conceptual and normative confusion by
providing an ethically and legally sound interpretation of the minimal risk standard
under the CTR. The following analysis will focus on the most controversial minimal risk
threshold, i.e., the comparative minimal net risk in “non-therapeutic” trials involving
minors and incapacitated adults. However, other provisions of the CTR that incorpo-
rate the concept of minimal net risk will be discussed to the extent that they provide
important insight into an appropriate interpretation of the CTR minimal risk threshold
in such “non-therapeutic” studies.

2. Preliminary remarks on the minimal risk standard in the international and
European regulatory framework for “non-therapeutic” biomedical research

“Non-therapeutic” research is an important but controversial vehicle for progress in
biomedical science and clinical practice. By definition, such studies put participants
at risk solely for the benefit of science and society, with no compensating potential for
direct therapeutic benefit. When competent individuals are involved in “non-therapeu-
tic” research, their exposure to net risk is justified, at least in part, by their autonomous
decision to enroll in such studies, i.e., their consent. But when a “non-therapeutic” study
involves subjects who are unable to give fully informed and/or voluntary consent - such
as children or incompetent adults - there is still no consensus about what (if anything)
justifies exposing them to potential harm for the benefit of others.”

Many early ethical standards for biomedical research involving humans (e.g.,
the Nuremberg Code,' the Declaration of Helsinki 1964-1996") protected incompetent
individuals from research net risk, by excluding them from participation in “non-thera-
peutic” studies. This approach was vigorously defended by Paul Ramsey in his famous
polemic with Richard McCormick on the ethics of pediatric research without a therapeu-

2 Gennet, Altavilla (2016); Westra (2016); Wade (2017).

13 See Bartholome (1976); Ackerman (1980); Redmon (1986); Kopelman (2004a, 2012); Litton (2008,
2012); Wendler (2010, 2012); Spriggs (2012); Shah (2013); Brostrom, Johansson (2014); Piasecki et al.
(2015); DeGrazia et al. (2017); Binik (2018); Rézyniska (2022).

4 Nuremberg Military Tribunal (1947).

5 WMA (1964, 1975, 1983, 1989, 1996). It is important to note that the original 1964 version of the
Declaration included two conflicting provisions regarding the participation of legally incompetent
subjects in “non-therapeutic clinical research.” Paragraph Ill.3a stated: ,Clinical research on a hu-
man being cannot be undertaken without his free consent after he has been informed; if he is legally
incompetent, the consent of the legal guardian should be procured.” While paragraph II1.3b read:
»The subject of clinical research should be in such a mental, physical and legal state as to be able to
exercise fully his power of choice.”
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tic potential.’® McCormick argued that parental consent can justify the child’s enrollment
into a valuable “non-therapeutic” study that poses only “no discernible risk” because
such consent is based on what the child ought to wish for herself and others as a social
being bound by duties of social justice.”” Ramsey responded that McCormick relies on
unwarranted assumption about the existence of duty to participate in research, and that
parents lack the moral authority to provide consent for interventions that are not in the
best interest of their children, including those related to research.’ He asserted that
“to experiment on children in ways that are not related to them as patients is already a
sanitized form of barbarism; it already removes them from view and pays no attention
to the faithfulness-claims which a child, simply by being a normal or a sick or a dying
child, places upon us and medical care.””

The initial “protection-by-exclusion” approach focused on the interests of indi-
vidual research subjects, but remained entirely blind to the broader clinical, social, and
ethical “costs” of banning “non-therapeutic” research on minors, incompetent adults and
representatives of other vulnerable groups. It contributed significantly to a reduction in
research on therapies specifically designed for these populations and targeted to their
specific clinical needs. As a result, these populations have become “therapeutic orphans”
without access to proven, safe and effective treatments.?

By the end of the 20th century, the negative consequences of the “protection-by-ex-
clusion” approach had become widely recognized, and the approach was rejected by the
majority of research ethicists and policy makers as too restrictive and incompatible with
the requirements of justice and the principles of beneficence and non-maleficence.? It has
gradually been replaced by an ethical and regulatory consensus that “non-therapeutic”
studies involving incompetent participants may (or even should) be conducted,” provid-
ed that special measures are taken to protect subjects from undue risk and exploitation,
including the requirement of minimal risk® (and burden?).

At the beginning of the 21st century, the minimal risk threshold for “non-ther-
apeutic” research involving participants who are incapable of giving consent has been
endorsed by most international ethical and/or legal standards for biomedical research

16 See Jonsen (2006).

7 McCormick (1974, 1976).

® Ramsey (1976, 1977)

9 Ramsey (1970): 12-13.

2 Shirkey (1968).

2 Mastroianni, Kahn (2001); Alexander (2002); Ross, Coffey (2002); Ross (2004, 2006); Saint Raymond,
Brasseur (2005); DuBois et al. (2012); Helmchen et al. (2014).

2 For example, in order to stimulate and facilitate the development and availability of the high quality
and authorized medicines for children across Europe, the EU adopted Regulation (EC) No 1901/2006
of the European Parliament and of the Council of 12 December 2006 on medicinal products for pae-
diatric use and amending Regulation (EEC) No 1768 /92, Directive 2001/20/EC, Directive 2001/83/
EC and Regulation (EC) No 726/2004 (so called the “Paediatric Regulation”). See also Labson (2002);
Gill (2004); Rose (2014).

% Kopelman (2004b).

