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Abstract

It is evident that both recruitment and retention play critical roles in clinical
trials. Recruitment and retention models are beginning to be analyzed
worldwide in an effort to assess how to conduct studies more efficiently, all
the while, allowing researchers to provide sound and ethical data to help ad-
vance medicine through clinical studies. Sponsors and sites have recognized
that clinical trial enrollment must become more diverse and inclusive. In this
review, we address the important topics of recruitment and retention in clin-
ical trials. Specifically, the obstacles in regard to recruiting vulnerable popula-
tions. Methodologies to improve both the understanding of the study popula-
tion and community engagement are outlined. In particular, newer strategies
such as use of social media and more reliable strategies such as trust and rela-
tionship building are described in detail. A strong focus on recruitment is
becoming widely recognized as being of such importance that consideration
is given to this key component even during initial protocol development. At-
tention to recruitment and retention in the strategic planning process of clin-
ical trials can mitigate enrollment issues that clinical researchers are expe-
riencing.
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1. Background

Researchers are realizing that traditional recruitment and retention processes are
no longer the most effective way to enroll clinical trial subjects, particularly in
regard to diversity and inclusivity. Recruitment and retention are topics that

need continued attention to help us better understand the populations needed
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for each study. It is an area of focus that still requires much research to be done
and a focus on utilizing the ever-changing technology that is available to us. In
considering the future of clinical trial recruitment, researchers have identified
that the internet and social media will play a vital role in the future of subject

and site interactions.

1.1. Human Subject Research

It is necessary to understand how human subjects are defined and how far clini-
cal trials have come over the years. The history of human research reveals that
there have been a number of unfortunate scandals. Due to this history, there
have been several safeguards put into place to protect and advocate for human
subjects. Today, all credible agencies in the field of c/inical research use the defi-
nition of a human subject, created by the U.S. Department of Health and Human
Services:

(e)(1) Human subject means a living individual about whom an investigator
(whether professional or student) conducting research: 1) Obtains information
or biospecimens through intervention or interaction with the individual, and
uses, studies, or analyzes the information or biospecimens; or 2) Obtains, uses,
studies, analyzes or generates identifiable private information or identifiable bi-
ospecimens (§46.102 e.1.) [1].

This classification helps researchers categorize a human subject to better pro-
tect them from mistreatment. It also helps essential agencies such as the Food
and Drug Administration (FDA), National Institutes of Health (NIH), and In-
stitutional Review Boards (IRB) to remain consistent in their definition of hu-
man subjects [1].

Institutional Review Board (IRB) for Recruitment

Institutional Review Boards (IRB) are responsible for reviewing patient-facing
study information to protect study participants’ human rights and welfare. They
ensure that ethical standards are met and followed. IRBs were introduced and
became a requirement in 1975 after unethical clinical trials negatively impacted
many lives. Now, IRBs help to ensure human subjects are treated ethically and
are appropriately informed of all study details [2].

1.2. Clinical Trial Recruitment and Retention

Recruitment and retention of human subjects in clinical research is a multifa-
ceted topic. It is a topic that is potentially one of the most crucial aspects of the
clinical trials process. Trial recruitment is as essential for the clinical trial process
as the subjects themselves. Not only are human subjects a requirement, but there
is usually a defined number of subjects required for each clinical trial. Subject
retention is also a critical factor because, once they have completed a trial, they
often choose to participate in subsequent trials that are available to them. From
what I have encountered in clinical trial recruitment and retention, most strate-
gies can apply to both recruitment and retention. However, it is evident that it is

harder to build a relationship than it is to maintain one.

DOI: 10.4236/ijcm.2022.137021

254 International Journal of Clinical Medicine


https://doi.org/10.4236/ijcm.2022.137021

A. M. Ketter, T. L. Oroszi

2. Methodology

2.1. Recruiting Vulnerable Populations for Clinical Trials

Recruiting youth can be a difficult feat. You not only have to receive the assent
of the minor, but you are also required to obtain the consent of one or both
parents, or the child’s guardian. To reach multiple generations, the trial must
have aspects that catch the eye of these two vastly different age groups which can
be quite challenging. Enrollment success depends on perceived benefits from
participating in the study, whether that is relief from their condition, health
monitoring, or other benefits that may result from study participation. A major-
ity of common struggles are time demands, unstable living conditions, compre-
hension, and communication issues such as language barriers. However, data
shows that the most successful components of recruiting minors are establishing
trust, creative advertising, and monetary incentives [3].

Numerous sites have turned to recruitment strategies that focus on offering
monetary incentives due to the success seen with school-based sites. Another key
incentive in recruiting adolescents is when studies offer free comprehensive
health screenings followed up with a detailed explanation of the results from a
health care provider. Technology-based incentives and online advertising pri-
marily on social media platforms have also proven to be effective. Trust building
is interesting when concerning pediatric and adolescent recruitment because the
site staff not only has to gain the trust of the potential subject, but also the trust
and confidence of the parents or guardians [3].

