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| ABSTRACT |

Patient centricity has led to the idea that drugs should answer medical needs not only defined by the medical bodies but relevant
for the patients themselves. This implies that the diversity of the patients should be represented in clinical trials. Disparities in
representation of diverse populations in clinical trials have been well-documented for several pathologies like arterial hyper-
tension, diabetes but also in oncology. Today, Caucasian patients included in clinical trials represent at least 75% of the clinical
trials population even in pathologies where minorities are largely more affected than Caucasians. Filling the gap in diversity is an
important matter to ensure ethics, good practices, regulatory compliance, patient safety and scientific validity. To achieve their
recruitment goals and being patient centric, sponsors and investigational sites need to pay attention of this problem and put in
place specific strategies. Mistrust of patients of minority groups toward clinical research is one of the main barriers along with
lack of access to clinical trials (low awareness, communication barriers, distance to investigational sites). Adapted communi-
cation, community-based strategies are some of the useful strategies directed to the patients. Investigators may not encounter
diverse populations in their area or may not be aware of unconscious bias when identifying patients suitable for a clinical trial.
Looking for referrals and raising awareness of the risk of bias with training on culturally sounded approaches could help inves-
tigators to recruit more diverse populations. Lack of awareness and costs may prevent sponsors to focus on diversity but ethics,
benefits of data acquisition and patient centricity should be enough motivators to modify this trend. Patients, investigators and
sponsors have their own barriers to tackle the lack of diversity in clinical trials. The cultural background of all stakeholders is
an important factor in those barriers. Only multidisciplinary approaches including human sciences would help to define patient
recruitment strategies that would mitigate the current lack of diversity.
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INTRODUCTION |

In the later years, the patients’ status has started to evolved from
a mere subject to a stakeholder in drug development, with a raise
of patient centricity approaches."” The expectations from patients,
voiced today mainly by patient advocacy groups, need to be taken
in account.

One of these expectations is the accessibility of the drugs
or medical devices to the patients who may benefit from them and
accessibility in a form, dosage and administration adapted to their
needs.

For this, the patient population pooled in clinical trials
needs to reflect the reality of the patients having the disease or
condition.

Patient recruitment is influenced at all levels by the cul-
ture of the different stakeholders engaged in its process. While
some elements, more pragmatic, are taken into account when plan-
ning a clinical trial (translation and customization of documents),
the cultural factors that may affect patients and investigators, are
barely considered.? Nonetheless, this factor is of upmost impot-
tance if we want to achieve patient centricity and ensure efficacy
and safety of drugs, in particular when recruiting culturally diverse
populations.
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While ethnicity may be discussed for specific trials involv-
ing Japanese or Chinese subjects due to regulatory requirements,
most of the literature discussing cultural diversity in patient re-
cruitment in clinical trials originates from the USA and a wide lit-
erature is now available approaching the topic from different per-
spectives (scientific, sociological, legal, ethical, etc.).

Before describing the current panorama of patient re-
cruitment and diversity in clinical trials, it seems important to clar-
ify and explain the connection between terms.

Patient centricity has been defined as Putting the pa-
tient first in an open and sustained engagement of the patient
to respectfully and compassionately achieve the best experience
and outcome for that person and their family’? In clinical trials,
this would translate in patient involvement in protocol design and
consistent efforts to decrease the burden during the study execu-
tion and in the patient recruitment process. It would be ration-
al to assume that different cultural background would affect the
experience of patients and thus, that patient centricity cannot be
achieved without considering diversity. It is also worth to highlight
that patient centricity and diversity considerations are important
focus for a large number of medium and large biopharmaceutical
companies.

Disparity in representation is defined in this article as the
difference of the relative participation of a group in clinical trials
related to the relative proportion of this group in the population
having a disease or condition.

The use of diversity and minorities terms needs also to
be clarified. While diversity focus on the inclusion of different
types of people,’ minorities refers not only as a part of a popu-
lation differing from others in some characteristics but also often
subjected to differential treatment.* As racial and ethnic disparities
in healthcare access has been largely documented, the hypothesis
that these disparities could affect clinical trials arena seems reason-
able. The term minorities may be used in this article when these
disparities need to be highlighted.

Lastly, patient recruitment processes and management
are not scientific/medical topics and while certain evaluations can
use the scientific methods, the human factor widely impacts. This
article also aims to highlight the need to approach patient recruit-
ment not only from a scientific but also from sociological, ethical
and legal perspectives.

DIVERSITY IN PATIENT RECRUITMENT:WHAT ISTHE
REALITY? |

The lack of diversity in clinical trials has been raised in several con-
texts and populations.> " This lack of inclusion in clinical trials
impacts populations such as racial and ethnic minorities but also
women, elderlies and patients with unique comorbidities. While
safety concerns and difficulty to demonstrate efficacy of a drug
when drug-drug interactions are likely to happen may drive the
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exclusion of elderlies and patients with multiple pathologies, the
exclusion of minorities and women appears to be driven by other
factors, that will be discussed latet.