# Due to space limitations, this paper focuses on the concept of minimal risk, leaving the specific
problems of defining minimal burden for another occasion. See further Westra et al. (2010), Westra
etal. (2011).
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involving human subjects. Most notably by the WMA Declaration of Helsinki® (par.
28), UNESCO Universal Declaration of Bioethics and Human Rights* (Article 7), the
CIOMS International Ethical Guidelines for Health-related Research Involving Humans?
(Guideline 4), the Council of Europe’s Convention for the Protection of Human Rights
and Dignity of the Human Being with regard to the Application of Biology and Medi-
cine: Convention on Human Rights and Biomedicine,® and the Additional Protocol to
the Convention on Human Rights and Biomedicine, concerning Biomedical Research?
(Articles 15 and 17). It is worth noting, however, that the ICH Guideline for Good Clini-
cal Practice (ICH-GCP)* - a global ethical and scientific quality standard for the design,
conduct, recording, and reporting of clinical trials, adopted in 1996 by representatives
of authorities and pharmaceutical companies from the EU, Japan, and the United States
- did not use the term “minimal risk,” but instead required that the risk of “non-thera-
peutic” trials involving subjects who cannot give consent be “low” (Article 4.8.14(b)), and
,the negative impact on the subject’s well-being is minimized and low” (Article 4.8.14(b)
(c)).** The repealed EU Clinical Trials Directive followed ICH-GCP risk mitigation re-
quirements, but only selectively with respect to risk minimization, and thus remained
one of the few exceptions to the growing regulatory consensus on the minimal risk
threshold for “non-therapeutic” trials. The Directive stipulated that “non-therapeutic”
trials with vulnerable subjects must always be designed ,,to minimise pain, discomfort,
fear and any other foreseeable risk in relation to the disease and developmental stage;
both the risk threshold and the degree of distress have to be specially defined and con-
stantly monitored” (Article 4(g); Article 5(f)). In other words, the Directive required that
the risk associated with “non-therapeutic” clinical trials on persons incapable of giving
consent be minimized, but not below a certain minimal threshold.

It must be emphasized that the Clinical Trials Directive only established mini-
mum requirements for the protection of trial subjects. Thus, Member States were free
to adopt stricter rules than those laid down in the Directive, as long as they were “con-
sistent with the procedures and time-scales specified therein” (Article 3.1). And some
national legislators have done s0.? As a result, the Directive did not harmonize the legal
protection of clinical trial participants, especially those unable to give consent such as
children and incapacitated adults. The regulatory diversity in this area has been exacer-

» WMA (2024). For the very first time the minimal risk threshold appeared in the 2008 revision of
the Declaration (par. 27; WMA 2008). See also WMA (2013, par. 28).

26 UNESCO (2005).

7 CIOMS (2016).

% Council of Europe (1997a), Article 17(2)ii; Council of Europe (1997b), paras. 111, 113.

¥ Council of Europe (2005a), Article 15(2)ii; Council of Europe (2005b), paras. 96-100.

% ICH (2016)

1 Most likely, the drafters of ICH-GCP chose the word “low” to make the standard compatible with
U.S. federal regulations, which allow “non-therapeutic” pediatric clinical research involving “min-
imal risk” as well as those involving “a minor increase over minimal risk.” (The author thanks an
anonymous reviewer for this suggestion.)

2 Pinxten et al. (2011). To compare European regulations on pediatric clinical trials, see Altavilla
(2008); Buchner, Hart (2008); Canellopoulou-Bottis (2008); Junod (2008); although Switzerland is not
a member states of the EU, its law on medical research complied with EU legislation, in particular
Directive 2001/20/EC; Lotjonen (2008); Nys et al. (2008); Sheikh (2008).
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bated by two factors: (i) the ambiguity of the Directive’s provisions, which led to (early)
discussions on the very permissibility of involving persons incapable of giving consent
in “non-therapeutic” trials under EU law;* and (ii) the normative tension between the
Directive’s “risk minimization” requirement and the much stricter minimal risk threshold
endorsed by other prominent regulations, notably by the Council of Europe’s Conven-
tion on Human Rights and Biomedicine and the Additional Protocol to the Convention
concerning Biomedical Research.*

To ensure an adequate protection for minors participating in clinical trials while
promoting high quality pediatrics studies, and to facilitate harmonized application of the
Directive across the EU, in February 2008 the European Commission released “Ethical
Considerations for Clinical Trials on Medicinal Products Conducted with the Paediatric
Population. Recommendations of the Ad hoc Group for the Development of Implementing
Guidelines for Directive 2001/20/EC Relating to Good Clinical Practice in the Conduct of
Clinical Trials on Medicinal Products For Human Use”? (further referred to as the 2008
Recommendations). The document integrated ethical principles and requirements for
clinical trials involving children contained in various European, U.S. and international
ethical and legal sources. Although it had no legally binding force, it soon became an
important reference for researchers and research ethics committees (RECs) in all EU
countries. Unfortunately, it offered little assistance in clarifying criteria for acceptable
level of risk in “non-therapeutic” pediatric clinical trials. Mainly because the authors
of the 2008 Recommendations made a controversial decision to follow the U.S. federal
regulations on permissible risk in pediatric studies.*

After the US regulation, the 2008 Recommendations distinguished three levels
of acceptable risk in research on minors, namely: “minimal risk,” “minor increase over
minimal risk,” and “greater than minor increase over minimal risk.”?” They further sug-
gested that minimal risk should be defined as “probability of harm or discomfort not
greater than that ordinarily encountered in daily life or during the performance of routine
physical or psychological examinations or tests.”*® Such a comparative way of defining
minimal risk has been adopted not only by the U.S. regulators, but also by some other
legislators and policy makers.* However, by not providing any additional comments
on this definition, the Ad Hoc Group for the Development of Implementing Guidelines
for Directive 2001/20/EC has shown itself to be completely ignorant of the decades of
critical debate on the justification and appropriate interpretation of the definition. Most
importantly, the group did not say which of the two comparative standards covered by

