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Improving Health Literacy to Transform

Clinical Trials

The healthcare industry struggles with resolving fundamental
patient communication challenges. Approximately 50% of
adults cannot read at a high school level and 88% of adults
are not proficient in health literacy.! Health literacy is defined
as “the degree to which individuals have the capacity to
obtain, process, and understand basic health information
and services needed to make appropriate health decisions.”
As a result, more than 80% of health information provided in
the doctor’s office is forgotten before patients or their parents
get home, and more than 50% of the recalled information is
remembered incorrectly.?

Paucity of knowledge, misunderstandings, and forgotten
information have led to poor healthcare outcomes and the
erosion of patients’ trust in medicine. Traditional approaches
to medical education clearly have not worked. A fresh
approach is required, both to improve health outcomes and
curb costs from poor communications resulting in reduced
patient recruitment and retention, and avoidable delays.
Within clinical trials alone, the numbers are staggering: every
day that a trial is delayed, due to slower than expected patient
recruitment or other issues, costs an additional $600,000 to
$8 million.*

There is a global need to develop culturally sensitive, relatable
medical education resources for patients, caregivers, and
their families. This article will discuss successful strategies
that have been employed to improve patient recruitment and
retention in clinical trials.

Low patient recruitment and retention rates pose considerable
challenges to the success of clinical studies and advancing medical
science and healthcare practices. Worldwide, 9o% of studies fail to
enroll the target number of participants within the proposed time.5
Slow recruitment can prolong the enrollment period, inflate costs, and
possibly result in early trial termination. A 2013 analysis of listings
posted on ClinicalTrials.gov found that 12% of studies were terminated
early, and 57% of those studies were ended prematurely due to
insufficient patient enrollment.® Dropout rates can reach 30% or
higher in some studies, which may lead to biased results and impact
the validity of the study findings.” Enrolling minorities can also be a
challenge, and patients with minority racial /ethnic backgrounds are
considerably underrepresented in clinical studies.®?

Poor health literacy is a significant part of the problem recruiting
and retaining participants for clinical studies. Nearly half of
Americans have limited health literacy™ and as a result are less
informed about how to manage their condition, have poorer health,
and are less likely to be involved in health promotion and disease
prevention. >3 Exacerbating this issue, healthcare materials are
often written at the tenth-grade level or higher, and yet the average
reading level of U.S. adults is eighth grade > Furthermore,
even people who are highly health literate may have difficulty
understanding health information presented to them while they
are feeling stressed or anxious.

Providing Accessible Educational Materials

A lack of understanding of their health condition and of how
participating in a clinical study could benefit them presents a
significant hurdle to recruiting and retaining patients in clinical
studies. One proven strategy to address this issue is to provide
accessible patient educational materials at appropriate reading
levels throughout the clinical trial process.’**"19 With access to
clear information, patients can better understand their health, its
management, and the benefits and risks of joining a clinical study.

Engaging patients with educational materials that are clear, easy
to comprehend, and age appropriate equips them with the tools they
need to make an educated choice about how to best manage their
health.n,zo,m,n,zg

Supporting Informed Consent

Some patient materials, such as the Informed Consent document,
can be particularly difficult to understand. The Informed Consent
Form is not only a legal document confirming that the patient
agrees to participate in the clinical study, but it also serves as a
tool to educate them about the study purpose, procedures, and
risks and benefits, thereby make an educated choice about whether
participating in the study is right for them. Unfortunately, in
many cases the Informed Consent document is too long and uses
medical jargon, making it challenging for non-experts to read and
understand, further reducing the number of people that can absorb
and process the information.

The American Medical Association and the National Institutes
of Health recommend that patient education materials are written
at sixth to eighth grade reading levels or lower.?>* The reading level
of a document can be assessed based on criteria such as sentence
length, word count, syllable count, and use of familiar words.?*

Health education materials should also reflect sensitivity to
patients’ social, emotional, and cultural needs. A patient may
be overwhelmed by a new diagnosis or the sheer amount of
information they need to process to decide whether to join a clinical
study. Furthermore, the patient may prefer to digest information in
a particular format, be it through direct discussion, learning online,
watching videos, reading brochures, or listening to podcasts.? 22
Regardless of the way in which the patient best absorbs information,
all materials should be presented in a straightforward way to
encourage learning. Patients should also be given sufficient time to
digest and review the materials on their own.

Providing Ongoing Communications

Clinical studies can be an endurance test for patients. An important
strategy for maintaining patient participation is to provide
educational materials throughout the study. These can focus on
what happens at each stage of the study and update patients on
the study progress and results. Ongoing communication can help
to build trust and promote patient awareness of their role in the
study.

Following these recommendations will help to create effective
patient education materials:
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+  Create age-appropriate materials that include visual aids, such
as comic books and animation, to help reinforce the written
word. Partner with youth advocates to make sure that the
chosen messaging and format resonate with them.

+  Develop content at the fifth and sixth grade reading level,
ensuring that it is accessible to everyone.

+  Prepare materials that combine visual and verbal elements,
enabling readers to gain the requisite knowledge even if
reading is difficult for them. Offer materials in a larger font for
people who are visually impaired.

+  Partner with patient advocacy groups and community advisory
boards throughout the development process to ensure that all
the information is clear, inclusive, and culturally sensitive.