While women were initially excluded from clinical trials
around 1980s, several policies have been put in place to promote
their inclusion, notably in the USA.'-1*16

It is unclear if sex parity in participation in clinical tri-
als has been achieved,'” nonetheless, the historical background of
women inclusion in clinical trials with its regulations is useful in
the discussion the inclusion of ethnic and racial groups in clinical
trials.

In 2015, African-Americans represented 12% of the total
U.S. population but represented less than 5% of clinical trial par-
ticipants. Hispanics represented 16% of the total population but
only 1% participated in clinical trials.” These dispatities still appear
when compared with the population having a certain disease or
condition. Blacks or African-Americans have a 28% higher can-
cet-specific mortality compared with whites’ but are still underrep-
resented in oncological clinical trials. Multiple myeloma incidence
in the USA is twice as common among African-Americans as it is
among other racial or ethnic groups,'® while the population includ-
ed in the clinical trials for the three main treatments of multiple
myeloma is at least 75% white."

In 2014, 86% of the participants to the global and local
clinical trials which data were used by the Food and Drug Adminis-

tration (FDA) to approve drugs, were white, a small decrease from
1997 when 92% of those were white.”!

While the extend of the problem in clinical trials varies
depending on the disease or conditions, there is wide consensus
about the underrepresentation of minorities in late stage clinical
trials. A quick look at the extensive literature and the FDA drug
snapshots which show per approved drugs the population included
per race/ethnic groups could confirm this."”

Regulatory Toward Diversity in Clinical Trials

The American FDA, after the National Institutes of Health Revi-
talization Act in 1993, defined recommendations in 2011 for wo-
men and minorities inclusion in clinical trials.!

The final rule entitled ‘Presentation of Safety and Effec-
tiveness Data for Certain Subgroups of the Population in Investi-
gational New Drug Application Reports and New Drug Applica-
tions” was issued by the FDA in 1998. This regulation specifically
states that New Drug Applications (NDA) must present safety and
efficacy data for important populations, including sex, age, and ra-
cial subgroups.'"* The FDA has the authortity to refuse to file any
NDA that does not analyse the safety and efficacy data appropri-
ately."

More recently, in 2017, the FDA Reauthorization Act
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mandated a new guidance™ to be defined, guidance still in public
review today. This guidance does not establish legally enforceable
responsibilities and are not supported globally by any specific rec-
ommendations from the International Council for Harmonisation
of Technical Requirements for Pharmaceuticals for Human Use
(ICH). The European Medicines Agency has not published either
any recommendations on this respect.

LACK OF DIVERSITY IN CLINICAL TRIALS: WHY IS THIS A
PROBLEM? |

The lack of diversity in clinical trial population described above
has several implications for patients, investigators and sponsors.”'

Ethics, Good Practices and Regulation Compliance

The Declaration of Helsinki states in its article 13 that ‘groups
that are underrepresented in medical research should be provided
approptiate access to participation in research’.** Amongst the fac-
tors, developed further in this article and leading to this underrep-
resentation of minorities groups is the specific lack of awareness
of clinical trials of these populations. While not legally enforcea-
ble, the ethical principles of the Declaration of Helsinki are widely
accepted and followed by medical researchers. The lack of diversi-
ty in clinical trials population should therefore be questioned from
an ethical point of view.

As mentioned previously, the ICH hasn’t developed spe-
cific recommendations for inclusion of diverse background pop-
ulations. Nonetheless, the ICH E9 (Statistical Principles for Clin-
ical Trials) guideline requires that the study population should be
representative of the target patient population.” This guidance is
in step 5, meaning that its content should have been implemented
in the ICH countries (USA, Europe, Japan) and recommendations

applied.

Finally, the FDA can refuse to file an NDA that does not
analyse the safety and efficacy data appropriately, considering spe-
cific populations affected by a disease or condition the product is
meant to treat ot prevent.'

Safety, Effectiveness and Lack of Scientific Evidence

The scientific impact of patient recruitment can be found in sever-
al studies conducted in diverse ethnic groups on several conditions
which have shown an impact on drug response and disease pathol-
ogy in determined minorities.”**** As an example, the discovery
of a genetic variant that was protective against breast cancer in
Latinas would not have happened if these ethnic population had
not been the focus of this research.”

Another example is the use of antihypertensive thera-
py. Current recommendations of treatment are derived from data
from clinical trials in Caucasians populations, although this pathol-
ogy outcomes represent significantly more risks to the black pop-
ulations.” Variability of response to the 8-blockets (first line treat-
ment) of this population and in other ethnic groups is well-known.
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Nonetheless, as more than 85% of hypertensive patients require
several drugs to achieve blood pressure control, studies on this
variability for second- (or third) line treatments in ethnic groups
are missing and are required to ensure a proper evidence-based
medicine.”

Limit to the Pool of Potential Participants in Cllinical Trialsl

Delays in subject recruitment is one of the main reasons for not
achieving trials goals for timelines and costs and they are mainly
due to difficulty in recruiting suitable patients.