Active strategies tend to be the most effective when recruiting children. Active
strategies include physician referrals and targeted mailings. Physician referrals
usually result in an enrollment rate of just over 50%. Referring physicians reflect
more successful enrollment numbers when they are familiar with the inclusion
and exclusion criteria. In addition, these referrals typically require consistent
communication with providers and their staff to ensure that the studies remain a
priority to the patient. Targeted mailings, however, usually have a hefty cost at-
tached and result in roughly a 30% enrollment rate [4].

Passive recruitment strategies include advertisements such as having an in-
ternet presence, word of mouth, and newspaper, bus, and television advertise-
ments. Surprisingly, of all the active recruitment strategies, newspaper adver-
tisements are the most valuable and unfortunately, the most expensive. The
enrollment rate is at about 5%, so you can see that active strategies yield much
better results in regard to enrollment numbers [4].

Social media is becoming more embedded into our everyday lives as time
progresses, and sites are beginning to take advantage of this tool in recruiting for
clinical trials. A study was conducted in 2017 to try to mitigate the additional
burden that recruiting minors presents in trying to gain assent and consent [5].
They detailed the use of Facebook ads and traditional mailings in recruiting
adolescent females for a drug prevention trial. The results suggested that Face-

book did prove to be useful as an initial point of contact, and it is a cost-effective
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recruitment tool. This tool can be helpful if used properly, however it does re-
quire vigilant monitoring of campaigns, and it has risks [5].

When it comes to recruiting elderly patients, there are often obstacles that
arise. Older adult recruitment takes research staff more time to recruit than with
the general population. Based on data collected in regard to the recruitment of
older adults, the majority of these elderly patients were more inclined to partici-
pate when they had cultivated relationships with community-based organiza-
tions and recruiters that met the candidates face to face prior to signing the in-
formed consent. They also had greater success when the study sites offered to
provide services such as blood pressure checks to assess the eligibility of partici-

pants [6].

2.2. Diversity in Clinical Trial Recruitment

In the field of clinical research, it is a known fact that there is not a whole lot of
diversity in study participants. It is also a fact that many are now making this is-
sue a priority. Part of this lack of diversity stems from unethical trials of the past.
The dark history of clinical trials unfortunately sticks with people to this day.
Getting past this barrier requires a little historical context. If looking only at
African Americans, historically, there is an extensive list of unethical human ex-
perimentations. The Tuskegee experiment is one of the most well-known human
research events that a number of people associate with clinical research even to-
day [7].

Research by Dennis and Neese (2000) suggests that minorities continue to be
less insured than their white counterparts [7]. The inequality and lack of inclu-
sivity can hinder minorities from participating in clinical trials and should be
taken into consideration when recruiting for clinical trials. Another issue to con-
sider is research bias. Research bias is another barrier that holds us back regard-
ing diversity in clinical trial enrollment. Research is supposed to be based on
sound scientific rationale; however, research protocols can be biased toward spe-
cific populations. The inclusion and exclusion criteria should be clearly stated
and in great detail, leaving no room for confusion or doubt. Larson (1994) found
that out of 754 protocols from her institution, about half of them had age exclu-
sions and a majority of them did not have clear justifications [8]. The race of the
participant was least likely to be an exclusion criterion; it was, however, along
with age and socioeconomic status, linked to unexplained exclusionary criteria
for studies [8].

Dennis and Neese (2000) outline six concepts that have developed as funda-
mental to research involving diverse groups:

1) historical cognizance; 2) sanctioning; 3) trust-building; 4) recognition of
group heterogeneity; 5) mutuality; and 6) researcher self-reflection and intros-
pection.

These concepts, if implemented along with planned strategies, can prove to be

quite successful in working with diverse populations [7].
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3. Recruitment Challenges

Recruitment does not often receive support or praise throughout the study
process. When it comes to the study budget, recruitment is often an after-
thought. This oversight results in sites being unable to meet their enrollment
goals. Common causes for such shortcomings are that 1) sites do not create a re-
cruitment strategy early in the process, 2) community members are not engaged,
resulting in a lack of knowledge, and 3) lack of trust in the research team and
clinical trials in general, which can sometimes be due to cultural differences.
Though there are various limitations that can hinder study enrollment, dis-
trust is one of the most significant barriers for research sites all over the world.
Study design, inconvenient locations, visit times, low compensation, education,
lack of transportation, and a participant’s general lack of interest in the study are
also factors. All of these challenges make it difficult to recruit subjects. Still,
thanks to research, there is data that shows us what effective strategies look like
and how we can overcome these barriers to increase volunteer patient enroll-

ment in studies.

4. Effective Recruitment Strategies

Combinations of recruitment techniques are used in clinical research every day.
These techniques include clinic and hospital outpatient and inpatient referrals,
patient database searches, community provider referrals, distributing flyers,
newspaper advertisements, field-based recruitment and more. Field-based re-
cruitment methods such as community outreach can include patient education
events and campaigns. Recently, researchers have taken notice that community
outreach is a crucial piece of the recruitment puzzle. Community outreach,
field-based recruitment, and referrals are methods that are becoming strong-

holds in recruitment practices [9].