% Article 4(e) of the Clinical Trials Directive provided that clinical trials on minors could be con-
ducted if “some direct benefit to the group of patients” was to be obtained. And the term “group of
patients” was open to two contradictory interpretations. It could have been interpreted as referring
to sick minor participants in a given trial, thus prohibiting “non-therapeutic” pediatric trials, or as
referring to children as a group of potential patients, thus allowing such trials. See also Wade (2017).
% Pinxten et al. (2011); Andorno (2010).

% European Commission (2008).

% Common Rule (1991/2018): 45 CFR §46.102(j), 45 CFR §46.406, 45 CFR §46.407.

% European Commission (2008): 18.

% Ibidem. Practical examples for all risk categories were presented in Annex 4.

% Kopelman (2004b).
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the definition, i.e., the daily life standard or the routine examination standard, should
be used as the benchmark for minimal risk in “non-therapeutic” pediatric trials , and
whose risks of daily life or of routine examination should constitute the benchmark. Both
of these issues have been extensively discussed in the literature and policy documents
for almost thirty years.*

Loretta Kopelman famously argued that each of the standards is ambiguous be-
cause it can be interpreted in a relative way, as referring to the daily life/routine examina-
tion risks of the particular group of research subjects, or in an absolute way, as referring
to the daily life/routine examination risks of a normal, average, healthy person.* She
noted that relative interpretation raises serious problems because different populations
face different risks in their daily lives or are exposed to different risks in their routine
examinations. For example, compare the risks faced by children living in a dangerous
or heavily polluted environment with the risks faced by children living in a safe and
healthy environment; or compare the risks associated with routine treatment of minor
patients suffering from an oncological disease with the risks associated with diagnostic
procedures routinely performed on healthy children. Thus, the relative interpretation
allows the exploitation of children who are already exposed to greater risks because of
their medical or socio-economic conditions, and may lead to an unfair and inequitable
distribution of research risks. It should therefore be abandoned.

Following Kopelman,** the majority of American research ethicists, advisory
bodies, and regulators have opted for the absolute interpretation of the minimal risk
threshold (also referred to as the “uniform standard”), with increasing emphasis on the
daily risk standard as less stringent and more research-friendly than the routine exam-
ination standard for healthy children. These include the most prominent U.S. advisory
committees, such as the National Human Research Protections Advisory Committee
(NHRPAC),*” the Institute of Medicine of the National Academies,* and the Secretary’s
Advisory Committee on Human Research Protections (SACHRP)* providing expert
advice and recommendations to the Secretary of Department of Health and Human
Services. It also includes the U.S. Food and Drug Administration.* All these bodies

% Freedman et al. (1993); Barnbaum (2002); Kopelman (2000; 2004b); Resnik (2005, 2014); Wendler
(2005); Wendler et al. (2005); Ross (2006); Ross, Nelson (2006); Wendler, Glantz (2007); Snyder et al.
(2011); Binik (2014, 2017); Binik et al. (2011); Binik, Weijer (2014); Rid (2014); DeGrazia et al. (2017);
Rossi, Nelson (2017); Kwek (2024).

4 Kopelman (2000; 2004b).

42 Tt is worth noting that the absolute interpretation of the minimal risk standard was originally
adopted by the U.S. National Commission for the Protection of Human Subjects in Biomedical and
Behavioral Research (1977). The definition of minimal risk proposed by the Commission referred to
“the probability and magnitude of physical or psychological harm that is normally encountered in
the daily lives, or in the routine medical or psychological examination, of healthy children” (National
Commission 1977, p. xix; emphasis added). However, the “healthy” qualifier was removed when the
Commission’s recommendations were converted into regulations, out of fear that valuable research
would be banned. (The author thanks an anonymous reviewer for pointing that out.)

# NHRPAC (2002): 1-2.

“ IOM (2004): 121-126.

# SACHRP (2005; 2008).

“ FDA (2022): 4.
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agree that the standard of minimal risk should be interpreted “as those risks encoun-
tered during daily life by normal, average, healthy children living in safe environments
or during the performance of routine physical or psychological examinations or tests”*
and indexed to the experiences of children of the same age and developmental stage as
the subject population.*

The EU 2008 Recommendations remained silent on all these problems with the
daily risk standard and the routine examination standard. Moreover, by adopting a con-
troversial category of “minor increase over minimal risk”* and by allowing for a minor
increase over minimal risk in “non-therapeutic” trials with “benefit to the group, and
with the benefit to risk balance being at least as favourable as that of available alternative
approaches,”” they further exacerbated the regulatory discrepancies between the EU
guidelines and the Council of Europe’s standards for the protection of vulnerable research
subjects.” In contrast to the 2008 Recommendations, the Explanatory Report to the Addi-
tional Protocol to the Convention on Human Rights and Biomedicine concerning Biomed-
ical Research explicitly stressed that “the risk for such [incompetent] participants cannot
be increased beyond minimal even if the research promises a higher level of benefit.”*>

I will return to some of the above problems in the following parts of the paper
because, unfortunately, many of them have not been resolved by the new Recommen-
dations on ,, Ethical Considerations for Clinical Trials on Medicinal Products Conducted
with Minors,” issued in 2017 by the Expert Group on Clinical Trials for the Implementa-
tion of Regulation (EU) No 536/2014 on Clinical Trials on Medicinal Products for Human
Use™ (hereafter referred to as the 2017 Recommendations). The document replaces the
2008 Recommendations that applied to the repealed Clinical Trials Directive.

