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BACKGROUND: Pragmatic clinical trials (PCTs) are in-
creasingly being conducted to efficiently generate evi-
dence to inform healthcare decision-making. Despite
their growing acceptance, PCTs may involve a variety of
ethical issues, including the management of pragmatic
clinical trial-collateral findings (PCT-CFs), that is, infor-
mation that emerges in PCTs that is unrelated to the
primary research questions but may have implications
for patients, clinicians, and health systems.
OBJECTIVE: We sought to understand patients’ views
about PCT-CF disclosure, including how, by whom, and
the nature and extent of information provided.

DESIGN: Prospective, qualitative focus group study.
PARTICIPANTS: Focus groups were conducted in Balti-
more, MD; Houston, TX; and Seattle, WA (overall N = 66),
during July and August 2019.

APPROACH: All groups discussed a hypothetical scenario
involving the detection of a PCT-CF of contraindicated
medications. Participants were asked about their reac-
tions to the PCT-CF and issues related to its disclosure.
KEY RESULTS: Reactions to learning about the PCT-CF
were mixed, ranging from fear of a significant health prob-
lem, anger that the contraindicated medications had gone
unnoticed and/or for being included in research without
their permission, to gratitude for the information. Prefer-
ences for how such disclosures are made varied but were
driven by several consistent desires, namely minimizing
patient harm and anxiety and demonstrating trust and
respect. Many wanted their treating clinician to be in-
formed of the PCT-CF so that they would be prepared to
answer patients’ questions and to discuss treatment
options.

CONCLUSIONS: The detection of PCT-CFs is likely to in-
crease with further expansion of PCTs. As such, clinicians
will undoubtedly become involved in the management of
PCT-CFs. Our data illustrate some of the challenges clini-
cians may face when their patients are informed of a PCT-
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CF and the need to develop guidance for disclosing PCT-
CFs in ways that align with patients’ preferences and
values.

KEY WORDS: pragmatic clinical trial; patient perspective; collateral
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INTRODUCTION

Pragmatic clinical trials (PCTs), including comparative effec-
tiveness research, are increasingly being conducted to effi-
ciently generate evidence to inform healthcare decision-mak-
ing. Many PCTs overlap clinical practice in ways similar to
quality improvement activities in that some PCTs evaluate
already approved interventions and do not always involve
obtaining explicit patient consent.! With the continued expan-
sion of PCTs, it will become more commonplace for practic-
ing clinicians to be somehow involved, including as direct
subjects of the research, study facilitators, or in caring for
patient-subjects.”

Despite the promise of using PCTs to inform healthcare
decision-making, PCTs can encounter a variety of ethical
issues, such as those related to conducting research without
consent, privacy of health information, and how best to mon-
itor safety.> One issue that has not received much attention is
the management of pragmatic clinical trial-collateral findings
(PCT-CFs), that is, information that emerges in a PCT that is
unrelated to the primary research question(s) but may have
implications for patients, clinicians, and health systems from
whom or within which the research data were collected.* For
example, a PCT aimed at increasing uptake of cardiac care
guidelines identified patients with diagnoses that increased
their risk for a cardiac event based on insurance claims data,
but for whom documentation that the diagnosis was commu-
nicated was lacking.5 Furthermore, because PCTs straddle the
research-clinical care boundary, there are conflicting opinions
as to who is ultimately responsible for managing PCT-CFs.*


http://dx.doi.org/10.1007/s11606-020-06113-5
http://crossmark.crossref.org/dialog/?doi=10.1007/s11606-020-06113-5&domain=pdf
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Regardless of who has responsibility, when a decision has
been made to disclose PCT-CFs to patients, the actual disclo-
sure will undoubtedly involve clinicians. For example, clini-
cians may be called upon to directly report these findings to
their patients. Alternatively, patients informed of a PCT-CF
through a healthcare system or a researcher might turn to their
physician for information or guidance. In some cases, both
physicians and patients may be unaware that the patient was
included in a research study until presented with information
about the PCT-CF.

