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Abstract: The exclusion of the elderly and people
with disabilities from cancer clinical research
without appropriate justification is discrimina-
tory and is at odds with the ethos of EU principles,
laws and research regulations. It further limits
study generalizability. Several primary EU laws
fronted by the European Charter prohibit engag-
ing in disparate impact discrimination on the
grounds of age and disability in all of EU tasks.

long faced a paucity of opportunities to enroll

in innovative cancer clinical research due to
exceedingly restrictive trial criteria and consequently
raise ethical concerns about their rights as research
candidates.! Recent systematic reviews of older adult
participation in cancer clinical trials highlighted the
multi-pronged complexities of their enrollment and
retention in clinical trials? despite the disproportion-
ately higher rate of cancer in this age group. People
with disability also frequently face similar challenges
as their disability is commonly used as an exclusion
criterion.? Further, those with cognitive/intellectual
disability or poor “performance scores,” a measure

Elderly people and persons with disability have
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of physical functionality, have often been an historic
exclusion of most cancer trials.*

Clinical trials are considered the gold standard for
evaluating the efficacy and safety of new medicinal
therapies that eventually establish standards of care.
Clinical trials, particularly in the field of cancer, have
vastly expanded in recent decades, and their pivotal
role in cancer care is reinforced by the plethora of
emerging cutting-edge immunotherapy, cellular ther-
apy, and biomarker-targeted therapies integrated with
the broad use of innovative diagnostic and therapeutic
techniques that defined precision medicine and which
has burgeoned a previously inconceivable impres-
sive development in the cancer therapy landscape’
and improvement in cancer-related outcomes.¢ This
is achieved through extensive investigation which
includes a series of clinical trials; starting with deter-
mining the optimal dose of the anticancer interven-
tion, how humans metabolize it, and any potentially
harmful side effects (Phase I), then determining its ini-
tial efficacy in humans while continually monitoring
for potential toxicities (Phase IT) and finally determin-
ing its therapeutic efficacy in comparison to standard
of care (Phase III). When successful, the European
Medicines Agency (EMA) — the responsible body
for the scientific evaluation, supervision and safety
monitoring of medicines (i.e. pharmacovigilance)”
and promotion of human health in the EU — can then
use their results to approve new therapeutics and/or
new indications for existing therapeutics. Phase IV
studies are conducted after a therapy is provisionally
approved by EMA and provide additional effective-
ness or “real-world” data on the therapy. Despite the
recognizable benefits of clinical trial participation,
older adults and persons with disability have been

EMERGING TECHNOLOGIES TO STOP BIOLOGICAL TIME ® FALL 2024 717

The Journal of Law, Medicine & Ethics, 52 (2024): 717-730. © The Author(s), 2024. Published by Cambridge University Press on behalf of American Society of
Law, Medicine & Ethics. This is an Open Access article, distributed under the terms of the Creative Commons Attribution licence (http://creativecommons.org/
licenses/by/4.0), which permits unrestricted re-use, distribution and reproduction, provided the original article is properly cited.

DOI: 10.1017/jme.2024.140

https://doi.org/10.1017/jme.2024.140 Published online by Cambridge University Press


https://doi.org/10.1017/jme.2024.140

INDEPENDENT

systematically excluded from randomized clinical tri-
als. Studies reported that less than 5% of all eligible
adult patients with cancer, regardless of their back-
ground, actually enroll.# The recent COVID-19 pan-
demic exacerbated the pre-existing unequal access to
healthcare services for older adults and persons with
disabilities. It led to, amongst other emerging regional
challenges, the reevaluation of the EU’s laws and poli-
cies for human health agenda.? Blanket exclusions in
some trials in the interest of preserving patient safety
may be clinically necessary as it is at the heart of most
such exclusions. But too-tight criteria end up keeping

EU treaties as per Article 6(1) of the TEU, such that
the Court of Justice of the EU (CJEU) can draw upon
it when adjudicating rights to health across the EU.
Article 25 of the Charter articulates further the rights
of the elderly.** The rights of persons with disability
are protected under Article 26 of the same Charter'
which prohibits against their discrimination on dis-
ability grounds and recognizes their rights to inte-
gration. The Revised European Social Charter of the
Council of Europe through its treaty system guaran-
tees, inter alia a range of human rights, the right to
health with specific emphasis on protection of such

There are currently no legal provisions requiring investigators to justify
exclusionary criteria. It can be argued that in the interest of patient safety
such patients are excluded where “risks which may be incurred by that person
are not disproportionate to the potential benefits of the research.”

This would be in line with the ethical principles of research subjects’
protection and a tenet of the medical professional.

out the patients most in need and exacerbate existing
cancer health disparities. Further, many exclusions
are not well-justified. Pertinently, such exclusions
limit the scientific reproducibility of data essential in
evaluating the efficacy, dosage, and adverse effects of
the treatments in older adults and people with disabil-
ity and ultimately threaten equitable access to cancer
therapies.

Legislative procedures are in place to ensure ade-
quate standards of healthcare are exercised and main-
tained by healthcare providers and researchers alike.
In the European Union (EU), EU Treaties represent
the legal foundation for the adoption of any EU leg-
islation, with the Treaty on European Union (TEU)
as its backbone and the Treaty on the Functioning of
the European Union (TFEU) outlining specific provi-
sions to the policies and institutions. Article 3(3) and
(5) of the former™ encourage promotion of “scientific
and technological advance” and “protection of human
rights,” respectively, with the latter providing more
explicit emphasis on public health matters. Article 19
(ex Article 13 TEC) of the TFEU, which aligns with
Article 21(1) of the Charter of Fundamental Rights
(CFR), empowers the EU with the competency to
adopt legislative acts on prohibition of discrimination
on several social grounds, including age and disabil-
ity.”2 The CFR, which serves as a point of reference
in EU law and is embedded into the EU constitution
with the Lisbon Treaty, has the same legal value as the