3. “Comparative minimal net risk” threshold

As noted above, the CTR introduces a threshold of the permissible level of net risk in
“non-therapeutic” clinical trials involving minors (Article 32.1(g)(ii)) and incapacitated
adults (Article 31.1(g)(ii)). The new requirement stipulates that the risks associated with
such studies should be minimal “in comparison with the standard treatment” of the
subject’s “condition.” This comparative approach to defining the threshold has already
been criticized in the literature.” However, the critics have failed to acknowledge that
the CTR also endorses other concepts of minimal net risk that may shed light on the
appropriate interpretation of the threshold, and that some of these other concepts have
already been discussed by the Expert Group on Clinical Trials for the Implementation
of Regulation No 536/2014.

¥ SACHRP (2005). See also NHRPAC (2002): 1-2; IOM (2004): 126; FDA (2022): 4.

* Ibidem.

4 Kopelman (2000); Wendler, Emanuel (2005); Iltis (2007); Wendler (2013). See also IOM (2004):
126-134; SACHRP (2005); FDA (2022): 5.

% European Commission (2008): 19.

51 Westra et al. (2010).

52 Council of Europe (2005b), para. 96.

% European Commission (2017a).

* Gennet, Altavilla (2016); Westra (2016); Wade (2017).
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Evidently, the CTR comparative minimal net risk threshold suffers from serious
interpretative problems. Taken literally, it requires a comparison of trial risk with stand-
ard treatment, which are two completely different and incomparable concepts. “Risk”
stands for the probability of harm occurring as a result of participation in a clinical trial,
whereas the term “standard treatment” refers to a medical treatment that is the standard
of care for individuals with a particular disease or condition. By definition, “non-ther-
apeutic” clinical trials involve only net risk. Moreover, the net risk of the trial (as well
as its potential scientific benefit) is often uncertain and difficult or impossible to specify
and quantify. In contrast, standard treatment involves therapeutic benefits and poten-
tial harms because “no drug is without risk and all medicines have side-effects, some of
which can be fatal.”>® Both the benefits and the risks of a given standard treatment are
already known to the extent that medical experts and competent regulatory authorities
consider the former to outweigh the latter. In other words, there is no net risk associated
with the standard treatment.

Thus, comparing the net risk of the trial to the standard treatment is like com-
paring apples and oranges. Rather, it seems reasonable to assume that the risks of the
“non-therapeutic” clinical trial should be judged against the risks of the standard treat-
ment. Unfortunately, this clarification does not resolve all of the interpretation problems
associated with the phrase “in comparison to the standard treatment.” The wording
of the phrase suggests that what counts as a permissible level of net risk involved in
“non-therapeutic” studies on minors or incapacitated adults (i.e., minimal risk) is some-
how related to or dependent on the level of risk associated with the standard treatment for
the trial subjects” condition. But it does not explain or justify this relationship. And there
seem to be at least three ways to understand the sentence.

3.1. Three interpretations of the “comparative minimal net risk” threshold

The first interpretation follows the above-mentioned 2017 Recommendations on “Ethical
Considerations for Clinical Trials on Medicinal Products Conducted with Minors.” Sim-
ilar to the 2008 Recommendations, the 2017 document states that under the CTR, risks
of “non-therapeutic” studies in children are considered minimal if the likelihood and
magnitude of these risks are “similar to risks ordinarily encountered in a child’s daily life,
or during routine physical or psychological examinations (...) This means that the levels
of risks and burden for participants should be assessed relative to, and be reasonably
commensurate with the standard treatment they receive.”* The Expert Group further
explains that there is no universal and pre-established threshold of permissible risk in
“non-therapeutic” clinical trials with children. Rather, the level of risk that is considered
minimal and acceptable varies in relation to the risks associated with the standard treat-
ment for the participants, their disease, health status, and prior experience.”

The postulated ,, reasonable commensurability” between the research risk and the
risk of the standard treatment supports the following interpretation of the CTR threshold

% WHO (2018).
% European Commission (2017a): 22-23.
% Ibidem.
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of comparative minimal net risk: A “non-therapeutic” clinical trial involves only minimal
risk if the level of risk of the trial is commensurate with (similar to) the level of risk associated
with the standard treatment of the subject’s condition.

The second interpretation of the phrase ,pose only minimal risk in comparison
with the standard treatment” emphasizes the difference between the level of risk asso-
ciated with the “non-therapeutic” clinical trial and the level of risk associated with the
standard treatment. As in commonly used sentences such as: “The cost of building a swim-
ming pool is minimal in comparison to the cost of building a villa” or “The tooth-pain is
minimal in comparison to the pain of childbirth,” the phrase “minimal risk in comparison
with the standard treatment” can be interpreted to require that the clinical trial be con-
siderably less risky than the standard care. Thus, under this reading: A “non-therapeutic”
clinical trial involves only minimal risk if the level of risk of the trial is significantly lower than
the level of risk associated with the standard treatment of the subject’s condition.