As part of a larger project exploring a variety of
stakeholders’ experiences and attitudes about the man-
agement of PCT-CFs, we sought to understand patients’
views about how PCT-CFs should be communicated, by
whom, and the type and amount of information that
should be provided. Understanding patients’ values and
preferences in this regard will be useful to clinicians
who will likely find themselves progressively more on
the front lines of reporting and subsequently managing
their patients’ PCT-CFs.

METHODS

We designed and conducted focus groups to solicit patients’
views about disclosing PCT-CFs to patients who are unaware
that their data was included in a PCT. Nine focus groups were
conducted in July and August 2019.

Participants and Setting

To promote demographic and geographic diversity, fo-
cus groups were conducted in Baltimore, MD; Houston,
TX; and Seattle, WA. The Baltimore and Houston focus
groups were conducted at Johns Hopkins University and
Baylor College of Medicine, respectively. Seattle focus
groups were held at a hotel. Focus group participants
were recruited through advertisements on Craigslist
(https://www.craigslist.org/about/sites) in all three cities.
Eligibility for participation included being an adult who
had been either seen by a doctor or hospitalized in the
previous year, as well as being able to speak and
understand English. Individuals who worked in a
healthcare-related field or the pharmaceutical industry,
and those who participated in three or more research
studies in the past year, were excluded. Demographic
information was collected from participants during
screening.

Focus Group Discussion Guide Design

A focus group discussion guide (see Appendix) was
developed by the research team and revised following
two pilot focus groups conducted in Baltimore in May
and June 2019. Potential PCT-CFs to prompt discussion
in the focus group were identified based on an

unstructured literature review, discussions with members
of our project Advisory Panel (that includes members
with expertise in health systems, PCTs, ethics, and law),
and the experiences of members of the NIH Health Care
Systems Research Collaboratory.” ¢ Ultimately, the fo-
cus group discussion was limited to a single hypotheti-
cal scenario in order to allow ample time to guide
participants through it and to explain how the PCT-CF
was identified.

The selected scenario involved a hypothetical pragmatic
clinical trial comparing two medications commonly prescribed
to treat high blood pressure, conducted in four hospitals, each
of which agreed to be randomly assigned to prescribe one of
the two medications to their patients and to collect data from
those patients’ electronic health records. At the close of the
two-year study, each hospital sent their patients’ de-identified
data to researchers at the lead hospital for data analysis.
Through this analysis, researchers identified some patients
who had been prescribed two medications that, when taken
together, could cause an irregular heartbeat. Focus group
participants were then told that study organizers have decided
to give this information to the patients who were found to have
been prescribed contraindicated medications.

Data Collection

All focus groups were facilitated by one member of the re-
search team (JMB) with extensive experience in focus group
facilitation; at least one additional team member observed and
took notes (SM or EM). Each focus group lasted approximate-
ly two hours and was audio-recorded. The facilitator began by
describing and giving examples of ways in which a patient
may learn important, yet unexpected, information about their
health. The hypothetical scenario was presented to participants
using PowerPoint (see Appendix). Following the presentation,
participants were asked to imagine they were one of the
patients in the hypothetical study. Questions explored their
reactions to the hypothetical study and the discovery of the
PCT-CF, whether or not they would want to be informed
about the PCT-CF, how the PCT-CF should be communicated
and by whom, and the type and amount of information that
should be communicated. The focus group discussion closed
with the group drafting a model communication informing
patients about the PCT-CF.

Conduct of the Groups

Similar to our earlier research exploring patient attitudes to-
wards PCTs,’ the facilitator frequently needed to remind par-
ticipants of the differences between PCTs and experimental
trials of new therapeutics. While the hypothetical PCT was
intentionally designed to minimize misunderstanding about
the pragmatic nature of the research, participants often seemed
to have some trouble understanding that the medications being
compared were commonly prescribed and in use for several
years (i.e., not an experimental drug with unknown risks).


https://www.craigslist.org/about/sites
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Data Analysis

Focus group audio-recordings were professionally transcribed
and reviewed for accuracy, and personal identifiers were re-
moved. Using an integrated approach,® three members (JB,
GG, EM) of the research team developed the codebook, in-
cluding both a priori codes drawn from our focus group guide,
and emergent, inductive codes. The codebook was iteratively
revised by the coding team. Each transcript was then indepen-
dently coded by two members (JB, EM) of the coding team
who subsequently discussed and resolved any coding discrep-
ancies. Coded transcripts were entered into NVivo 12 (QSR
International Pty Ltd, MA). Text was organized and analyzed
for recurring themes.

