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On March 24, 2020, an online article published in JAMA
discussed the harm of treating patients with COVID-19
using drugs off-label and on a compassionate use basis.!
The article discusses the implications of giving patients
medications of unclear effectiveness, outside of random-
ized controlled trials (RCTs). The author explains that
without having a control group, we will be unable to ac-
curately determine successful and bad outcomes to dis-
cover new therapies, and we will discourage patients and
physicians from participating in clinical trials. Thus, the
only way to find effective and safe treatments for COVID-
19 is by conducting well-designed RCTs and limiting off-
label and compassionate use, especially when facing a
pandemic such as SARS-CoV-2.!

We do not disagree with the importance of RCTs in de-
termining the effectiveness and safety of potential ther-
apeutic interventions. Rather, we would like to focus on
an issue that has not been acknowledged: specifically, the
many barriers faced by institutions and patients keeping
them from taking part in these clinical trials.
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Across the United States, community hospitals and
rural hospitals are caring for patients with COVID-19.
More than half of all hospitals in the United States
are rural hospitals, delivering essential access to inpa-
tient, outpatient, and emergency medical services in
rural communities. Yet, how many hospitals in smaller
communities, or rural America have the capability and
infrastructure to conduct clinical trials? How many
academic and tertiary hospitals that receive referrals
from surrounding rural hospitals, have the capacity to
participate in large multicenter clinical trials but were
not considered? In addition, many of these hospitals
are struggling financially and these trials are expansive
and will require securing funding. It is precisely because
we understand the importance of clinical trials in the
advancement of knowledge and identification of effec-
tive and safe therapies that we, and other clinicians and
researchers, have reached out to investigators conducting
NIH-sponsored or industry-sponsored trials to willingly
participate. Unfortunately, our overtures have either
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gone unanswered or have been declined without clear
rationale.

Sec.907 of the Food and Drug Administration (FDA)
Safety and Innovation Act directed the FDA to investi-
gate how well demographics are represented in applica-
tions for medical products, including medications.? The
trial population should be representative of the patients
who will use these medications in order for the results
to be generalizable. Despite many efforts made, racial
and ethnic minorities remain underrepresented in clinical
trials.> Unfortunately, other important population sub-
groups are also underrepresented in clinical trials. Pa-
tients in medically underserved and rural communities
continue to have limited access to health care* and also
to clinical trials.” There are significant regional and state
variations in clinical trial enrollment, as well as the urban
versus rural character of a county, and the proximity to a
metropolitan statistical area. In addition, geographic areas
with higher socioeconomic levels tend to have higher lev-
els of clinical trial participation.® In a study looking at par-
ticipation in National Cancer Institute (NCI)-sponsored
cancer treatment trials, researchers found that patients’
place of residence has a statistically significant effect on
accrual to clinical trials, even after adjusting for number
of incident cancer cases.”

The Right to Try Act was signed into law May 30,
2018. This law ensures that patients diagnosed with life-
threatening diseases and who are unable to participate
in a clinical trial have access to unapproved treatments.
The law recognizes that only the lucky few can enroll in
clinical trials. However, the number of patients who have
benefited from the right-to-try law is very limited. The
reason is that the FDA does not control access to the med-
ication. Those investigational medicines are the property
of the drugs’ sponsors: companies and their investors. We
are unable to offer patients access to ongoing clinical tri-
als. Even the compassionate use program for remdesivir
has been complicated, time consuming, and mostly un-
successful to acquire the medication.

Unfortunately, as this pandemic unfolds, we are forced
to treat our patients with limited scientific evidence
at best. Many clinicians on the frontline feel ethically
obliged to provide treatment that could benefit a patient
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who is severely ill when the potential benefits outweigh
the harms.®

The compassionate or off-label use of drugs does not
necessarily stem from disregard or ignorance of the im-
portance of RCTs. Thus, we must first acknowledge and
study the critical barriers impacting access to clinical re-
search. Then, we can develop potentially sustainable so-
lutions to overcome these barriers and make access to
research more equitable. Additional efforts will be nec-
essary to increase the proportion of rural residents and
patients of lower socioeconomic status, traditionally un-
derrepresented in clinical trials.
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