The third interpretation is the opposite of the second one and argues that the
contested phrase indicates an upper limit of acceptable risk associated with participation
in “non-therapeutic” clinical trials that exceeds the level of risk associated with standard
treatment. Likewise in a comparative sentence: “The increase of maintenance costs of the
building after renovation are minimal in comparison to its maintenance costs before the
renovation.” Thus, this interpretation suggests the following reading of the threshold:
A "non-therapeutic” clinical trial involves only minimal risk if the level of risk of the trial is no
more than minimally higher than the level of risk associated with the standard treatment of the
subject’s condition.

Figure 1. Three interpretations of the comparative minimal net risk threshold

Level of risk

Risk of the standard 'Commensurable” 'Significantely lower" "Minimally higher"
treatment minimal risk threshold minimal risk threshold minimal risk threshold

As Figure 1 shows, the above interpretations of the CTR threshold of comparative
minimal net risk set risk limits at different levels. However, all of these interpretations
ultimately determine what constitutes minimal net risk relative to the level of risk as-
sociated with standard treatment. Consequently, they all suffer from three serious and
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irreparable conceptual and normative problems that make them ethically unacceptable.
These problems are referred to as: (i) indeterminacy objection, (ii) exploitation objection,
and (iii) ethical disanalogy objection.

3.2. Critique of the “comparative minimal net risk” threshold

The indeterminacy objection points to the ambiguity and vagueness of the terms
“standard treatment” for the “subject’s condition” used in the analyzed provisions of
the CTR.*® The CTR defines “normal clinical practice” as “the treatment regime typically
followed to treat, prevent, or diagnose a disease or a disorder” (Article 2.2(6)). However,
the relationship between “normal clinical practice” and “standard treatment” remains
unexplained. Furthermore, it is unclear what the terms “standard treatment” for the
“subject’s condition” signify in the following scenarios: (i) when there is no standard
treatment for the subjects’ clinical condition; (if) when two or more treatment strategies
involving different levels of risk are used in clinical practice and all are considered
standard care for the participants’ condition; (iii) when the study is multisite project
and different standards of care for the participants’ condition are employed in different
sites™ (e.g., high income country v. low income country); (iv) when the trial involves
subjects suffering from different background conditions, thereby eligible for different
treatment regimens involving different levels of risks (and burdens); or (v) when the trial
involves individuals who suffer from an illness that is not directly targeted by the study,
and - consequently - the risks associated with their standard therapeutic procedures are
entirely unrelated to the risks of the proposed study; or (vi) when the study population
comprises only healthy individuals, i.e., persons in a “healthy condition.”

The Expert Group on Clinical Trials for the Implementation of the CTR does not
explain or even address these issues. In fact, their 2017 Recommendations contribute to
the confusion by referencing uncritically the U.S. federal definition of minimal risk and
by explicitly endorsing a relative interpretation of the routine examination (standard
treatment) standard.®

The exploitation objection is closely related to the previous concern and it targets
the ethically unacceptable consequences of the CTR’s adoption of the relative interpre-
tation of the comparative threshold of minimal net risk. The 2017 Recommendations
assert that “there is no set definition that will apply to all clinical trials with minors;
therefore, ‘minimal risk and burden’ will have to be viewed in the context of the disease,
health status, prior experiences and standard treatment of the participants.”® Thus, they
accept the controversial logic that the riskier the standard treatment for the population
being studied, the higher the level of risk in “non-therapeutic” clinical trials with that
population can be considered minimal.

% Macklin, Natanson (2020).

¥ See Lurie, Wolfe (1997); Resnik (1998); Schiiklenk (1998); Macklin (2004).
8 European Commission (2017a): 12-13.

61 Ibidem: 13.

61



Joanna Rozyriska < How Best to Interpret the Minimal Risk Threshold in the EU Regulation...

As already mentioned, this line of reasoning has been rejected by prominent
research ethicists, experts bodies and policy makers.® The ethical consensus on this
issue has been reaffirmed by the most recent 2016 version of the International Ethical
Guidelines for Health-Related Research Involving Humans, developed by the Council for
International Organizations of Medical Sciences in collaboration with the World Health
Organization. The Guidelines recall that the main difficulty with any relative interpre-
tation is that “different populations can experience dramatic differences in the risks of
daily life or in routine clinical examinations and testing. Such differences in background
risk can stem from inequalities in health, wealth, social status, or social determinants
of health. Therefore, research ethics committees must be careful not to make such com-
parisons in ways that permit participants or groups of participants from being exposed
to greater risks in research merely because they are poor, members of disadvantaged
groups or because their environment exposes them to greater risks in their daily lives
(for example, poor road safety). Research ethics committees must be similarly vigilant
about not permitting greater research risks in populations of patients who routinely un-
dergo risky treatments or diagnostic procedures (for example, cancer patients). Rather,
risks in research must be compared to risks that an average, normal, healthy individual
experiences in daily life or during routine examinations.”®

Finally, the ethical disanalogy objection points to a fundamental lack of ethical
justification for assuming that the level of risk associated with the standard treatment
should be used as a reference point for delineating an acceptable level of risk in re-
search that offers no potential for clinical benefit. The risks associated with the standard
treatment are considered acceptable because they are justified (,compensated”) by the
expected therapeutic benefits to the patient. This justification does not apply to the risks
of “non-therapeutic” trials, because - by definition - these risks are not compensated
by expected direct clinical benefits to the participants. The net risks are incurred solely
for the benefit of science and society. Therefore, in order to be acceptable, they must
be justified by the potential social and scientific value of the study. Nothing else. The
ethical disanalogy objection provides the strongest argument for rejecting any compar-
ative definition of minimal net risk referring to the risk of standard treatment or routine
examination.*

4. Non-comparative minimal risk thresholds

I have argued so far that the CTR minimal risk threshold in “non-therapeutic” clinical
trials involving minors or incapacitated adults, when interpreted in comparative (and
relative) terms, is prone to serious conceptual and normative problems. In what fol-
lows, I will explore whether two non-comparative concepts of minimal net risk present
in the CTR may be helpful in developing an ethically sound minimal risk standard in
“non-therapeutic” trials on vulnerable populations.