RESULTS
Sample Characteristics

A total of 66 individuals participated in nine focus groups
across the three locations. Participants were diverse with re-
spect to gender, age, and race/ethnicity (Table 1). Here, we
describe the primary results in two broad categories: reactions
to the PCT-CF and issues related to its disclosure. The themes
presented generally follow the domains included in the focus
group discussion guide. Quotes are followed by a parentheti-
cal indication of the particular focus group including a city
abbreviation and number (e.g., Seattle Focus Group, SFG1).

Table 1 Demographic Characteristics of Focus Group Participants

(n = 66)
Gender
Male 25 (38%)
Female 41 (62%)
Age
> 29 9 (14%)
30-49 26 (39%)
50-69 25 (38%)
70+ 6 (9%)
Race/ethnicity
Black or African American 24 (36%)
White 26 (39%)
Hispanic or Latino 6 (9%)
Asian 5 (8%)
Other 5 (8%)
Education level
< High school or GED* 12 (18%)
High school + some college 12 (18%)
Trade, Associate’s degree 5 (8%)
BA/BS' 31 (47%)
MA/MS* 6 (9%)
Health insurance
Private 29 (43%)
Medicaid/Medicare 23 (35%)
Integrated/VAS 5 (8%)
No insurance 9 (14%)

*General education diploma (GED) or high school equivalency
certificate

7Bachelor of Arts (BA)/Bachelor of Science (BS)

IMaster of Arts (MA)/Master of Science (BS)

YVeterans Affairs (VA)

Reactions to the PCT-CF

Focus group participants’ reactions to learning about the PCT-
CF were mixed. Overall, most initial reactions were negative.
Participants expressed surprise that the contraindicated medi-
cations had gone unnoticed, concern about the medical impli-
cations of the finding, confusion as to how researchers (and
not their doctor) were the ones to detect the PCT-CF, and
anger toward their clinicians and/or the healthcare system.
Participants were angry with clinicians for not knowing about
(or being responsible for) the contraindicated medications. As
one participant stated, “What is going on? How long it’s been
going on? Why are they telling me? My doctor should be
telling me to be aware of this.” (HFG3). Anger was also
directed at healthcare systems for including patients in the
research without their explicit permission. “All I see is that,
okay, you’ve been doing a study on me without me knowing.
And now, you find something bad. It’s been two years. You
tell me now? I’'m going to sue you.” (SFG2).

Conversely, there were also positive reactions to learning
about PCT-CF. Several participants expressed being grateful
the finding was uncovered, believing that this information was
potentially life-saving, and would not have come to light had
the study not been conducted. While some expressed in-
creased confidence in their care as a result of learning this
information, a few participants stated the information would
lead them to find another doctor. “[The doctor] should have
been the one who caught it. I mean, I would be grateful for the
information, but I would be wondering, like, does he have too
many patients that he can’t deal with me personally...? But I
would be grateful for it, but still, I’d still have some concerns
about him.” (BFG1).

It was not uncommon for participants to have mixed reac-
tions to the information or for their views to evolve over the
course of the discussion. One said, “I’d be happy to find out
about it, definitely. But I’d be very upset.” (BFG2), while
another “would appreciate that information... [and not] be
too upset.” (SFG2). Many of those who were upset their
information was included in the research study came to realize
that the finding may not have come to light but for the research
study.

Participants viewed the PCT-CF as significant and medi-
cally actionable. “I would definitely want to know this infor-
mation. I think it’s very important and I would hope that they
would share it with my primary care physician or any other
physician that I have.” (HFG2). Many viewed the discovery of
the PCT-CF as potentially life-saving. “I mean, it may have
taken two years to find this, but this could be something that
could be a life-saver.” (HFG3). Participants understood that in
order to act on the information, they would obviously need to
be notified of it.