718

rights of vulnerable persons including the elderly and
those with disabilities.!® It goes further in stipulating
non-discrimination in its clause as enunciated in its
article E.”” Drawing on the core principles of the Euro-
pean Convention on Human Rights,'s the Oviedo Con-
vention¥ — the Council of Europe’s legal regulation
and the only international legal binding tool that sets
provisions on protection of human rights in the field
of biology and medicine — aims at protecting, with-
out discrimination, the bio-rights, integrity, dignity,
safety and identity of all human beings where biology
and medicines is applied. It also aims at promoting
scientific and biotechnology developments and whose
principles are applicable to any medical act including
biomedical research.2° It upholds the concept of equi-
table access to health care as articulated in article 3 of
its general provisions.2! These rights are also protected
under the 2006 United Nations (UN) Convention on
the Rights of Persons with Disabilities,?> which the
EU endorsed in 2010 and reflected on with the core
elements of European Disability Strategy 2010-20.23
Specifically, this paper explores its preamble, which
highlights provisions for undertaking particular pro-
tection to those who may be deemed vulnerable in the
context of research.?* Similarly, the Convention on
the Rights of Persons with Disabilities, which stands
as an integral part in the EU legal order?s enshrines
the equitable access to all human rights and dignity
for all persons with disabilities.?¢ By extension, the EU
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pharmaceutical legislation — the EU Regulation No.
536 of 2014,27 hereinafter EU-CTR, which replaced
the EU Clinical Trials Directive, enacted as of Janu-
ary 31st, 2022, contains provisions outlining the prin-
ciples of the draft guidance on diversifying clinical tri-
als through fairer representation of the traditionally
underrepresented and underserved groups. It places
emphasis on diversity as depicted in the following
text: “Unless otherwise justified in the protocol, the
subjects participating in a clinical trial should repre-
sent the population groups, for example gender and
age groups, that are likely to use the medicinal prod-
uct investigated in the clinical trial...”?® It also contains
additional prescriptive rules on the inclusion of vul-
nerable groups including “frail or older people, peo-
ple suffering from multiple chronic conditions, and
people affected by mental health disorders, medicinal
products which are likely to be of significant clinical
value should be fully and appropriately studied for
their effects in these specific groups..”? and “persons
deprived of liberty, persons who, due to a judicial deci-
sion, cannot take part in clinical trials, and persons,
who due to their age, disability or state of health are
reliant on care and for that reason accommodated in
residential care institutions, that is accommodations
providing an uninterrupted assistance for persons
who necessitate such assistance, are in a situation of
subordination or factual dependency and therefore
may require specific protective measures™° in clinical
trials. The EU-CTR’s deliberate and purposeful inclu-
sion in clinical research serves as an added protection
for such vulnerable groups and supports the valida-
tion of best management on a clinical trial.

The EU legislation under Article 1793 and 182(1)
TFEU provides measures to encourage research. This
includes galvanizing pharmaceutical companies to
develop medicines and technologies for rare condi-
tions such as cancer through a system of obligations,
rewards and incentives such as fee deductions when
obtaining scientific advice from EMA to encourage
manufacturers to research and develop medicines for
specific patient groups. Additionally, the Commission’s
Europe 2020 strategy,?> which is a “watered down” ver-
sion of the 2000 European Council Lisbon Strategy?3
following the European financial crisis, maintains
its initiatives to invigorate economic growth through
research and innovation amongst other targets. Under
EU law, the EMA, whose recommendations are what
determines the legally binding decisions issued by the
European Commission (EC), can publicize areas of
unmet need for new medicines to encourage interested
parties to research them. The EU-CTR obligates aca-
demic and pharmaceutical institutions that develop

and host clinical research to provide equal access to
participation in clinical trials for elderly patients and
those with disability. Yet despite such obligations and
provisions stipulated in EU legislations and directives
and international laws, older adults and persons with
disability remain starkly underrepresented in cancer
clinical trials, an issue that has been long-standing,
deeply entrenched and steadily increasing over time.3*
Further, the apparent incongruity of legislative calls
for equity and implementation in cancer research
highlights that there are still ongoing challenges in
this area for law and regulation. There are currently
no legal provisions requiring investigators to justify
exclusionary criteria. It can be argued that in the
interest of patient safety such patients are excluded
where “risks which may be incurred by that person
are not disproportionate to the potential benefits of
the research.”?® This would be in line with the ethi-
cal principles of research subjects’ protection?® and
a tenet of the medical professional.?” Little attention
has been focused on the role of clinical trial design in
addressing equity of access to the underserved popu-
lations and whether easing, or better yet modernizing
inclusion criteria to include these population. Broader
questions are also raised about the ways in which a
culture of implementation on one hand and respect
for law and ethical obligations on the other plays a
fundamental (and not necessarily always beneficial)
role in shaping cancer healthcare research practice,
as neither has used the full arsenal of legal and policy
tools at its disposal to push for equal access. Further,
concerns have been raised about the apparent lag but
also challenges of regulating risks of a rapidly evolving
field of techno-scientific research.?® This leaves us with
important questions regarding the extent to which EU
laws, with its model for advanced and well conformed
regional and constitutional order and where a right
to research is well embedded in law and in policy, can
and/or should shape the contours of cancer research
and care. Additionally, whether its “Right to Research”
has conceptualized inclusivity and diversity of clinical
trial participants through impartial representation of
the underrepresented patient groups.

In the first part of the paper, I have focused on
the legally binding EU-CTR inclusivity provisions
for older persons and persons with disability given
their inter-relatability to evaluate the congruence of
recently registered clinical trial protocols with these
groups in cancer clinical trials through qualitative and
quantitative analysis of eligibility criteria. I will next
examine the implications of Charter and EU-CTR on
cancer clinical trial protocols with particular interest
centered on examining the eligibility criteria trends for
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EU-based cancer trials for older patients and patients
with disabilities. I will then consider the prohibition
on discrimination that EU legislation and by extension
enunciated by EU-CTR and the unique challenges of
applying Charter in cancer clinical research context.
Finally, I will offer reccommendations on what regula-
tory gaps need to be identified and how they can be
filled. Consistent with this approach, this paper does
not discuss non-EU laws, nor does it explore non-EU
legal instruments for the purpose of EU law, which are
beyond the scope of this paper.