© E.g. IOM (2004); SACHRP (2005, 2008); FDA (2022).
% CIOMS (2016): 12.
% Wendler (2005).
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4.1. The “minimal net risk simpliciter” threshold

A promising alternative concept of minimal net risk appears in the CTR provisions for
clinical trials involving pregnant and breastfeeding women. The CTR stresses that these
groups of women require specific protection (recital 27), especially when participating
in “non-therapeutic” trials (recital 34). Article 33(b)(iii) further states that a clinical trial
which has no direct benefit for the pregnant or breastfeeding woman concerned, or
her embryo, foetus or child after birth, can be conducted if it , poses a minimal risk to,
and imposes a minimal burden on, the pregnant or breastfeeding woman concerned,
her embryo, foetus or child after birth.” Unfortunately, neither the CTR nor the Expert
Group on Clinical Trials for the Implementation of the CTR provide specific criteria
for defining this threshold. Therefore, it can be argued that the evaluation of the risks
(and burdens) associated with such trials should be left entirely to the judgment of the
research ethics committee (REC).

This approach to assessing whether a clinical trial meets the requirement of
minimal risk (and burden) - often referred to as a purely procedural approach - has sig-
nificant advantages in that it is deliberative, project- and context-sensitive, and flexible,
but it is not without serious shortcomings.®® Empirical studies® suggest that the lack of
guidelines for risk assessment may lead to unwarranted diversity and arbitrariness of risk
judgments by RECs, and consequently to unequal and inadequate protection of the safety
and rights of “non-therapeutic” clinical trial participants.” These consequences are ethi-
cally and practically worrisome, especially when vulnerable populations are the subjects
of research studies. Therefore, the purely procedural approach should be abandoned.
The RECs need guidance on how to assess the risk associated with “non-therapeutic”
studies, most preferably in the form of a clear, ethically sound and practically useful
definition of the threshold,*® coupled with the list of exemplary minimal risk research
procedures to establish “palpable and familiar benchmarks.”*

4.2. The “additional minimal net risk” threshold

The next non-comparative concept of minimal net risk is contained in the CTR’s defini-
tion of a newly introduced category of “low interventional clinical trials,” which - due
to their nature - are subject to a less stringent and consequently less burdensome and
costly regulatory regime.”” As set out in Article 2(3) of the CTR, this category covers trials
with already authorized investigational medicinal products (excluding placebos) that
are used either in accordance with the marketing authorization or in a manner that is
evidence-based, supported by published scientific evidence on the safety and efficacy of

% Simonsen (2012); Rid (2014); R6zyriska (2023).

6 Lenk et al. (2004); Shah et al. (2004); Van Luijn et al. (2006).
 Simonsen (2012); Rid (2014); R6zyriska (2023).

6 Resnik (2005); Westra et al. (2010, 2011); Rid (2014); Wade (2017).
% Simonsen (2012): 199; Wade (2017).

7 Knaapen et al. (2020).
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the product,”* and that involve “additional diagnostic or monitoring procedures [that]
do not pose more than minimal additional risk or burden to the safety of the subjects
compared to normal clinical practice in any Member State concerned.”

The last minimal risk requirement contains comparative language that could
suggest a relative interpretation of the threshold. However, this is not the intended or
appropriate reading of the provision. What should be “compared to normal clinical
practice” is not the level of risk associated with additional investigational diagnostic or
monitoring procedures, but rather the presence, nature, extent, and frequency of these
procedures. Those that go beyond “normal clinical practice” must meet the minimal
risk threshold. This is clearly emphasized by the Expert Group on Clinical Trials for
the Implementation of the CTR in its 2017 Recommendations on “Risk Proportionate
Approaches in Clinical Trials” that read: “[A]dditional risk or burden might include
non-invasive procedures as well as invasive procedures (...) if these are performed with
a significantly higher frequency or significantly greater intrusiveness, or a larger number
of assessments are undertaken compared to normal clinical practice, during a greater
number of visits to the clinic/hospital.””?

Thus, the assessment of risk in potentially low-intervention clinical trials focuses
on the level of risk associated with trial-related diagnostic or monitoring procedures
that are designed and performed solely for scientific purposes and, as such, are not part
of the authorized and/or evidence-based use of the particular medicinal product, i.e.,
are additional to the standard clinical practice. By separating the acceptable level of risk
of investigational interventions from the level of risk associated with normal clinical
practice, the CTR’s standard of additional minimal net risk does not raise the ethical
disanalogy, indeterminacy and exploitation objections.” And it offers a sought-after
alternative for conceptualizing the minimal risk threshold in “non-therapeutic” clinical
trials on subjects unable to give consent.” Participation is such trials cannot add more
than minimal risk (and burden) to the level of risk (and burden) associated with the

1, The published scientific evidence supporting the safety and efficacy of an IMP [investigational
medicinal product -~Author] which is not used in accordance with the terms of the marketing authori-
sation could include evidence based treatment guidelines, health technology assessment reports, and
clinical trial data published in scientific peer reviewed journals or other appropriate evidence”; see
European Commission (2017b): 5.

