With the General Data Protection Regulation (GDPR) now
implemented, our attention must turn to the next major piece
of legislation which will impact our business — the EU Clinical
Trials Regulation (CTR; Regulation 536). As a Regulation,
like the GDPR, this must be implemented directly into the
law in the EU Member States, whilst Directives, such as the
EU Clinical Trials Directive (CTD), must be incorporated into
legislation using national processes, affording an opportunity
for Member States to introduce modifications. This may be one
of the reasons that the CTD did not fully achieve its objective of
harmonising clinical trial requirements in Europe.

The requirements regarding clinical trials in minors are
captured mostly in Article 32 of the CTR, Clause 3 of which states:

“If during a clinical trial the minor reaches the age of legal
competence to give informed consent as defined in the law of the
Member State concerned, his or her express informed consent shall
be obtained before that subject can continue to participate in the
clinical trial”

The law has been clear on the principle underlying this for
many years. Once a former child attains the status, which is
most commonly a specific age, of being considered as legally
competent to make the decision which is required (the specific age
varies according to the decision to be made), continued reliance
upon parental permission does not provide sufficient grounds to
proceed in the absence of the consent of the subject. Now, for the
first time, this has been explicitly recognised in regulations, which
brings it into sharper focus — but the requirements stipulated in
the CTR and GDPR are certainly not new.

The potential dificulty is obvious: how do we ensure that we
seek consent from such subjects on their birthday? How do we
deal with a minor participant whose relevant birthday falls on a
weekend, or a national holiday, when site staff may not be present
to take consent? Perhaps a less obvious, but more challenging,
problem arises when the participant lives a significant distance
from the site, perhaps in a different country; are subjects really
expected to spend many hours travelling to and from site to sign
a single document, and will sponsors meet the costs incurred by
doing so? Increasingly, we conduct paediatric studies, especially
in rare conditions, which involve children being flown from
one country to another to participate in clinical trials; this
transnational approach is particularly common in gene therapy
trials.

On a strict interpretation, this means that trial participants
who attain the age at which they are held to have legal capacity,
and who have already given their assent, cannot continue to take
study medication nor provide protocol-specified information until
they have given consent.

This is consistent with the GDPR. Guidance on the GDPR
from the ICO states: ‘Parental consent will always expire when the
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child reaches the age at which they can consent for themselves’1
The Article 29 Data Protection Working Party opinion on this is
(emphasis added):

“If the processing of a child’s data began with the consent of
their legal representative, the child concerned may, on attaining
majority, revoke the consent. But if he wishes the processing to
continue, it seems that the data subject need give explicit consent
wherever this is required. For example, if a legal representative has
given explicit consent to the inclusion of his child (the data subject)
in a clinical trial, then upon attaining capacity, the controller must
make sure he still has a valid basis to process the personal data
of the data subject. He must in particular consider obtaining the
explicit consent of the data subject himself in order for the trial to
continue, because sensitive data are involved.”

This matter has been raised with ACRO, Enpr-EMA and
EUCROF; none of these groups has been inclined to address the
potential issue. It is also unclear how strictly auditors or inspectors
will interpret Article 32(3). A subject participating in a clinical trial
without appropriate consent commonly results in a critical audit
finding.

In trials employing e-consent, it should be practicable to
contact the subject on his/her birthday, and request consent.
However, e-consent is not yet widely employed, and is not
approved for use in some countries.

We will normally know from the point of enrolment whether
a subject is likely to attain the age of capacity during the course of
the trial. Accordingly, such situations can be drawn to the attention
of the study staff with a request that they consider how they will
address it. Whilst compliance with the relevant legislation is an
investigator responsibility, commonly monitors will remind sites
of various requirements and alert sites to potential infractions.
However, in those countries which do not permit the collection
of a participant’s date of birth, the scope for monitors to support
sites to comply with both the GDPR and CTR requirements in this
respect is much reduced.
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So, what options do we have?

One option probably not open to use is that of deferring consent
until the subject’s next scheduled visit, which may be days, weeks
or months in the future. By adopting such an approach, we would,
in effect, be deciding deliberately to disregard the requirement
stipulated in the Regulation. In the April 2018 Questions and
Answers document the following appears at §9.4, Question 152:

Question: What is meant by “his or her express informed consent
shall be obtained before the subject can continue to participate in
the Clinical Trial” (article 32(3) of the Clinical Trials Regulation)?

Answer: As soon as a minor participating in a clinical trial reaches
the age of legal competence (as defined in national law) his/her
participation in the clinical trial has to be terminated unless he/
she confirms his/her consent to continue in the study by signing
the informed consent form after having been properly informed in
agreement with the requirements of the Clinical Trials Regulation?

Recognising the developing autonomy of the adolescent, as
minors approach the age of capacity their continued participation
in the trial is arguably a strengthening indication that they do
so of their own volition, otherwise they would exercise their
right to withdraw. In such a circumstance, a “deferred consent”
approach may be acceptable — deferring consent until the earliest
possible opportunity, rather than the next scheduled visit.
Although originally conceived for emergency situations — and
the predictable attainment of the age of capacity is hardly an
emergency — the underlying principle is that of proceeding when
obtaining prior consent is impracticable. In a clinical trial setting,
“proceeding” would mean continuing to do that which was already
being done, such as taking the next dose of study medication, or
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completing an e-diary or PRO. Arguably, interrupting the dosing
schedule or failing to provide information might increase the risk
to a trial participant, and so the subject’s “best interests” arguably
are served by not changing anything. With the investigator’s
agreement, this may be an option which the EC would consider.
However, it would appear that this course of action would still

constitute a breach of the CTR.