Methodology and Data

An advanced search function on beta.ClinicalTrials.
gov was conducted on May 5th, 2023, using the fol-
lowing search filters: lymphoma; interventional stud-
ies; each individual EU member state (inclusive of
Iceland, Norway and Liechtenstein as the EU-CTR
is applicable in these countries); age groups of adults
(18-65) and older adults (65+) and start date between
January 31st, 2022 and May 5th, 2023 inclusive. Lym-
phoma was chosen as the representative category of
cancer subtype for several reasons; it is a frequent
cancer in older patients with 50% of cases occurring
in patients aged 65 and older,? the author’s special-
ist interest and author’s access to full study protocols.
Only interventional studies, irrespective of phase,
were included as the EU-CTR only regulates this cat-
egory of clinical trials. As the EU-CTR became effec-
tive as of January 31st, 2022, the search only included
those trials registered on or after that date.

Each trial protocol was evaluated for whether eli-
gibility criteria stated an age limit and whether a pre-
existing disability (unrelated to the lymphoma diagno-
sis) was an exclusion criterion. Age discrimination or
ageism was determined as explicit where age cut-offs
for clinical trial eligibility was noted or implicit where
it limited access or created barriers to clinical trial eli-
gibility. As for disability, there is no other harmonized
definition, at least in the EU. In EU law, the concept of
disability does not have a common definition and cur-
rently depends on the definition used by each member
state’s law. Nonetheless, both the EU and its member
states refer to the definition conceptualized in Article
1 of the United Nations Convention on the Rights of
Persons with Disabilities,* which is adopted by the
CJEU and revised in 2013 and corollary, as inter-
preted in EU secondary legislation. It refers to “an
impairment that is ‘long term’ and which, in the field
of professional life, ‘hinders an individual’s access to,
participation in, or advancement in employment.”*!
For the purposes of this study and in line with the
aforementioned definition for disability, any of the fol-
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lowing categories were considered as disabilities; cog-
nitive/intellectual, psychiatric, visual, hearing, speech,
communication and/or mobility. Protocol evaluation
also included whether the protocol provided justifica-
tion for the exclusion and whether reasonable adjust-
ments/measures to support disability were explicitly
permitted for the given disability and/or investigator
discretion through a review of wording of the protocol.

Results

A total of two hundred nineteen clinical trial proto-
cols were identified that met the search criteria and
were analyzed. One hundred forty-two studies were
excluded as they were duplicates. The final analy-
sis included seventy-seven clinical trials. Upper age
restriction enrollment criteria were identified in
eleven (14%) trials. Only four (5%) of the trials were
designed specifically to include older patients. People
with mobility disability, determined by the study pro-
tocol as those who at best are “capable of only limited
self-care; confined to bed or chair more than 50% of
waking hours™?2 and/or “requires occasional assistance
but is able to care for most of personal needs,*3 were
excluded in forty-six (59.7%) reviewed studies. Only
six trials explicitly permitted their participation in the
trial with a further one only if their performance status
improved upon pre-phase treatment. Twenty (26%)
protocols permitted investigators’ discretion to include
and/or exclude participants. Qualitative analysis
revealed that some protocols provided this discretion
based on concerns for participant safety or compliance
with the investigational treatment, such as “concurrent
severe and/or uncontrolled concomitant medical con-
ditions (e.g., active or uncontrolled infection or renal
disease) that could cause unacceptable safety risks or
compromise compliance with the protocol.” One pro-
tocol permitted discretion on the basis of investiga-
tor’s opinion of expected survival beyond twenty-four
weeks. Reasons for exclusions were noted as chronic
illnesses in fifty-two (67.5%), psychiatric in twenty-
three (30%) and cognitive or intellectual disability in
thirteen (17%). Only six trials specified severity of the
disability with “severe” deemed as an exclusion crite-
rion. A very limited number of trials excluded partici-
pants on the basis of the patient’s need for long-term
care (3) and only one excluded participants with visual
disability. None of the trials excluded participants with
hearing or speech/communication-related disabili-
ties. Relatively few study protocols included justifica-
tions for these disability-related exclusions. The total
frequency of justifications for exclusions was forty-six
(60%) and seventeen (22%) by disability. The justifica-
tions for exclusion of people with cognitive and intel-
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lectual disabilities typically concerned capacity to con-
sent or “interfere with the participation or completion
of the protocol.” The justifications for exclusion in the
psychiatric illnesses were primarily phrased in terms of
safety or potentially “makes the patient unable to com-
ply with study procedures and visits.” Only twenty-six
(84%) justifications were specific and appeared to be
rooted in safety concerns.

Discussion

These are just a few of the many cancer studies show-
ing that, despite the EU-CTR recommendations,
elderly patients and persons with disability are still
underrepresented in cancer trials, and data on jus-
tification of exclusions are often missing in approval
documents. A 2014 study which analyzed the par-
ticipation of older people in preauthorization trials of
recently approved medicines found that approximately
a third of clinical trials excluded people purely on the
basis of age.** The PREDICT stud,y which examined
the professional views across nine European countries,
found that older people and those with comorbidity
continue to be excluded unjustifiably from clinical tri-
als, with 87% agreeing that exclusion from clinical tri-
als on age grounds alone was unjustified and 79% and
73% deemed under-representation of older people in
trials caused difficulties for prescribers and patients,
respectively.* Inflexible trial protocols that dispropor-
tionately penalize people from disadvantaged groups
only serve to widen the disparity gap. Of course, the
inclusion of patients with multi-morbidity — addi-
tional health conditions and polypharmacy — when
people are prescribed multiple medications, can be
seen as inconvenient since it increases variation in out-
comes and challenges the principle of standardization.
Further, the physiological effects of aging coupled with
comorbidity and polypharmacy could alter the effi-
cacy of a cancer drug. Additionally, older persons are
renowned to be at a higher than expected increased risk
of adverse drug reactions*¢ and drug-drug and drug-
disease interactions given the frequent polypharmacy
and particularly in cancer care settings.*” But consider-
ing that continuing to prescribe ineffective medicines
is expensive, which would unnecessary drain resources
of already-overstretched healthcare systems, a major
overhaul of current practice to explore the roles and
limits of the law and ethics in regulating cancer health-
related research ought to be conceptualized.