2 Ibidem: 5.

7 The idea of separately assessing the risks associated with procedures conducted solely for research
purposes is based on the logic of so-called component (or single-intervention) risk analysis. Compo-
nent analysis differs from an overall risk-benefit assessment, in which the combined interventions and
procedures of a study (the entire protocol) are evaluated as a whole. Component analysis recognizes
that a research protocol often contains a mixture of procedures and interventions, each of which may
have different risks and may or may not provide direct benefit to study participants. To determine
the overall acceptability of the study, component analysis requires a careful ethical evaluation of the
various components (procedures and interventions) of the protocol, first individually and then col-
lectively. For a discussion of different models of component analysis, see Weijer (1999, 2000); Weijer,
Miller (2004, 2007); Wendler, Miller (2007); Rid, Wendler (2010, 2011a); Rid (2012). In the context of
pediatric research, see FDA (2022): 7-8.

™ This way of thinking is also present in the 2017 Recommendations: , Where a procedure is con-
ducted as part of standard of care, there is no trial-related risk or burden”, European Commission
(2017a), p. 35.
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standard treatment of the subjects, if there is one, whatever it is, and if the participants
need one at all. In other words, this interpretation suggests the following reading of the
threshold: A “non-therapeutic” clinical trial involves only minimal risk if the level of risk of the
trial-related procedures is minimal. Unfortunately, this definition is tautological and says
little about when such net risks are minimal. As such, it does not provide so much-needed
guidance for the REC’s assessment of these risks.

5. When is net risk “minimal”?

As shown, the CTR does not provide an adequate definition of minimal risk, and the
comparisons based on the daily living standard and/ or the routine examination standard
proposed by the European Commission’s expert groups raise more questions than they
answer. However, the recommendations of the groups mentioned above provide some
interpretative guidance on how the minimal risk threshold should be understood in the
form of lists of exemplary interventions that may be considered to pose only minimal
risk, when performed once or infrequently, without additional intrusiveness, and in
accordance with the highest professional standards.

The longest list of procedures involving “no or minimal risk” (as well as the lists
of interventions involving “minor increase above minimal risk” and “greater than minor
increase over minimal risk”) was contained in the 2008 Recommendations concerning
pediatric studies issued under the repealed Clinical Trials Directive. The list of “no or
minimal risk” procedures included: “history taking, clinical examination, auxological
measurements, tanner staging, behavioural testing, psychological testing, quality of life
assessment, venipuncture, heel prick, finger prick, subcutaneous injection, urine collec-
tion with bag, breath condensate collection, collection of saliva or sputum, collection of
hair sample, collection of tissue removed from body as part of medical treatment, topical
analgesia, stool tests, bio-impedancemetry, transcutaneous oxygen saturation monitor-
ing (pulse oxymetry), blood pressure monitoring, electroencephalography, electrocar-
diography, vision or hearing testing, ophthalmoscopy, tympanometry, lung function
tests (peak flow, exhaled NO, spirometry), oral glucose tolerance test, ultrasound scan,
digitally amplified chest or limb X-ray, stable isotope examination.””

Unlike the 2008 Recommendations, the 2017 Recommendations of the Expert
Group on Clinical Trials for the Implementation of the CTR, “Ethical Considerations
for Clinical Trials on Medicinal Products Conducted with Minors,” do not provide a
risk-based categorization of research interventions. Instead, Annex 3 of the document
contains an alphabetical list of procedures frequently conducted for trial-related pur-
poses, accompanied by “description of the elements of risk and burden to be evalu-
ated.””® The majority of interventions classified as having “no or minimal risk” in the
2008 Recommendations are still described as “no risk” in the 2017 guidance (with the
exception of instances where venous access, contrast, sedation, and/or anesthesia are
employed). However, while the 2008 Recommendations treated venipuncture, subcu-

7 European Commission (2008): 30.
76 European Commission (2017a): 35.
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taneous injection, and oral glucose tolerance testing as minimal risk interventions,”” the
2017 Recommendations are less explicit in this regard and appear to indicate that the
procedures entail more than minimal risk.

Finally, the 2017 Recommendations on “Risk Proportionate Approaches in Clin-
ical Trials””®, commenting on the concept of low interventional clinical trials introduced
by the CTR, give the following examples of minimal risk diagnostic or monitoring in-
terventions: “measuring height and/or weight, questionnaires, analysis of saliva, urine,
stool samples, EEG and ECG measurements, blood withdrawal through a pre-existent
catheter or with minimal additional venipuncture.””

Notwithstanding minor discrepancies between the lists, they are a valuable
source of information for researchers and RECs on what constitutes a minimal risk
research procedure.* Thus, although they are not exhaustive and “should not be used
dogmatically,”® they are a useful starting point for assessing the risks and burdens as-
sociated with a “non-therapeutic” clinical trial involving participants who are unable
to give consent. More importantly, they all seem to reflect the general moral intuition
“that research risks are minimal when the risk of serious harm is very unlikely and the
potential harms associated with more common adverse events are small.”*

This intuition also underpins the Council of Europe’s definition of the minimal
risk threshold, although it has been badly phrased in the Additional Protocol to the Con-
vention on Human Rights and Biomedicine concerning Biomedical Research. Article 17.1
of the Protocol stipulates that “the research bears a minimal risk if, having regard to the
nature and scale of the intervention, it is to be expected that it will result, at the most, in
a very slight and temporary negative impact on the health of the person concerned.”®
Evidently, the definition tries to protect participant of “non-therapeutic” research unable
to give consent from any serious and moderate harm. Unfortunately, by considering
only the severity of the expected harm and completely ignoring the likelihood of its
occurrence, it literally excludes almost all such studies.* It is because in the context of
scientific research, it is impossible to be certain that a given investigational procedure
poses no chance of significant harm.* Thus, the definition establishes a harm threshold
rather than a risk threshold. Furthermore, by focusing on harms to subjects” health, it
ignores other interests of research participants deserving protection.