While the lack of diversity is an adverse effect of current
practices in patient recruitment and not something looked for, fo-
cusing on including population of diverse background would in-
crease the number of potentially eligible patients.

No Patient Centricity without Diversity

Putting the patients first and engaging them means designing clin-
ical trials so their endpoints and objectives are of interest for the
patient community. As disease perceptions and behaviours varies
with the cultural background of each person,’ patient centricity
needs to take in account all their diverse interests.

Economical Exclusion

Considerations of cultural diversity may be thought also as a ques-
tion of economical inclusion. Cultural minorities are generally as-
sociated with low socioeconomical status and socioeconomic con-
straints have been described as bartiers to recruitment.®

Those effects impact patients, investigators and sponsors
at different levels. But most of these effects are under the respon-
sibilities of the investigators and sponsors.

BARRIERS AND STRATEGIES FOR RECRUITMENT OF
DIVERSE POPULATIONS |

An important number of studies have been focusing on the bar-
riers to recruitment and strategies of diverse populations. Barriers
amongst subjects, site or investigators and sponsors are often in-
tertwined and strategies to overcome them need to be considered
transversally.

Subjects Barriers

* Mistrust to clinical research and healthcate system.””***> None-
theless, mistrust doesn’t imply unwillingness and once communica-
tion barriers overcome and rapport built with investigators, those
patients tend to volunteer for clinical research.

* Language barriers and non-adapted communication, in particu-
lar associated with complex informed consent forms and proce-
5-7,33

dures

* Lack of awareness of clinical trials®
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* Participants beliefs about health and health care may clash with
the prevailing norms of the society they are in.*’

* Access to investigational sites: investigational sites are often lo-
cated in areas distant from where racial and ethnic minorities live.®
* Access to general healthcare system: Inequality of access to clini-
cal trials reflects in part, the inequality of access to health for those
minorities."”

Recruitment strategies involving adapted communica-
tion, raising clinical trials awareness with community approaches
and ensuring representativity of diverse population in site person-
nel along with selecting sites in location with a high concentration
of racial and ethnic minotity patients®*'** have been desctibed as
successful to tackle these barriers.

Investigators/Sites Barriers

* Lack of cultural sensitivity and appropriate training would affect
negatively the process of informed consent and retention.’

* Lack of researchers from minorities population: Several stud-
ies have highlighted that patients from diverse background would
have a higher trust and confidence with physicians sharing the
same cultural background.®"!?*%

* Investigator bias and ‘good patient’ profile: Constraints of time,
costs and resources may lead to the search of a profile of patients
that would be perceived as meticulous, proactive, compliant and
with strong social support network, limiting the burden linked to
recruitment and retention.’ Mistrust among the communities and
socioeconomical issues, often present in minorities, may affect the
perception of these patients as compliant and having a strong sup-
port network. Probably also related to the lack of cultural sensi-
tivity, this unconscious bias, by its nature, represents a complex
barrier to tackle.

« Site location and limited human resources

Approaches aiming to promote cultural diversity both
in clinical trials recruitment but also in site personnel recruitment
and to raise awareness of possible bias, 27z communication, events
and training seems appropriate to mitigate the site intrinsic barri-
ers. Site selection taking in account the location of diverse popu-
lations" and the use of referrals and community approaches by
the sites are other strategies that can be implemented for specific
clinical trials.

Sponsors Barriers

* Lack of awareness of issues related to poor diversity in clinical
trials

* Perceived cost of adapted patient recruitment approaches

* Increased complexity of clinical trials management due to multi-
plicity and adaptation of recruitment approaches

* Lack of robustness of most research on patient recruitment
strategies. Patient recruitment strategies are experimental and their
efficacy are not guaranteed. Their results of can rarely be applied
to other context.”?

Wide communication around issues and benefits of di-
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versity in clinical trials should be driven by patient centricity groups
within sponsors but also by regulatory agencies and well-known
consortiums in order to impact current practices. Considering bal-
anced costs of adapted patient recruitment approaches to benefits
of data acquisition and ethics and regulation compliance would
give another perspective prone to focus on this matter.

CONCLUSION |

Diversity in clinical trials needs to be ensured for ethics reasons,
safety of patients, science and social justice. The lack of diversity
is not a recent problem and has been widely documented since
1990s.% With the rise of patient centricity, it becomes urgent that
sponsors, if they want to achieve their objective of putting the
patient first, embrace diversity making it possible in clinical trials.

To understand and implement successful strategies of pa-
tient recruitment for clinical trials, the cultural background of all
stakeholders needs to be understood globally and locally and those
approaches should be directed not only to the patients but also
to investigational sites and sponsors. While patients from diverse
populations need to be the focus of specific strategies for aware-
ness of clinical trials, sponsors and sites need to be made aware of
their own potential bias in patient recruitment practices.

The impact of culture in the success of patient recruit-
ment strategies makes difficult to envision an assessment based
solely on pure scientific approaches. While the scientific method
and the business administration it implies need to be applied more
rigorously, patient recruitment needs also to be approached from a
sociological, anthropological, psychological, and also historical and
legal perspectives using their own methodologies.
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