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A B S T R A C T

Evidence from clinical trials should contribute to informed decision
making and a learning health care system. People frequently, how-
ever, find participating in clinical trials meaningless or disempower-
ing. Moreover, people often do not incorporate trial results directly
into their decision making. The lack of patient centeredness in
clinical trials may be partially addressed through trial design. For
example, Bayesian adaptive trials designed to adjust in a prespecified
manner to changes in clinical practice could motivate people and
their health care providers to view clinical trials as more applicable to
real-world clinical decisions. The way in which clinical trials are

designed can transform the evidence generation process to be more
patient centered, providing people with an incentive to participate or
continue participating in clinical trials. To achieve the transforma-
tion to patient-centeredness in clinical trial decisions, however, there
is a need for transparent and reliable methods and education of trial
investigators and site personnel.
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Introduction

Activated and engaged people are empowered to meaningfully
participate in their health care [1]. When it comes to research,
however, people generally participate passively in the learning
process; participants usually are involved in clinical trials merely
as human subjects rather than as engaged stakeholders. A more
patient-centered approach to participant involvement in out-
comes research has been proposed, which would lead to the
empowerment of participants throughout the research process
[2]. Study design elements of clinical trials intended for regula-
tory approval of drugs and health care technologies, however,
traditionally do not reflect a patient-centered approach.

Meaningful participant involvement to help produce and dis-
seminate relevant evidence for decision making is made more
difficult when the clinical trial experience falls short of the
participant’s initial expectations. Individuals may feel comfortable
with their participation initially, but they may become unsure of
their involvement later as they progress through the trial. For
instance, although participants in cancer trials are satisfied with
their medical care, they are disappointed not to learn more about
their disease through their involvement in research and they find
that trial participation takes more time and effort than they
thought it would [3]. As a result, the application of a patient-
centered approach requires more than identifying people who are
willing to participate in trials. Many people are, at least in theory,
willing to participate in research if the study is convenient and if
they are informed of study results [4].

There is no single answer to addressing the divide between
expectations and the reality of clinical trial participation. There-
fore, improvements to ensure that participants are truly provid-
ing informed consent must be implemented to address
participant-related factors (e.g., mistrust of medical research,
hard-to-reach groups, and lack of resources), contextual factors
(e.g., cultural traditions), and research-related factors (e.g., like-
lihood of receiving placebo, risk of harm, and inconvenience of
protocol) [5].

Patient-Centeredness through Clinical Trial Design

Patient-centered outcomes research is designed to “help peo-
ple and their caregivers communicate and make informed
health care decisions, allowing their voices to be heard in
assessing the value of health care options” [6]. People increas-
ingly want to be informed, empowered, and engaged with their
medical management [7]. This attitude would carry over to
clinical trial participation if many of the concerns regarding
the fact that trials are not “patient centered” could be
addressed. Providing better information to participants and
incorporating alternative trial designs are ways to minimize
these concerns. In this commentary, we discuss the potential
for pragmatic, Bayesian, and adaptive trial designs to enhance
patient centeredness within a clinical trial setting. There are
characteristics specific to pragmatic, Bayesian, and adaptive
clinical trials that offer potential improvements to the clinical
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trial process, which frequently is neither patient centered (in
terms of the evidence generated, population studied) nor
patient friendly (in terms of meeting information needs). The
goal is to consider the viewpoint of participants, rather than
trialists or other stakeholders, and to supplement the wealth
of literature on these trial designs that document the benefits
to other, nonparticipant, stakeholders. Figure 1 illustrates
these characteristics and their corresponding benefits in terms
of relevance, transparency, and efficiency from the perspective
of the patient.

Pragmatic Trials

Traditional trials recruit highly selected patients seen in special-
ist environments and meet rigorous inclusion/exclusion criteria
such as being free of comorbidities, which might confound the
results of the experiment. In contrast, pragmatic trials support
the generation of evidence that might be considered more
relevant to the real-world decision making of participants [8].
Pragmatic trials recruit from various clinical settings and include
study participants who reflect the real-world population affected
by the condition the treatment aims to address. This means that
the participants most likely to benefit from a treatment will be
represented in the study and the effect observed in the trial more

closely represents what a typical person could expect to experi-
ence. Pragmatic trials frequently also support the utilization of
outcome measures that are more relevant to participants. Incor-
porating outcomes that are meaningful to participants increases
the likelihood that once the results of a study are made available,
people will benefit from the knowledge gained. For example, if a
study examines only changes in laboratory values or clinical
indicators, it will be unable to help a person decide whether a
treatment is right for him or her if that individual is concerned
with quality-of-life issues. Where nothing prevents patient-
reported outcomes from being used in traditional trials, histor-
ically these types of measures were relatively uncommon or
perceived as less important than laboratory values. This is also
not to suggest that pragmatic, Bayesian, and adaptive trials are
prohibited from using laboratory values and clinical indicators;
they are simply in a position to support the use of outcomes
relevant from a patient perspective. Individuals participating in a
pragmatic clinical trial likely will receive the current criterion
standard of care or the innovative treatment; no patient receives
an inactive comparator (placebo) unless there truly are no com-
parator interventions in use, such as in trials in which there is no
equipoise between no therapy and the experimental therapy.
Consequently, the study results will more accurately inform
decisions in the real world in which people and their clinicians
typically have to make a choice between therapeutic options.

The results of trials performed with a Bayesian approach are 
more likely to be correctly interpreted by clinicians and patient 

advocates, which will lead to better dissemination of 
information to the patient group that the study sample was 

drawn from.

More intuitive presentation 
of results

Benefit  from Patient Perspective

When treatment is compared to the current best available care, 
patients do not have to worry they are receiving an inactive 

placebo. 

Comparison Against Best 
Current Treatment

Prespecified allocation rules  allow randomization in the most 
efficient manner and can reduce the probability of assignment 

to a treatment not likely to succeed. 

Allocation to arms with 
greatest probability of 

success

When trials choose individuals and recruitment sites 
representative of the population of interest,  patients more 
likely to participate as the research  reflects their real-world 

experience.  

Broader Recruitment and 
Inclusion

While any trial can be ended early, the frequent monitoring 
offered by taking advantage of innovative trial designs can 

ensure that patients are not exposed to ineffective treatments 
or placebo any longer than necessary.

Ability to  start, stop, or 
continue an arm based 
upon interim analysis
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Outcomes are chosen based upon their relevance to patients. 
As a result, the findings of the trial are likely to have a greater 

impact on patient care. 
Meaningful Outcomes

Fig. 1 – Means by which trials designs can promote recruitment and retention in clinical trials by improving the patient
experience.
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