+  Develop abroad range of educational materials — both print and
digital - to support clinical study recruitment and retention.
These can include recruitment posters, booklets describing
the medical condition, study brochures and welcome guides,
informed consent/assent flip book discussion guides, videos
describing the study and the informed consent/assent process,
activity books, study passports so that children can track their
progress through a study, and study schedule planners. Patient
websites, podcasts and newsletters can also help to promote
disease awareness, knowledge sharing, and create a sense of
community among patients in a study.

Medical Education in Action

Enhancing Patient Recruitment

Recruiting patients who had tested positive for COVID-19 within
the previous five days but did not require hospitalisation for an
NIAID-sponsored Operation Warp Speed study of multiple drugs
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for use as potential therapeutics was challenging. Not only did the
sponsors need to recruit participants for a COVID-19 therapeutics
study when the national focus was on vaccine campaigns, but trust
in pharma was extremely polarised, especially amongst minority
communities.

As COVID-19 was infecting Black and Hispanic people at 3.5
times the rate of other members of the public, it was imperative
that the candidate therapeutics were shown to be safe and effective
in those populations. To ensure that, needed to be appropriately
represented in the study. Underscoring the urgency of this work,
during the first six months of the pandemic, COVID-19 lowered the
life expectancy of Black and Hispanic people by three years.

This was a massive study involving multiple government
agencies, academia, and pharmaceutical companies and more than
200 clinical trial sites.

Community Advisory Boards were created so that key
opinion leaders could partner with trusted members of the local
communities, including barbers and hairstylists, to learn more about
the barriers preventing people of color from enrolling in clinical
studies. These relationships spurred grassroots outreach in the local
neighborhoods and helped to overcome the prevalent mistrust of
clinical trials.

The resulting multi-lingual medical education campaign, which
prioritised recruiting a diverse patient population, included digital,
print, licensed multi-media and custom educational resources.
The campaign empowered patients to overcome their fear, take
control of their lives and seek care for their COVID-19 infection
by participating in clinical trials. It inspired hope and helped
participants to transition from victim to victor as they played a
critical role in developing new therapies.

This medical education program was quickly expanded from 10
clinical trial sites to 150. In eight months, it created 55 million social
media impressions, 16 million search impressions, and more than 1
million website views. This resulted in a patient referral rate of 44%
(three times greater than a chain pharmacy), a screen rate of 29%
(20% greater than a CRO), and 64% of patients being randomised to
enter the trial.

Facilitating Patient Screening

A Phase 3 randomised, double-blind, placebo-controlled study of
the safety and efficacy of a new drug candidate to treat pulmonary
arterial hypertension was expected to screen 385 patients at 191
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sites in 26 countries. A screen fail rate of 33% was anticipated due
to complex inclusion and exclusion criteria.

While most screen failures are due to inclusion/exclusion
criteria, some aspects of site operations and training can also
negatively impact conversion rates.

A series of site resources were developed to facilitate prescreening,
explain the protocol, and train study investigators. These tools helped
the sites better determine which patients were likely to qualify for the
study before the formal screening process began. That step reduced
the site burden during the actual screening process.

This multi-faceted educational program lowered the study
screen fail rate by 9%, producing an estimated ROI of 9:1. Improving
screening and enrollment processes can lead to reduced trial costs,
shorter study timelines, and better study performance.

Improving Patient Retention

Retaining enrolled participants in a clinical trial is always important
but when the study is of a rare disease with a very small patient
population the future of the trial could depend upon it. When a
patient drops out, their valuable clinical trial data are no longer
usable. If several patients leave, regulatory authorities may stop the
trial due to insufhicient results or evidence.

For a Phase 2a safety, tolerability, pharmacokinetic and
pharmacodynamic study of participants with MELAS (mitochondrial
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encephalopathy, lactic acidosis, and stroke-like episodes) syndrome,
the goal was to enroll 20 patients and ultimately have 12 evaluable
patients. The study involved a 29-day treatment period and 14-day
follow up. A significant drop out rate was anticipated because the
study involved quite an intensive schedule of protocol visits and
procedures including neuroimaging, blood draws, patient-reported
outcome assessments, and lifestyle restrictions.

Patient educational materials were developed for pre-consent,
screening, and enrollment, explaining the study, outlining the
appointment schedule, and setting appropriate expectations.
Most importantly, these new resources, which promoted ongoing
compliance and retention, were produced using a variety of media
that were visually engaging, easily understandable, relatable, and
empowering to this small patient population.

As a result, patient retention rates exceeded the sponsor’s
expectations by 40% and delivered an estimated ROI of 4:1. The
educational resources helped to keep participants in the trial and
the study on track, which ensured better data quality and integrity,
and saved time, money, and other resources.

Conclusion

Having a limited understanding of medical concepts or poor health
literacy increases stress, confusion, and anxiety amongst patients,
their caregivers and family members. Those combined factors make
it hard for patients to make informed decisions regarding possible
treatments and clinical trial participation. That can lead to sponsors
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having difficulty recruiting and retaining patients in clinical trials.
It may also result in poor patient compliance with medical staff
instructions during the trial.

The solution to all these problems is medical education. But
that new information must be delivered in the right format using a
combination of text and visual elements — which are age-appropriate,
culturally sensitive, and relatable so they easily understood. The
medium selected is also important and can range from comic books
and animation to virtual reality experiences and patient interviews,
depending on the audience’s age and experience.

Partnering with patient advocacy groups and community and
youth organisations when developing these materials helps to
ensure that the messaging resonates and is authentic.

An increasing emphasis on improving health literacy will raise
the public's level of healthcare knowledge and understanding,
which will not only benefit society today but also future generations.
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