Notification

Several aspects related to notification emerged from our data:
who should notify the patient; how notification should occur;
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factors associated with preferences for notification; and con-
tent of the notification. We discuss each of these in turn.
Who Should Notify the Patient?. Participants’ preferences for
who should inform patients about the PCT-CF varied. Ap-
proximately half wanted their doctor to inform them. In the
words of one participant: “I would want to know from my
primary care doctor, because they know me better than another
hospital would.” (BFG2). In contrast, the other half did not
have a strong preference as long as the individual was quali-
fied, knowledgeable, and trustworthy. Suggestions of alterna-
tives to provide findings included researchers who discovered
the finding, pharmacists, nurses, and health system represen-
tatives. “It’s immaterial to me...I think it would be someone
who’s medical somehow, but it doesn’t have to be my physi-
cian.” (SFG2). However, a few participants were adamant that
the notification should not be reported through their clinician
since these participants viewed their clinicians as culpable and
not to be trusted.

“Yeah, yeah. I don’t think the doctor is a good choice at
all....The doctor has already allowed this to happen.
Whether it’s an oversight or not... if you’re getting two
prescriptions, the drugs really come from the doctor.
They have already made that mistake. Then you’re
now putting the trust back in the same person that
whether they told you or not, they’ve already made
the mistake or allowed the mistake to happen. I don’t
think the doctor is a credible person at that point.”
(BFG3)

Participants who had an established relationship with a
particular clinician wanted them to be informed of the PCT-
CF so that they would be prepared to answer their questions
and to discuss treatment options. “I want the doctor [notified]
as well. So when I walk in there, he’s not blindsided...He’s
ready, prepared. So he...knows it’s coming. We have a nice
discussion.” (HFG3). Whether or not clinicians are notified
about their patient’s PCT-CF, it was clear that if informed of
such a finding, participants would turn to clinicians for guid-
ance. “T’ll probably be contacting my doctor to say, ‘Hey, I
was in this study, this is what [ was told’. [ need to know what
we going to do about this. What’s our next step in changing
this?” (HFG1)

How Should the Notification Occur?. Participants’
preferences for how a PCT-CF should be communicated var-
ied. Their suggestions included, but were not limited to, let-
ters, phone calls, notifications in the patients’ electronic health
record, and text messages. In all groups, participants advocat-
ed for a multi-modal notification approach. Not only did
participants recognize that others may have different notifica-
tion preferences, but they also wanted to minimize the risk of
missing or overlooking the notification.

Factors Associated with Preferences for Notification. When
discussing how and by whom the PCT-CF should be commu-
nicated, two underlying themes appeared to drive participants’
preferences: the need for timely delivery of the information
and the need for assurance that the information is coming from
a trusted, legitimate source.

Participants preferred individuals and methods that would
result in receiving the information in the most expeditious
manner. As one participant stated: “I want [whoever]’s going
to get it to [me] first.” (BFG1). Participants’ desire to receive
the information as soon as possible further underscored their
view that the information was significant, immediately action-
able, and potentially life-threatening if ignored/not reported.
When asked how the information should be reported, one
participant responded, “I would want a personal phone
call...something urgent because I don’t have time for a letter.
I don’t have time for a report. This is vital information.”
(BFG1)

In addition, participants favored approaches that would
maximize the likelihood that the patient not only receive the
information, but take notice of it. Some provided suggestions
on how to attract the patient’s attention including sending
letters by certified mail, using brightly colored envelopes,
and sending text messages directing patients to call their
doctor or log into their patient portal.