Age and Disability: Scope of the Problem,
Ethical Relevance and EU Discourse

A fundamental determinant of health in the EU, age
and disability continue to shape access to important

healthcare resources, including cancer clinical tri-
als. Health is a very expensive item in any EU mem-
ber state and, as such, healthcare expenditures are of
prime concern for the EU’s budgetary and its member
states’ long-term economic viability which drive its fis-
cal governance. In 2021, the general government total
expenditure on health alone in the EU amounted to
€1,179 billion or 8.1% of GDP.*8 For the older patient,
access to life-sustaining preventive care and treat-
ments is often limited by explicit or implicit age-based
criteria. In fact, access to virtually all types of health-
care, ranging from routine preventive cancer screen-
ings such as mammography or colonoscopy to more
expensive life-sustaining treatments is limited by age-
ist policies. A study of over 9,000 hospitalized patients
predating COVID-19 noted that healthcare profes-
sionals were significantly more likely to withhold life-
sustaining treatments for older persons, even after
adjusting for patients’ prognoses and preferences, a
practice that persists to date.*® This particularly fea-
tures in countries with nationalized health insurance.
In cancer trials, only 24% of participants are aged 70
years or older despite constituting 42% of the total
cancer population.’® Cancer is primarily a disease of
aging. And with the world’s population aging, so does
the incidence of older people with cancer increase.
The EU is no exception, as its demographic aging is
likely to become of major significance in the coming
decades, not just driven by rising life expectancy, but
also superimposed by the consistent decline in birth
rates. Based on the 2022 EU census, people aged 65 or
older represented 21.1% of the population which is up
by a 0.3 percentage points (pp) from the previous year
and 3.1pp compared with 10 years earlier.” Therefore,
the pervasive issue of aging requires fuller recognition
in the health research context.

With the exception of Charter, the TFEU and the
Revised European Social Charter, age is typically not
included in international human rights laws’ and trea-
ties’ provisions for non-discrimination and equality.
Perhaps this stems from the notion that age does differ
from other non-discrimination societal characteristics
covered under EU law in certain valid circumstances,
forinstance, when itis deemed a rational and legitimate
reason for distinguishing between different groups of
individuals not applied to the other nondiscrimina-
tion grounds. As alluded to earlier, it may be grounded
in rational considerations aimed at serving member
states’ finite resources and its individual respective
social, fiscal and economic objectives, thereby it can
be argued as not a “serious form” of discrimination.5?
Though age discrimination remains off the list of par-
ticularly suspect grounds that require “very weighty
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reasons” such as ethnic origin or gender, for instance,
age may fall under the category of “other status” in the
European Court of Human Rights (ECtHR).?3 Further,
non-discrimination on grounds of age is accepted by
the CJEU as a general principle of EU law.5* Notwith-
standing, these provisions advocate non-discrimina-
tion and equal treatment as part of their ethos and
permit allowances for difference in access to health
care facilities insofar as a proportionate, reasonable
and objective justification and as has been epitomized
in the UN Committee on Economic, Social and Cul-
tural Rights; “In order to eliminate substantive dis-
crimination, States parties may be, and in some cases
are, under an obligation to adopt special measures to
attenuate or suppress conditions that perpetuate dis-
crimination.” This has also been stipulated in the EU-
CTR: “a justification for the gender and age allocation
of subjects and, if a specific gender or age group is
excluded from or underrepresented in the clinical tri-
als, an explanation of the reasons and justification for
these exclusion criteria.”s> Further, the UN Economic
and Social Council declared that “such measures are
legitimate to the extent that they represent reasonable,
objective and proportional means to redress de facto
discrimination and are discontinued when substantive
equality has been sustainably achieved.”® And whilst
explicit age-based criteria have been removed, implicit
age bias remains in effect, limiting access through
referral patterns and other barriers. In healthcare, age-
based rationing of critical, life-sustaining care has yet
again become explicit during the time of COVID-19 as
a solution by many healthcare systems worldwide to
curb the challenges of critical shortages of ventilators
and intensive care unit beds.’” I take an exceptional
view on this as these strictly age-based criteria clearly
discriminate by age and do not allow consideration
of differences in long-term prognosis, functional sta-
tus, and patient preferences. The extant notion that
“older adults are expendable™s® reflects the disturb-
ing and pervasive problem of ageism. Whilst they are
often viewed as an economic strain on resources and
frequently presenting various egregious challenges to
labor markets, government tax, government spending
and the wider economy, a recent economic analysis
contradicted this. In the latter, it noted that adults in
Europe and the US aged 60 and over were estimated to
make contributions to the economy in the order of over
$250 billion per year.>