4.1. Knowing the Target Population for Clinical Trial Recruitment

In the past, recruitment was being given a one size fits all model; however, re-
searchers have discovered that this theory is not sustainable in this day and age.
Better knowing the populations that are being recruited will help to increase
overall recruitment success. Recruitment specialists must now cater their re-
cruitment strategy to the target population based on each protocol for more ef-
fective results [10]. Even so, the protocol procurement phase should involve
thorough consideration of recruitment. It should also be completed with a clear
idea as to who the population is in regard to the study that is being developed.
One way to achieve this is to include the expertise of a recruitment specialist in

the protocol development process.

4.2. Community Engagement

Community engagement is a crucial aspect of not only knowing your target

population but also building trust with community members. Anastasi, Capili,
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Kim, & Chung, (2005) noted that having a relationship with community servants
in the field of study can help researchers gain the information they would not
have otherwise [10]. A New York City research team had built a relationship
with the Healthy Life Choices Project (HLCP). HLCP was able to inform the re-
search team that a great deal of participants struggled with transportation costs,
so the research team will begin to accommodate these costs in the future by
adding travel reimbursements to their study budgets [10].

Being involved in the community can provide feedback such as transportation
needs, appointment time flexibility, study materials not being easy to under-
stand, and insights into what the community members value. When you engage
the community’s target populations, it can help you build trust and, in turn, im-

prove enrollment [11].

4.3. Trust Building

Trust is something that is not only built but also maintained [12]. Based on a
multitude of evidence, establishing trust between researchers and participants is
crucial in human subject recruitment and enrollment. Building trust can be done
by openness, providing a sense of security and comfort, and even expressing ge-
nuine gratitude [6]. It is necessary to increase trust and transparency throughout
the research process because it is associated with participants’ willingness to par-
ticipate in studies [13]. Trust is more vulnerable during transitions. Usually,
these transitions occur from care providers to research staff [12].

Swift Trust

Swift trust begins when a patient is referred to a site, during the recruitment
process, and even during treatment phases of a study. It develops in temporary
systems with patients, their loved ones, community providers, and with research
staff interactions. It focuses on expectations and assumptions that people are
dependable and capable. Recruitment is stressful as it is and there is added pres-
sure due to time constraints that force the study team to make quick decisions
with the information that is available to them. These time constraints sometimes
also require the participants to make quick decisions and judgment calls with the
lack of a relationship to support such decisions [12].

Within swift trust, there are five types of trust. Ex-ante refers to a referring
physician that initiates trust between the participant and the research team.
Role-based trust is trust that is solely based on an assumption of trustworthiness
due to the researcher’s position. Rule-based trust focuses on the hierarchy within
the research team members in which they frequently interact. Dispositional trust
refers to an individual’s disposition, typically based on what they believe or how
they carry themselves. Category-based trust focuses on one’s identity or stereo-
types [12].

Traditional Trust

Traditional trust usually comes following swift trust because it gradually de-

velops over time. This form of trust can be considered knowledge based. It con-
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siders a person’s behavior and grows based on familiarity experience [12].

Within traditional trust, there are four stages of trust. Calculus-based trust is a
simple form of trust as it is task-oriented. Knowledge-based trust is developed
through deeper familiarity and interaction. Affect-based trust is formed based on
reciprocated care and concern. /dentification-based trust is built by understand-
ing desires and intentions. It is usually socially driven and develops over time
[12].

5. Discussion

Recruitment and retention for clinical trials is a multifaceted beast that has its
difficulties along with its benefits. Underenrollment in clinical trials wastes re-
sources and delays the discovery or development of new treatments [14]. After
the review of data and statistics regarding recruitment and retention, it is clear
that trust is a significant barrier. That being said, it is also one of the most popu-
lar strategies used to enroll minors, older adults, and underrepresented partici-
pants.

Recruitment and retention practices and their impact on clinical trials is com-
plex. Many are using a limited number of tactics that considered to be tradition-
al. Despite the wide variety of novel solutions available to sites, traditional ap-
proaches including use of physician referrals, radio and television advertising are
most prevalent, whereas social media is just now beginning to be used on a glob-
al scale. Centralized recruitment is another nontraditional tactic that has proved
to be an effective tool in recruiting clinical trial participants. More sites are be-
ginning to incorporate solutions to recruitment issues that do not follow the tra-
ditional strategies but are effective and supported by increased enrollment

numbers [15].

6. Conclusion

My hope is that all of the new research will put a spotlight on recruitment and
retention in clinical trials, giving it the attention it deserves, in the world of re-
search. Tracking metrics and specific organized recruitment methods should be
commonplace, and models should be provided to the study staff at the site level.
Despite the additional attention placed on recruitment and retention in clinical
trials, there is still much to accomplish. The extra attention has opened countless
doors in the field, though the industry would advance even further if those doors
led to new recruitment and patient management platforms that could track stu-
dies, their recruitment metrics, and regulatory documents. Improvements like
this would significantly impact the advancement of effectively recruiting and

running clinical trials.
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