Interestingly, a “best interests” case has been developed for this
issue in the GDPR setting, the authors contending that, provided
processing is in the best interest of a child, then a previously
provided parental consent should continue to be understood to
be a lawful basis for processing, even though a child might have
attained competence.* However, it will be difficult to argue that it
is in an individual’s best interest for data processing to continue
if s/he expressly dissents.

Prospective consent, i.e., consent taken at a visit prior to
the subject’s relevant birthday, is probably not acceptable, as
the subject is below the age at which s/he is considered to have
capacity to consent.

Whichever option is chosen, opinion should be sought from
the ethics committee (EC). In contrast to IRBs in the USA, ECs
in Europe are not normally responsible for ensuring legislative
compliance - that is a responsibility of the sponsor — but their
opinion would provide useful guidance and may constitute
part of a response to an audit or inspection finding. However,
given their lack of legislative authority, it remains to be seen
whether an EC “authorisation” would provide a defence in the
event a sponsor was to be charged with a breach of GDPR or the
CTR.
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In deciding the course of action for each subject, we will need
to consider what is “reasonable” in all the circumstances, and be
ready to defend our decisions. If a deferred consent approach is
taken, a subject who lives, say, 20 minutes from the study site
should probably be invited to attend to sign the consent document
on the next working day after the relevant birthday. At the other
extreme, a patient who has a 24-hour journey, which may involve
air travel, just to get to the site, and so will likely require overnight
accommodation, is in a different situation. In that circumstance,
and with the agreement of the EC, some form of regular electronic
communication may provide the assurance that the subject still
wishes to participate. Delaying travel solely on financial grounds
is unlikely to be seen as reasonable, and the larger the time
separation after the relevant birthday, the less reasonable it will
be seen to be.

The other unknown consequence is the insurance position
should something adverse occur for subjects who continue in
a clinical trial after the point at which they should have given
consent, but have not done so for the reasons outlined above.
When the question has been asked, insurers’ organisations have
declined so far to respond to a hypothetical situation, and so this
question is probably best directed to the trial sponsor once such a
situation is likely to arise.

It seems unlikely that one solution will be appropriate for
all situations, and since all of those suggested as possibilities
above entail lead times, we need to start thinking now about
how we will approach such cases. Whatever we decide to do in
each case, if the end result is that consent is not taken when the
subject attains his/her relevant birthday, we need to ensure our
documentation of our decision will stand up to the scrutiny of
regulatory inspectors. Given the vast scope of the GDPR, it is not
surprising in the slightest that this particular situation appears
not to have been considered. However, given the specificity
of the section of the CTR which addresses paediatric clinical
trials, the absence of a margin of consideration relating to the
immediacy of conversion from assent to consent is somewhat
disappointing.

Legal Postscript

Under the principle of autonomy, every individual has the right of
self-determination unless the law restricts that. In our business,
the relevant legal restrictions mostly fall into one of two categories:

a) Status-based: an individual’s rights are restricted on the
basis of some general parameter, and the most common of these
is age, with individuals held not to have capacity to give consent
until the attainment of an age defined by national legislation.

b) Function-based: an individual’s rights are restricted due to
some functional deficit as it exists in the specific individual, the
most common examples in our business being those of adults with
incapacity, due to some underlying functional mental impairment
which meets predefined criteria, or to unconsciousness, such that
the individual cannot give meaningful consent.

Another individual who is legally competent (a proxy) may
give permission for such a subject to be enrolled in a clinical
trial, as long as the subject does not express clear dissent. Where
possible, such subjects should be asked for their assent. For
minors, the proxy is most commonly the parent or legal guardian,
who has a legal duty of care towards the child. For adults with
incapacity (incapax), the proxy may be an individual who has legal
responsibility for the incapax, or another family member or close
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friend who can reasonably be expected to give effect to the wishes
of the incapax, had the incapax been able to express them. Where
such an individual cannot be identified, provisions exist in most
countries for the interests of such subjects to be protected in other
ways.

Legally, the right to proceed on the basis of proxy permission
(plus subject assent, where applicable) lapses once the subject
gains or regains the right of self-determination. In adults with
incapacity, that may be the return of consciousness, or the
improvement of a psychological condition using agreed criteria
for assessment. For minors, the right to self-determination occurs
upon attainment of the age at which national legislation accords
the subject legal capacity (always assuming that the now-adult is
legally competent). Assent and consent are distinguishable, and
assent can never stand alone — it must always be accompanied by
the permission of a parent or legal guardian.

Although the CTR is an item of European legislation, the
position is similar in the USA, in that parental permission for a
child to participate in a clinical trial lapses once the former child
attains legal competence, although, historically, US Courts seem
to have been more accommodating of a “best interests” approach
guided by the physician-investigator’s opinion.
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