Further, and on broaching the matter of persons of
disability, the prevalence of physical disability rises as
age increases, with more than 46% of persons aged
60 years and over having some form of disability.6°
The levels of people with disability inclusivity in can-
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cer trials is illustrated by the outcome gaps between
people with and without disabilities.®* Over 1 billion
people (15% of the global population) have a disabil-
ity. There is no complete statistical assessment of dis-
ability in the EU, but based on data from the World
Health Organization (WHO), there is an estimated
135 million people in Europe who live with disability
and 6-10 percent of people are living with a disabil-
ity in member states of the WHO European Region.
Unlike age, the ground of disability has progressively
become a separate yet complex and stratified sector of
EU law.%2 Despite the many laws worldwide prohibit-
ing disability discrimination, suboptimal cancer care
because of late diagnoses and/or inadequate treat-
ments that are not adapted for their specific needs
and circumstances are commonplace. Much like older
patients, understanding cancer treatment tolerance
and outcomes for people with disability with under-
lying comorbidities that contribute to their disability
is marred by their exclusion from clinical trials, thus
limiting robust, scientific-based qualitative evidence
that helps guide treatment decisions.?® The dearth of
data also limits access to the potential benefits of par-
ticipation, jeopardizes the generalizability of research
findings, and makes it harder to gauge the impact of
cancer drug interventions on older people and people
with disabilities and to study the effects of legal and
policy interventions. Health funders/insurance pro-
grams may inappropriately limit access to needed
drugs, therapies, or devices for people with disabilities
based on health technology assessments of compara-
tive product effectiveness and safety, cost-effective-
ness, and societal benefit derived from study findings
that excluded them from participation.®* Whether
their purported worse overall survival and/or progres-
sion-free survival rates is directly attributed to their
underlying conditions remains unclear as a result.6
In clinical trial settings, one confounding measure of
physical (dis)ability is performance status (PS). It is
one of the most common eligibility criterion in oncol-
ogy trials with several trials excluding poor-function-
ing participants in favor of high-functioning ones on
the basis of traditional and perhaps outdated scales
that were designed to determine the ability of the
patient to tolerate therapies in serious illness, specifi-
cally for chemotherapy. The underlying cause for poor
PS, however, is not always articulated in their exclu-
sion criteria, which is pertinent in oncology settings
as disease burden can contribute to poor PS and the
intervention under investigation as well as improve
it. But also, PS is inherently subjective with interra-
ter variability, thus opening potential for bias particu-
larly for patients at the borderline between values.%6
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Further, clinicians often assign older patients higher
numeric PS scores than younger ones, despite lack of
objective difference in measured physical activity.6” In
addition, currently used PS scales are inadequate in
patient aged 65 and over as it is less predictive of can-
cer-related outcomes in this population.®® Restrictive
PS eligibility criteria contribute to the pervasive age
disparity between trial participants and the overall
cancer population, raising concerns about whether PS
is unjustly limiting older populations’ ability to par-
ticipate in trials. About one-third of the clinical trials
have eligibility criteria that directly excludes individu-
als with intellectual disability or cognitive impairment
based on their diagnosis or legal capacity to provide
consent, and about two-thirds of clinical trials have
eligibility criteria excluding individuals who might
not be able to read or write, lack such functional skills
as self-care skills or the ability to read and write, do
not have access to technology, or who, in the view of
the research team, are unable to complete study pro-
cedures, safely engage in the research, have the neces-
sary health status or may otherwise confound study
findings. These are exclusion criteria that adults with
intellectual disability may be more impacted by due
to systemic oppression and other social factors.® The
ECtHR statutes require covered entities to take affir-
mative steps to facilitate the inclusion of people with
disabilities, provide reasonable accommodations and
make modifications to permit access. This obligation
is not, however, unlimited; for instance, covered enti-
ties are not required to make modifications that would
constitute a “fundamental alteration” of the program
or service in question. However, they represent a set
of responsibilities that go beyond what many inves-
tigators may be familiar with from other interpreta-
tions of nondiscrimination. More explicit justification
of eligibility criteria would permit rational evaluation
and review to determine whether accommodations or
alternatives are possible.

Exploring the Legal Scopes of CFR in
Clinical Research and the Role of EU-CTR
Equality and non-discrimination are well grounded in
the philosophical, political and constitutional tradi-
tions and fabric of the EU.70 The CFR, which is regarded
as the social constitution of Europe, enshrines these
traditions into EU law as rights for EU citizens and
residents. Following the entry into force of the Treaty
of Lisbon in December 2009,” the CFR attained a
legally binding status. Title III (Articles 20-26) of
the Charter prohibits discrimination on any grounds
and without prejudice to any of the associated trea-
ties.” The Charter also stipulates that such prohibition

extends to the right to access of all aspects of health
care.” It calls for strengthening provisions that protect
the fundamental rights within each member state in
the face of socioeconomic progressions and scientific
developments through making these rights more vis-
ible. It prohibits discrimination that may have a dispa-
rate impact on those that are most likely vulnerable as
set out in its Article 21(1). Specifically, it recognizes the
rights of the elderly in article 25 and persons with dis-
ability in article 26. However, the provision in Article
21(1) of the Charter “only addresses discriminations by
EU institutions and bodies, when exercising powers
conferred under the Treaties, and by Member States
only when they are implementing Union law. It does
not create any power to enact anti-discrimination laws
in these areas of Member State or private action, nor
does it lay down a sweeping ban of discrimination in
such wide-ranging areas”. Article 19 of the TFEU fur-
nishes six grounds where appropriate action to combat
discrimination is mandated and without prejudice to
other provisions of the Treaties under special legisla-
tive procedure.” Age and disability are each one of
these six grounds. It further establishes, as previously
stated, that “the European Parliament and the Council,
acting in accordance with the ordinary legislative pro-
cedure, may adopt the basic principles of Union incen-
tive measures, excluding any harmonization of the
laws and regulations of the Member States, to support
action taken by the Member States...”” in support for
achieving its primary objectives of non-discrimination.
Unlike Article 21(1), this may cover actions of member
state authorities and private individuals in any area
within the scope of the EU’s powers.

