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The absence of adequate representation and accessibility in clinical research poses a
critical issue, as the underrepresentation or exclusion of certain population groups can
compromise both the validity and generalizability of study outcomes.?

In our previous white paper,
" we highlighted the
importance of representation and patient centricity in clinical trials.

In our second white paper in the series, “

,” we underpin the different barriers to achieving optimal representation
in clinical trials and explore some potential strategies to overcome such challenges,
including leveraging innovative clinical trial technologies.

Barriers to diversity in clinical trials

Several barriers prevent optimal participation of underrepresented groups in clinical
trials, including:

Mistrust in medical institutions

Historical injustices and persistent healthcare disparities foster skepticism toward
medical research, deterring underrepresented groups from participating.

Logistical and socioeconomic barriers

Financial burdens, time commitments, and logistical challenges—such as transportation,
work constraints, and childcare needs—pose significant obstacles, particularly for low-
income populations.® Language barriers further limit access to trial opportunities.

Systemic barriers

Trials are often concentrated in urban medical centers, inadvertently excluding rural and
underserved communities. Underfunded hospitals also lack the resources to participate.
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Inadequate awareness and outreach

Traditional recruitment strategies often fail to engage marginalized groups effectively,
leading to continued exclusion from clinical trial opportunities.

Cultural competence and bias among researchers

A lack of cultural awareness among researchers and implicit biases among healthcare
providers can result in fewer referral rates of patients from underrepresented
backgrounds to clinical trials.*°

Balancing recruitment efforts

Efforts to increase diversity must be transparent and ethical. Informed consent should
clearly outline risks and benefits, with safeguards to prevent coercion or the undue
influence of financial incentives, particularly in vulnerable populations.

Potential strategies to overcome recruitment, enroliment, and retention/
engagement challenges

Participant recruitment, enrollment, and retention challenges are often associated with
underrepresented groups in clinical research.® Study teams should understand the
specific cultural, socio-economic, and demographic landscapes of the target audience,
in order to set up effective recruitment campaigns.” Suitable communication channels,
appropriate language, and culturally-sensitive recruitment materials are all important
aspects.”® Importantly, caregivers are often the target audience where underrepresented
populations are recruited, which should be taken into account when setting up
recruitment strategies.” Studies requiring caregiver support, such as dementia studies,
pose specific recruitment challenges that should be considered.®

Researchers should understand the historical experience of specific racial and ethnic
communities with clinical research. Tailored approaches can then be utilized to optimize
the recruitment and consenting processes, and to ensure participant retention,
engagement, and compliance with trial procedures. Considering the population
breakdown is another important aspect when thinking about recruitment tactics.”

Achieving diversity in clinical trials is crucial not only for scientific rigor but also for
meeting regulatory standards. While the US Food and Drug Administration (FDA) draft
guidance on Diversity Action Plans was withdrawn from their public website under the
new governmental administration in January 2025, the principles remain important. This
draft guidance detailed proposed requirements for sponsors to submit Diversity Action
Plans for Phase |l trials (or other pivotal studies) and the original draft guidance outlined
the format and content of such plans?®, including enroliment and retention strategies for
the study population, and specific study enrollment goals per demographic characteristic.
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Case study: Sickle Cell Disease (SCD) trials

SCD studies may serve as a case example where many of the considerations mentioned
are applicable. The prevalence of SCD is higher in specific ethnic and demographic
groups, and varies by country.t1213 |n SCD trials including countries with lower SCD
prevalence, a special focus on engagement of patients is needed to ensure participant
recruitment and retention, as well as compliance with study activities.*** Utilizing

input from relevant stakeholders to tailor approaches, as well as providing appropriate
educational content to patients, are important strategies for these trials.

Enhancing inclusion of underrepresented populations in clinical trials through
Electronic Informed Consent (eConsent)

Although paper-based informed consent forms (ICFs) are traditionally used to carry out
the consenting process, eConsent is becoming of interest to supplement or replace
paper-based processes, offering several advantages that can help improve the inclusion
of underrepresented populations in clinical trials. However, while eConsent platforms may
facilitate an improved consenting process, these platforms should be supplemented with
opportunities for direct in-person communication to mitigate misunderstandings and
foster trust.

Remote consenting

eConsent removes travel barriers, enabling participation from diverse locations and
accommodating those with physical limitations or caregiving responsibilities.¢1”

Overcoming language barriers and improving comprehension

eConsent supports multiple languages without the delays of printing and distributing
paper ICFs, ensuring better comprehension for non-English speakers.

Addressing cultural sensitivity and concerns around data privacy

Culturally inclusive consent materials help address mistrust and encourage participation
from historically marginalized communities.

Utilizing Artificial Intelligence (Al) in eConsent to drive greater diversity in clinical
trials

Al technologies are being increasingly implemented in clinical trials to improve trial
processes.® In the context of eConsent, opportunities to leverage Al may include the
use of Al algorithms to identify and eliminate biased language in ICFs, or to rephrase
complex medical jargon to accommodate for varying health literacy levels.1®20 Al-
powered chatbots or virtual assistants can also be implemented to provide dynamic
support for participants through the consenting process.?t22
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While there is the potential for Al to enhance informed consent processes, more
investigation into the risks related to data privacy, algorithmic bias, and regulatory
requirements is needed before being routinely implemented in practice.

Signant Health’s eConsent and Patient Engagement Solutions enable broader
participation and optimize retention in clinical trials

Signant Health’s eConsent solution, Signant SmartSignals® eConsent, provides a range
of feature options to facilitate comprehension and compliance, and accommodate the
diverse needs of participants, including multi-lingual capability, remote access, self-
service, as well as 24/7 user support. SmartSignals® eConsent offers an interactive
consent experience, where multimedia can be incorporated to help create an engaging
experience for patients and help improve their comprehension of the trial.

Furthermore, patient engagement and retention rates throughout a study can be
optimized with Signant’s patient engagement solution. This feature can include
information on the indication and provide detailed visit information, thereby ensuring that
patients are equipped throughout the entire trial.

Conclusion

Underrepresentation of certain populations limits study generalizability and perpetuates
health disparities, resulting in treatments that may not benefit marginalized

groups equally. By building trust, raising awareness, and addressing logistical and
socioeconomic challenges, researchers and sponsors can begin to dismantle the
obstacles that prevent underrepresented communities from participating.

Signant Health’s eConsent and patient engagement solutions, combined with culturally
sensitive outreach and flexible trial designs, provide practical steps toward inclusive,
patient-centered research that delivers reliable outcomes and advances health equity.
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