Participants preferred learning the information from a
trusted, familiar source. For some, this meant from a specific
clinician: “I might feel a little bit iffy if the hospital called me.
But if my doctor called me, then I would feel more relaxed
with the authentication [sic] of the information.” (HFG3).
Others found different mechanisms acceptable as long as the
communication came in a manner that conveyed that the
information was legitimate (e.g., a letter on institutional letter-
head, notification in a patient portal). “Ifit’s not like my doctor
or someone in that branch, you know, someone in my comfort
zone, I'm going to feel like you guys are violating my priva-
cy.” (BFG3)

Content of the Notification. When discussing what
information about the PCT-CF should be communicated, par-
ticipant recommendations centered upon two overarching
goals: demonstrating respect for the patient, and minimizing
patient harm and undue anxiety. While participants offered a
variety of practical suggestions for communicating PCT-CF
results to patients (Table 2—Features of communication), in
all groups there were conflicting views about the amount and
type information that should be reported to meet those needs.
Specifically, participants held differing opinions as to whether
or not to include the fact that the PCT-CF was discovered
through a research study.

A majority of focus group participants advocated for ex-
cluding any mention of the research study, believing the
information was irrelevant, distracting, and could lead to un-
due anxiety, confusion, and anger. Furthermore, the fact that
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Table 2 Disclosing PCTs to Patients: Key Features of a Communication as Developed by Focus Group Participants

Key feature Suggestions

Demonstrate respect

Personalize the communication. Do not send a form letter or bulk communication.

Use a respectful tone and clear, direct language.

Ensure that source of the information is easily recognized as legitimate and reputable.

Include some limited patient-specific information that both signals a personal approach and instills confidence that
the communication is legitimate (e.g., copy the patient’s doctor).

Minimize patient harm and undue

Communicate the information through a trusted clinician.

anxiety Include the patient’s personal physician in the notification process.
Provide a clear path for patients to access additional information or to speak with someone who can address the

patient’s questions.

Do not mention patients consent for the study was not required.
Do not mention the study involved randomization.

the study design involved randomization and a lack of patient
consent were viewed as particularly alarming:

“I think it’s too much information. Honestly, okay...
You want to randomize me, whatever. What difference
does it really make? Why do I need to know that? What
good could come of me finding out? There’s no good,
so [ don’t really feel like I need that.” (SFG2)

“] agree with [just] the basics...and if they want to
know more, they’ll call you and ask you. But once you
open up the door and say, ‘Oh, by the way, we took all
your data. We gave it to another hospital’...you can’t
tell people everything and expect them not to panic.”
(BFG3)

Those advocating for a minimal approach expressed con-
cern that including detailed information about how the PCT-
CF was discovered could be inadvertently harmful by obfus-
cating the important, potentially life-saving message about the
finding of contraindicated medications and the need to contact
a clinician to address the issue.

“You open a can of worms because now you’ve real-
ized, “Wait, my information’s gotten out there, some-
one’s studying me? What is this?’ it totally distracts
you from what is the most important thing which is
you’re taking a potential combination of medicines and
causing a problem, it’s veering off the main issue.”
(SFG1)

As one participant summed it up, “Just keep it simple, I
mean if somebody asks you for the time, you don’t have to tell
them how to build a watch.” (SFG1)

On the other hand, a minority of participants believed that
being fully transparent about the research study demonstrated

respect for patients. For those participants, not informing them
about how the PCT-CF was discovered would be deceptive.

“I think the patient should know [about the study].
‘Okay, so know that this was accidentally discovered’,
not a diligent doctor saying, ‘Oh we were really caring
about you and found this problem.” It’s ‘Hey, you
would have never known.”” (BFG2)

One participant suggested that the communication should
explain that researchers are permitted to conduct this type of
research without consent. “I would let them know ... we’re a
research hospital. So at times, we do conduct research. It
wasn’t really invasive. I would kind of want to smooth it over
a little bit.” (HFG3)

Another participant suggested that the communication spec-
ify that the research was done in compliance with HIPAA to
reassure patients that their privacy was protected.