Though not as specifically defined as in the CFR, the
EU-CTR laid out provisions for expansive promotions
for equal access to participation in clinical trials estab-
lished by sponsors in the EU member states. As the
EU’s pharmaceutical legislation, the EU-CTR effec-
tively became directly applicable domestic law in all
EU member states as of January 31st, 20227 and con-
sequently, explicitly requires states to legislate on pen-
alties for the infringement of the regulation.”” Explicit
discrimination can sometimes be difficult to prove but
where it demonstrated, Title VI (Justice) of the Char-
ter” permits institutions, bodies, offices and agencies of
the Union to execute Title III provisions as part of the
Charter’s scope;™ i.e. the right to an effective remedy
— a condition sine qua non for the effective guarantee
of the Charter’s preamble. However, only the govern-
ment of each member state and not an individual, and
that generally through a parliamentary act, can decide
how to act and what penalties it may enforce for when
a clinical trial violates regulation. National medicines
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regulators within each member state are empowered
by the EU-CTR to oversee and enforce the regulation.
They are specifically tasked to monitor the trial spon-
sors in their country®© and enact corrective measures.?!
Therefore, the enactment of clinical trial conduct in
each country will depend not only on their respective
legal framework, but also on how proactive national
regulators are. Further, it has been argued that the
purpose of the changes introduced in EU-CTR serve
to optimize the pharmaceutical market, ergo profit
over key public health objectives of protectionism of
research outcome and its participants.s2 In doing so, it
bears the potential for skewing and/or even overlook-
ing more pressing health conditions such as cancers in
the already underrepresented patient groups, thereby
exacerbating inequity rather than mitigating it. The
EC has the overall duty to ensure the application of EU
law in all member states # and supervises the enforce-
ment of the regulation by the national medicines agen-
cies. Where a member state does not comply with the
law, the EC has the power to initiate an infringement
procedure.?* In this, the EC first notifies the infring-
ing member state with a so-called “Reasoned Opinion,”
giving the member state the opportunity to reply and
come into compliance. If the Commission is still unsat-
isfied, it can bring the infringing member state before
the CJEU. If the court finds that the member state has
indeed infringed the law, it can impose a fine for every
day that infringement continues.®* The EC has made
it clear that the provisions of the Charter apply to all
of the operations of the EU in all their actions and to
member states when they are implementing EU law,
and, thus, by extension, pharmaceutical industries of
the EU that sponsor clinical trials and EU medical
establishments that sponsor and/or conduct them are
not exempt. One may argue that the Charter’s obliga-
tion does not extend to extraterritorial third parties
and could well amount to a regulatory insufficiency.
That is, there is insufficiency within the relevant Char-
ter’s rules to recognize the rights of those protected
under its scope of application beyond the EU and, in
turn, this means that the regulatory domain in which
Charter operates is itself fundamentally deficient. This
deficiency, it is argued, is counterbalanced by a pro
homine clause within its Article 53 scope on the non-
restrictive level of protection of fundamental human
rights being complemented by the ECtHR (as articu-
lated by Article 52(3)), but also international human
rights law embolden the EU’s obligations within the
normative precept to safeguard and preserve such
rights beyond its borders where core substantive rights
protected under the Charter are at stake.®¢ It is through
the ECtHR’s inherent primacy in the EU’s fundamen-
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tal legal order, reinforced by the Charter’s catalogue of
rights, which prevails over EU secondary legislation
and is directly applicable for the purpose of interpret-
ing the fundamental rules of the Charter. And it is
incumbent on the CJEU as the judicial body to safe-
guard those rights recognized by the ECtHR in the EU
legal order when interpreting and implementing EU
law and the Charter.

In sum, Title III of the CFR is designed to provide
comprehensive protections and promotions that man-
date fundamental rights to EU citizens in terms of
equal access to the life and work within EU member
states and European Economic Area (EEA) countries.
It applies to all national authorities and EU institu-
tions and bodies that implement EU law in all their
actions. However, both researchers and sponsors have
paid little attention to how the Charter applies in the
research context. It is these implementation issues
that I will address next.

Limitations to Implementation of the CFR
Specific to Clinical Trial Settings

Building on the above, the Charter’s preamble embod-
ies the EU’s consensus on commitment to respecting
fundamental rights inclusive and not limited to pro-
visions of expansive protections that mandate equal
access to all aspects of healthcare including clinical
trial participation. It prohibits discrimination on sev-
eral grounds with age and disability included. Title III
addresses this where it specifies that “Everyone has the
right of access to preventive health care and the right
to benefit from medical treatment under the condi-
tions established by national laws and practices. A
high level of human health protection shall be ensured
in the definition and implementation of all the Union’s
policies and activities.”s” The phrase “high level of
human health protection shall be ensured” represents
certain normative responsibilities and provisions in
clinical research settings including, but not restricted
to, health promotion, care, and support. From a con-
stitutional perspective, the Charter being a primary
EU law lays down the general principles of EU law
and aids interpretation and judicial review of second-
ary EU law, as well as national law implementing EU
law. The Charter, however, does not empower the EC
to intervene where fundamental rights are breached,
nor does it render new remedies to effectuate human
rights. Rather, where legal conflict in national or leg-
islative measures arises and/or is incompatible with
the Charter, EU law takes precedence over national
laws of individual EU member states in accordance
with the principle of primacy.?® Primary law instru-
ments do not, however, provide explicit descriptive
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policy measures on how to achieve compliance on the
principle of equality in access to healthcare, nor is it
enforced in clinical research context. Proscription of
discrimination in healthcare on the grounds of age or
disability is also not specifically addressed under EU
secondary law, as it primarily depends on national
regulations and their interpretation of the law. For
instance, the EU-CTR does not specifically outline
non-discrimination protection in access to clinical
trials. It can be argued that clinical trial procedures
can be arduous, overbearing and potentially deleteri-

the essence of the right. This particularly resonates
in utilitarian ethical views when justifying the use of
age as a resource allocation criterion. But even then,
the legal basis that permits such interference must
be defined in terms of its scope and have a close rela-
tionship to the proportionality measure applied. Such
incongruity, which is incompatible with the CJEU as
the fundamental rights tribunal in upholding the rule
of EU law, implores the reexamination of the Charter’s
rules on respect for individual rights in legal disputes
where discrimination against the elderly and people

It follows that although the principle of equality is one of the basic values
enshrined in EU laws, binding normative acts of the EU only marginally
regulate the steadfast issue of equal access to healthcare when faced with
the challenge of limited resources. It requires reflection on appropriate
regulatory responses to equity in cancer research, including the
re-examination of ethical concerns, and an examination of fair access
to innovative research to the underserved populations.

