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The primary goal of the thousands of
registered trials in cancer research
is to extend survival. With evaluation
of efficacy, safety, and tolerability,
healthcare providers must ensure that
the principles described in the Belmont
Report are upheld and that patients
are truly informed when signing a con-
sent form. In this article, two cases are
highlighted, and reasons for participat-
ing in clinical trials are discussed. Chal-
lenges, such as healthcare literacy,
patients’ dedication to their healthcare
providers, and choosing between mul-
tiple trials, are also explored.
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ore than 5,500 registered
clinical trials exist that
are researching cancer
(ClinicalTrials.gov, 2016). With the
primary goal of survival, clinical
trials to test the efficacy, safety,
and tolerability of pharmacologic
agents are the gold standard (Ord-
ing et al., 2016). For many patients
with a poor prognosis, these trials
can be extremely appealing. How-
ever, many patients are hesitant
to participate. A 2010 clinical re-
search workshop summary noted
a number of barriers to enrolling
in clinical trials, including fears
about quality-of-life alterations, the
possibility of receiving the placebo
instead of the drug, side effects,
the new drug potentially not being
the best treatment, inconveniences
in being part of the study, feeling
coerced, wanting the physician to
make the decision, and feeling a
loss of control (English, Lebovitz, &
Giffin, 2010). However, clinical trials
give hope when standard therapies
fail to help a patient’s disease.
Deciding to enroll in a clinical
trial, in most cases, is an informed
gamble. In many cases, the treat-
ment advancements may be mini-
mal at best. For example, a study
evaluating survival, safety, and
prognostic factors for the use of
regorafenib (Stivarga®) in patients
with metastatic colorectal cancer
refractory to standard therapies
boasted a median survival rate of
5.6 months, with 80% of patients
experiencing at least one adverse
event (Adenis et al., 2016). This

type of outcome suggests the need
to assess patient preferences re-
lated to sacrificing quality of life for
the potential of a few extra months
of life. Such decisions are difficult,
but the glimpse of hope for an ac-
tual cure—no matter how small the
chance—can be extremely enticing.
Participating in the trial as the only
means to receive the treatment
may far outweigh contributing to
scientific advancement for future
patients. Of note, patients at any
stage often enroll for altruistic
reasons. Some patients have ex-
pressed their appreciation for re-
search participants who enrolled
in studies prior to their own diag-
noses and advanced the scientific
knowledge that now gives them the
opportunity for prolonged survival.

For clinical trials and all research
studies, reviewing the Belmont Re-
port’s focus on ensuring respect for
persons, beneficence, and justice
is essential (U.S. Department of
Health and Human Services, 1979).
Examining two publicly highlighted
cases, the current article will ex-
plore the application of these ethi-
cal tenets for patients who signed
informed consent forms to receive
gene therapy.

Case Study of a Patient
With an Enzyme Deficiency

The first case involves an 18-year-
old man, Jesse Gelsinger, with a
rare immunologic disease in which
his body lacked an enzyme, orni-
thine transcarbamylase, needed to
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disassociate ammonia. His disease
was fairly well managed with medi-
cation. The patient, with agreement
from his father, took part in a phase
I clinical trial using a viral vector
to introduce healthy DNA into his
system with the hope of improving
his body’s ability to produce the
enzyme and decrease the need for
the medications (Somia & Verma,
2000). The patient was aware that
this trial could lead to improved
methods for the then-nascent pro-
tocol, but direct benefit to him
would only be a small possibility
(Wilson, 2010). Sadly, he had an
adverse reaction to the vector and
died two days after receiving the
treatment (Somia & Verma, 2000).
Other patients in the same trial did
not have such a reaction; however,
a number of questions were raised,
and lawsuits ensued (Wilson, 2010).

From an ethical lens and the
respect for persons principle, the
patient made an autonomous and
informed decision to enter the trial
with his father’s support. Although
the expectation of the clinical trial
was not an immediate and direct
cure for the disease, the principle
of beneficence in having the pa-
tient’s welfare in consideration is
gray. The principle of justice, equal
opportunity for all, is question-
able as well. Jesse Gelsinger may
have had an opportunity to enroll
in this trial because of his higher
socioeconomic status. It is unclear
whether every patient with this
condition had an opportunity to
participate in this clinical trial. The
patient’s condition was managed
by a renowned physician at a major
academic medical center in a major
city. Based on sociodemographics,
all patients may not have had the
same access to such studies. This
ethical argument is two-sided. One
side is the lack of access to poten-
tially life-extending clinical trials
for more diverse and marginalized
populations. The other side, as
highlighted in The Immortal Life of
Henrietta Lacks, includes individu-

als from marginalized populations
being part of studies without clear
consent and understanding (Skloot,
2010).