7 The 2008 Recommendations noted, however, that the risk evaluation of these procedures is highly
dependent on a number of factors, including the circumstances, frequency, and susceptibility to harm
of the organ exposed or involved. Additionally, the context of their use in the trial must be taken into
account. European Commission (2008): 30.

78 European Commission (2017b).

" Ibidem: 5.

8 Exemplary lists of minimal risk procedures can also be found in U.S. recommendations, see IOM
(2004): 135 (table); SACHRP (2005); FDA (2022): 5.

81 European Commission (2017a): 35.

82 CIOMS (2016): 12.

8 It is worth noting that the Additional Protocol also defines “minimal burden” as “discomfort asso-
ciated with participation in the research, which is expected to be at most temporary and very slight
for the person concerned” (Article 17.2).

8 Rid (2012, 2014); Wendler (2005); Wendler, Glantz (2007).

8 Council of Europe (2005b), para. 100.
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The deficiencies in the Council of Europe’s definition of the minimal risk thresh-
old are not trivial, but they are not intentional. This is evident from the Explanatory
Report to the Additional Protocol on Biomedical Research, which comments on the
threshold and lists examples of minimal risk (and minimal burden) procedures. The
list includes a large number of procedures that have a very low, but still greater than
“zero” probability of causing more than minor harm. Examples include procedures (also
found on the EU expert group lists) such as: ,obtaining bodily fluids without invasive
intervention, e.g., taking saliva or urine samples or cheek swab,” “taking a blood sample
from a peripheral vein or taking a sample of capillary blood,” taking small additional
tissue samples “at the time when tissues samples are being taken, for example during a
surgical operation,” and “minor extensions to non-invasive diagnostic measures using
technical equipment, such as sonographic examinations, taking an electrocardiogram
following rest.”® Moreover, the Explanatory Report also classifies as minimal risk “one
X-ray exposure,” “carrying out one computer tomographic exposure or one exposure
using magnetic resonance imaging without a contrast medium,”¥ i.e., procedures that
were explicitly mentioned by the EU 2008 Recommendations as involving minor increase
over minimal risk.®

In summary, despite the small differences between the Council of Europe and
EU regulations and/or recommendations regarding minimal risk in “non-therapeutic”
studies, both European organizations share the view® that research without the prospect
of direct benefit should not be permitted on persons unable to give consent if there is
a significant chance of more than minor harm. And this view supports the following
understanding of the minimal risk threshold under the CTR: A “non-therapeutic” clinical
trial involves only minimal risk if the likelihood that the trial-related procedures will cause serious
and/or moderate harm is, at most, very low, and the likelihood of small harm (i.e., very slight and
temporary harm) has been adequately minimized.

The above threshold is not strictly defined because it should not be. The evalu-
ation of research risk cannot be fixed because it depends very much on circumstances
related to the nature, design and context of the trial procedures as well as the charac-
teristics of the trial population. Thus, there must always be room for deliberative, criti-
cal, and careful ethical reflection on the acceptability of research risk, which the above
definition leaves open. However, in order to provide researchers and REC members
with sufficiently clear guidance for risk assessment, the definition should be used in
conjunction with the list of examples. Such a list of examples of minimal risk procedures
should be developed and regularly updated on the basis of available empirical data and
expert opinion.”

8 Ibidem.

8 Ibidem.

8 This does not apply to a digitally amplified chest or limb X-ray, which is consider a minimal risk
procedure. European Commission (2008): 30.

% For ethical justification of the view see Rézyniska (2022).

% For suggestions on how to develop and update a list of minimal risk interventions (a research risk
repository), see, for example, Glantz (1998); Rid, Wendler (2011b); Wade (2017). For suggestions on
how to categorize magnitude and likelihood of harm, see, for example, Rid et al. (2010); Westra et
al. (2011).
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6. Concluding remarks

The CTR adopts the internationally well-known minimal risk (and burden) requirement
for “non-therapeutic” clinical trials involving selected vulnerable populations, particular-
ly minors and incompetent subjects. The threshold is considered to strike an appropriate
balance between the interests and rights of such persons - in particular their rights not
to be instrumentalized contrary to their dignity and to have their physical and mental
integrity adequately protected - and the societal interest in the advancement of biomed-
ical science and practice.” However, the wording of the threshold is so ambiguous and
confusing that can easily be interpreted in ways that are unethical and inconsistent with
the overall goals of the CTR. This paper offers an alternative reading of the standard in
such trials, in the hope that it will be taken into account by the clinical research commu-
nity and by the European and national authorities responsible for the implementation
of the CTR. While the CTR has been approved and cannot be easily amended, related
documents, such as the 2017 Recommendations on “Ethical Considerations for Clinical
Trials on Medicinal Products Conducted with Minors,” can be revised to provide more
appropriate guidance on the threshold. Such changes would not only protect vulnera-
ble participants in “non-therapeutic” clinical trials from excessive risk and exploitation,
but would also ensure greater consistency and accountability in the opinions of the
RECs on the acceptable level of risk in “non-therapeutic” clinical trials involving such
participants.
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