ous for many older patients and those with disability
such that it abrogates their clinical benefit to partici-
pants, but also the associated burden of treatment,
and access difficulties, may form practical barriers.
And given that clinical trials are precisely concerned
with uncertainty in the applicability of an investiga-
tory agent to produce new understandings, failing to
provide equal access to clinical trials does not neces-
sarily harm prospective participants. Further, and
despite their primary status in EU law, the impact of
Articles 21(1), 25 and 26 of the CFR in the develop-
ment of case law pursuant to the horizontal clause of
Article E of the Revised European Social Charter® is
somewhat stifled. This, perhaps, may have curtailed
the instigation of jurisprudence in light of the rules
articulated in Title VII of the CFR regulating its inter-
pretation and application, specifically Article 52(3) on
the relationship between the Charter and ECtHR and
Article 52(1) on justified limitations. In regards to the
latter, the Charter stipulates possible limitations on
the exercise of such rights as it addresses proportion-
ality: “limitations may be made only if they are neces-
sary and genuinely meet objectives of general inter-
est recognized by the Union or the need to protect
the rights and freedoms of others.”° Insofar as limi-
tations are concerned, these are justified if provided
for by law, necessary and genuinely meet objectives
of a general interest, are proportionate, and respect

with disability are concerned. It therefore highlights
the need to develop the notion of reinforcement of the
rigor with which Articles 21(1), 25 and 26 of the Char-
ter are treated as principle provisions for the protec-
tion of fundamental rights articulated in its preamble
and that requires the re-evaluation of the Charter’s
rules and its relationship with EU legislation, and its
provisions designated more broadly to bolstering its
enforcement to mitigate inconsistencies.

Clinical trials provide mutual benefits to both the
participant and the investigator/sponsor. For a can-
cer patient, it perhaps offers the only opportunity to
receive innovative treatment not available otherwise
outside a clinical trial setting, and may even be the
only option where other treatments would be unsuc-
cessful. For sponsors, their participation and inclu-
sivity offers scientific knowledge and provides good
evidential base that an intervention is effective for
different groups without which systematic bias and
underpowered analyses may be a consequence. This
jeopardizes the efficacy of trials and equity of health-
care outcomes. Neither the EU-CTR nor the Charter
provide the right to participate in any particular clini-
cal trial. Further, private actors such the pharmaceuti-
cal companies are under no obligation to comply with
the Charter where an EU task is not performed. Medi-
cal establishments that offer clinical trials must pro-
vide their patients with the opportunity to participate
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on equal terms to foster equitable access to participa-
tion in cancer clinical trials to improve health equity
through access to care. It is likely that those respon-
sible for research processes may not fully appreciate
that CFR’s strict interpretative approach mandates
that eligible patients receive equal access to partici-
pate in clinical trials, even if their participation does
guarantee direct clinical benefit. The vast majority of
researchers do not intentionally discriminate on the
basis of age or disability as they are directed by eli-
gibility criteria and study protocols. Rather, it is the
culmination of implicit, often unconscious biases and/
or multiple barriers to research participation.?

It follows that, although the principle of equality is
one of the basic values enshrined in EU laws, binding
normative acts of the EU only marginally regulate the
steadfast issue of equal access to healthcare when faced
by the challenge of limited resources. It requires reflec-
tion on appropriate regulatory responses to equity in
cancer research, including the reexamination of ethical
concerns, and an examination of fair access to innova-
tive research to the underserved populations.

Recommendations

Promoting clinical trial access diversity for cancer
patients creates participation opportunities for these
marginalized groups that may otherwise have no via-
ble access to innovative treatments. It will also afford
reflections on real world evidence and improves gen-
eralizability of generated research results. Clinical tri-
als must step up to the innovative drug developments
through modernizing their designs. The key to achiev-
ing this is through congruence of the constitution of
clinical trial subjects with the targeted treatment pop-
ulation. However, decisions around eligibility must
be justified at each stage of the trial design and deliv-
ery, to determine which exclusions are necessary and
which are not. Specifically, trial sponsors should justify
exclusion of patients with disability and limit exclu-
sions to those affecting patient safety and trial integ-
rity. It is not uncommon that such protocol-driven
barriers are due to a lack of awareness or enforcement
of existing laws and regulations which could be rein-
forced through accountability to existing regulatory
reviews. For instance, in the case for persons with dis-
ability, the UN Convention stipulates that parties to
the convention should use statistical data to formu-
late and implement policies that “address the barriers
faced by persons with disabilities in exercising their
rights” and “with considerable detail, how the rights it
proposes to protect are to be implemented and guar-
anteed.”? Explicit chronological age-based cut-offs in
cancer trials, for instance, have largely been rejected
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on the premise of age discrimination yet continue to
be applied. Current approaches favor the allocation of
resources based on allowances for the initial severity
of disease (that is, likelihood of survival of the hos-
pitalization) and long-term prognosis (that is, likeli-
hood of survival for five years or more). Assuring equi-
table access to cutting edge cancer therapies to older
patients, who are often disproportionately affected
by cancer, is fundamental for an anti-ageist health-
care system. Promoting geroscience — the research
into the basic mechanisms of aging, pathophysiology
of age-related disorders and development of biologi-
cal treatments to improve clinical interventions, is
part of the solution. Designing elderly-specific trials
that also include older adults, their family caregiv-
ers and geriatric experts helps older patients’ access
better-tailored care, although such stratification has
raised concerns about discrimination, but then such
approach is not dissimilar to pediatric-specific tri-
als. Elderly-specific cancer trials recognize that older
patients are not similarly situated to younger patients,
and have genuinely different needs and ethical entitle-
ments, but nonetheless have a claim to benefit from
research. Their health is different. Their goals of ther-
apy are different. Even their cancer is different with
unique aspects of disease presentation. Strategies to
enhance inclusion should include staff training, mini-
mizing exclusions for stable conditions, involving geri-
atric experts in enrollment procedures, building flex-
ible schedules and approaches for participation, and
enlisting family cooperation and proxy consent. Age
diversity is crucial to securing the evidence that older
patients deserve, and supporting clinicians to pre-
scribe medicines that are effective and provide value
for money. To avoid age-based bias, consensus panels
and involvement of ethics committees should utilize
an interdisciplinary group for complex decision-mak-
ing — including geriatric expertise and considering all
evidence, along with the patient’s and family’s goals
for care to address patient, provider and system fac-
tors and clinical barriers, including patient-level and
provider-level barriers. Equally, trials need to be more
accessible to patients.