Case Study of a Patient
With a Gene Deletion

Two years following Gelsinger’s
death, the completion and pub-
lications of the human genome
sequence took place (Venter et al.,
2001), which played an important
role in the second case study ex-
plored in this article. More than
a decade after the death of Jesse
Gelsinger, gene therapy was intro-
duced in a man who was diagnosed
with chronic lymphocytic leukemia
(CLL). His disease was managed
with chemotherapy treatments
that had given him periodic remis-
sions since 1996. Over time, he
no longer responded to standard
therapies. By 2009, the patient was
able to have his DNA evaluated,
and healthcare providers found
that he had a deletion of the TP53
gene (Porter, Levine, Kalos, Bagg, &
June, 2011), a gene that produces
an antitumor protein. The patient
was treated using a specific chi-
meric antigen receptor gene in a
lentivirus vector transduced into
autologous T cells (Porter et al.,
2011). Although some adverse
reactions occurred, he ultimately
recovered and went into remission
(Porter et al., 2011).

In this second scenario, respect
for persons was upheld through
the patient making an informed
autonomous decision, which also
occurred in the first case study. For
this patient, the principle of benefi-
cence related to his welfare, with
a focus on survival, was clearly
evident. However, the principle of
justice is still unclear. A patient
with poor access to health care is
unlikely to have had this opportu-
nity and potentially would not have
been able to access resources to
keep CLL maintained for more than
10 years.
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Considerations for Clinical Trials

When considering participation
in a clinical trial, patients must
weigh the decision carefully. Nurs-
es can assist in this process by
asking patients questions about the
decision (see Figure 1).

In competing clinical trials to
manage the same disease, it be-
comes difficult for the patient to
decide which trial, if any, would
give the most benefit. Patients of-
ten rely on the physician or other
members of the healthcare team
to help with the decision (English
et al.,, 2010). The information can
be overwhelming and confusing.
To help decide between competing
protocols, many patients and family
members rely on healthcare team
members with education and exper-
tise, even in situations in which the
patient or family members are also
educated healthcare providers. One
of the controversies in the Jesse
Gelsinger case was that the primary
physician was a large stockholder
in the biotechnology company that
provided the experimental treat-
ment (Wilson, 2010). This conflict
of interest became a major point

FIGURE 1. Questions for Patients
Considering Enrollment in Clinical
Trials

¢ Is the clinical trial a treatment for im-
proving outcomes compared to what is
currently the standard of care?

* Is the patient not being well managed
with the standard of care?

* Would entering the trial give the patient
the possibility of prolonged survival to
an extent that would not otherwise be
possible?

* What are the potential side effects?

* Are there competing clinical trials to
treat the same disease?

* What are the patient’s wishes? Is there
persuasion from members of the health-
care team or loved ones?

¢ Is the patient willing to be part of a re-
search study, or is the study the default
for receiving treatment?

* Does the patient fully understand the
implications and risks for being part of
the study?
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in the legal proceedings (Wilson,
2010); however, if the patient had
had a positive outcome, it is unclear
whether the physician’s investment
would have been noted. In this ex-
ample, the patient’s choice was to
participate in the trial or continue
with the disease management pro-
tocol he had been on. Regarding the
case study with CLL, the patient’s
only chance for survival was the
experimental protocol.

Another challenge is the area of
healthcare literacy. Consent forms
generally contain legal language,
which can be difficult to decipher.
The medical terminology alone can
be overwhelming. Researchers are
expected to craft the consent forms
in a way that includes the language
but is at a sixth- to eighth-grade
reading level, which may not always
occur. It can be helpful to have a
member of the research team walk
the patient through the consent
form, explaining confusing areas. In
addition, encouraging the patient to
think about participating and show-
ing the form to a loved one before
signing can increase assurance that
the patient is truly informed.

When patients think very highly
of their healthcare providers, they
may decide to sign on to clinical
trials to be helpful or even garner
more time and attention. It is always
important to highlight that the
care for the patient will not change
whether or not he or she is enrolled
in the study. That statement should
appear in the consent form.

Conclusion

In addition to clinical trials test-
ing the safety and efficacy of vari-
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ous types of treatments, clinical
trials can test a host of interven-
tions. Many nurse scientist-led
studies involve biobehavioral in-
terventions, creating and testing
technology, and establishing and
evaluating new patient care proto-
cols. In all studies, ensuring that
the tenets of the Belmont Report
are regarded when designing a
study is important, as is accurately
informing patients before consent.
Clinical trials are the gold stan-
dard for moving science forward.
For patients undergoing treatment
for cancer, these trials can lend ad-
vancements for prolonged survival
and enhanced quality of life. Ideally,
the benefits should outweigh the
risks, and patients should agree to
participate with a comprehensive
understanding of what their trials
will include and how they will con-
tribute to care and clinical science.
In addition, all patients, everywhere,
should have access to these trials.
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