In February 2021, the EC presented its roadmap
to achieving this through its Europe’s Beating Cancer
Plan and its flagship cancer equity initiatives®3, which
has worked to address the underrepresentation of
diverse populations in the cancer research field. The
EMA, EU-CTR and relevant oversight bodies should
follow through this vision and promote compliance
with EU laws on equality as part of its remit, by pro-
viding additional clarity for investigators and institu-
tional review boards (IRB) on legal obligations on how
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CFR applies to the clinical research context and best
practices with respect to the inclusion of under-rep-
resented populations, including contemporary exam-
ples of concepts such as reasonable accommodation,
fundamental alteration, supported decision-making,
and similar legal constructs. Further, the EMA can
play critical roles in achieving such outcomes by sup-
porting policies that require representation and pro-
viding funding levels and capacity-building opportu-
nities that provide researchers the necessary resources
and skills to flexibly include adults with intellectual
disability in clinical trials.

The pharmaceutical industry, which sponsors 60%
of clinical trials, is uniquely positioned to drive for-
ward inclusivity. More effective biomarker-driven
therapies warrant reconsideration of the traditional
approaches. Broadening eligibility criteria to be more
inclusive can increase the number and diversity of trial
participants. One way of doing so involves augment-
ing consent capacity through environmental modifi-
cations to increase the understandability of consent
materials; this emphasis on accommodations to enable
equal access is consistent with EU laws. Another piece
involves meaningful assent procedures when some-
one does have a legally appointed guardian. A third
piece requires rigorous scrutiny of eligibility criteria
and their assessment so that criteria are appropriately
justified and assessed via standardized processes. A
fourth piece involves harnessing the concept of “inclu-
sive citizen science” defined by the EC as “any activity
that involves the public in scientific research and thus
has the potential to bring together science, policy mak-
ers, and society as a whole in an impactful way”* to
promote inclusivity and address the unmet needs in
biomedical research; i.e. democratizing science.% Not
only does this align with one of the principles of EC’s
work ethos, but it is also embedded in several EU proj-
ects and initiatives.9 Flear had argued that although
citizen science can be perceived as empowering citi-
zens through their participation in the governance of
research, it has been “institutionalized as part of the
production and legitimation of sociotechnical order” in
EU law and policy that supports market-oriented pri-
orities.%” As citizen science garners increasing interests
in the EC agenda and its stakeholders, it is important
that EU law and policy respond to the nuances that
arise from regulating this field of biomedical research.
As a prerequisite to an adequate regulatory response,
any iterations must take a broader view of what is at
stake and foreseeable risks. Flear’s “key agendas for
further work” would be a start.

Further, implementation of these recommendations
will require greater collaboration, and even co-pro-

duction, of research regulation by various stakehold-
ers in cancer research for a more adaptive, flexible and
proportionate response to equity challenges. This can
result not only in delivering good medical research for
the public good but also incentives following EMA
market approval. Further, I posit that regulatory stew-
ardship requires fuller recognition and better integra-
tion of the approach into the effective functioning of
law and regulation in the health research context to
ground more robustly the moral legitimacy for equity
in cancer research.

Conclusion

Cancer trials have largely been driven by the constant
need for drug development in the realm of precision
medicine. They are the gateway to the development
of any efficacious and safe treatment. The benefits
of each trial must be balanced against the burden
it places on participants. While the EU-CTR has
undoubtedly provided an initial step in driving diver-
sity, if it is to remain “effective and relevant” but also
adaptive to emerging challenges, it must be open to
revisiting and reconfiguring EU laws and policies,%
with proper deliberation and public involvement, with
openness and transparency. As Hervey et al. argues,
for the EU to realize its professed values of respect and
protection of human rights and equality, it must har-
ness the “dynamic potential” of EU health law whilst
ensuring legitimacy measures are under check.? Not
only that, but when doing so, and if law is to adapt
to contemporary research, deliberation and revalida-
tion and not necessarily revision of the law must take
a wider view in recognizing the rights of the under-
served populations within the current cancer research
landscape. Synthesis of regulatory tools is needed
regarding the application of elderly and persons with
disability rights law to clinical research, giving par-
ticular emphasis to participants’ decision-making
autonomy, the need for individualized assessments of
needs, and reasonable adjustments to enable partici-
pation in order to ensure that clinical trial inclusivity
and diversity are being met and monitored. Policies,
law and indeed guidance can play a valuable role in
promoting the ethics of cancer research. Investiga-
tors and sponsors should limit, and RECs, IRBs and
funders should scrutinize, proposed trial exclusion
and broaden inclusion criteria, with special attention
to the terminology and language used in study pro-
tocols. Scientific or ethical justification for exclusions
should be a requirement and critically reviewed. Study
protocols should be planned, and research procedures
and outcome assessment built and/or modified so that
they can be used by and accessible to older persons
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and people with disabilities. Further, I contend that in
addressing the barriers to inclusivity of the underrep-
resented populations through disseminating under-
standing of their nature and through multiple stake-
holders working together to overcome them, provide
an ideal opportunity to make cancer trials much more
inclusive. Whilst cancer research has become increas-
ingly advanced, it is more important than ever to har-
ness legal orders of the EU and ethical frameworks
that safeguard the rights of the underrepresented from
undue institutional bias or influence. While making
full use of the range of medical technologies and ther-
apeutic research modalities, we must strive towards
providing truly personalized research that responds
to the individual cancer needs of every patient-person
over more commercially profitable research. Only if
we achieve this will the EC’s vision of equity be real-
ized. As the Nobel Prize-winning New Keynesian
economist Joseph Stiglitz wrote in his book The Great
Divide: Unequal Societies and What We Can Do about
Them — “Inequality is a choice.” After all, it is not the
patient who is the issue — rather the system that cre-
ates “epistemic injustice” as Flear argues.1°°
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