In all groups, participants eventually compromised on a
communication that was limited to the most pertinent infor-
mation: what was found (the PCT-CF of contraindicated med-
ications), what that patient should do now (e.g., call your
doctor, do not stop your medications without consulting a
professional), and how to access more information (e.g., a
phone number or website address). “If I get a letter and it says,
“This is Hospital A,” I’'m going to pay attention to everything.
I’'m going to appreciate that 1-800 number at the bottom, but I
want you to get to the point and let me know how to fix it.”
(BFG3). Furthermore, some acknowledged that patients may
wonder how the PCT-CF was discovered. “At some point, I’d
want to know how they figured it out, but I don’t know that it’s
necessarily important right in that letter. But I think it is
important to know.” (SFG2)

DISCUSSION

This is the first study exploring patient reactions to, and
preferences for, receiving information about a PCT-CF. The
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detection of PCT-CFs is likely to increase with the expansion
of PCTs to inform healthcare decision-making. As such, cli-
nicians will undoubtedly become involved in the management
of PCT-CFs—either by directly reporting PCT-CF results to
their patients or indirectly when patients bring their PCT-CF
results to them seeking information and guidance. Our previ-
ous research revealed that while many clinicians are familiar
with PCTs, few have direct experience with these studies.?
Taken together with the findings from the current study, it is
possible to suggest several important considerations for clini-
cians related to the disclosure of PCT-CFs, and also illustrate
some of the challenges clinicians might face if their patients
are informed of a PCT-CF by others in the health system.

First, clinicians should expect patients to have mixed
reactions when informed of a PCT-CF, including anger
and gratitude, and should be prepared to respond to pa-
tients accordingly. Second, clinicians should be prepared
for some patients to direct anger at them and/or the
healthcare system, especially when patient consent for the
study was not obtained. Furthermore, in some instances,
patients may blame clinicians for the PCT-CF. Participants
in our study were angry with their clinician for failing to
detect (or being responsible for prescribing) the contrain-
dicated medications. Third, clinicians should expect that
patients’ desire for information will differ with respect to
both amount and type. Furthermore, this may change over
time, as patients assimilate the new information. And
sometimes the desire for information seems contradictory.
Notably, while many individuals were surprised and an-
gered to learn they were included in a research study
without their expressed consent, not all believed that this
information should be included in the disclosure. Regard-
less of the amount of information disclosed, clinicians
should expect questions from their patients not only about
how the PCT-CF might affect their care but also about
how the PCT-CF was detected, and, in some cases, why
they were included in a PCT without their consent. Final-
ly, in cases where the clinician is responsible for reporting
the PCT-CF to a patient, disclosure should be personalized
and occur in a manner that minimizes the patient’s anxi-
ety, satisfies their informational needs, and demonstrates
respect, just as in situations where clinicians deliver bad
news or information about a medical error.” '

Our findings are consistent with literature on the related
issue of incidental findings (IFs) in clinical care or research,
which are unanticipated findings arising due to diagnostic or
other interventions.'" '? Specifically, patients who receive
information about IFs often turn to their clinicians for guid-
ance, regardless of whether or not the clinician ordered the test
or if the information was obtained through a research study.'*
14 1n addition, the IF literature documents that clinicians are
concerned about increased burdens and challenges to
workflow when reporting and/or managing IFs. ° The
reporting and management of PCT-CFs are likely to raise
similar concerns.

LIMITATIONS

This study has several potential limitations that should
be considered when interpreting our results. First, we
assessed participants’ reactions and issues related to the
disclosure of a single PCT-CF; it is possible the find-
ings might be different for a qualitatively different PCT-
CF. For example, participants might react differently to
a PCT-CF related to a false-positive rate of a test. * '°
Furthermore, during the focus group discussions, we
frequently had to remind participants of the differences
between PCTs and experimental trials of new therapeu-
tics. While we took time to address misunderstandings,
we cannot be sure that participants understood and kept
in mind the important distinctions between PCTs and
experimental trials. In addition, we have not explored
other background influences on participants’ reactions
and preferences. These include baseline level of trust/
distrust in doctors, medical research and the healthcare
system, patients’ typical information-seeking behaviors
(i.e., how much information they usually prefer), and
whether or not they have a relationship (positive or
negative) with a doctor. Finally, as with all qualitative
research, our findings cannot be quantified or general-
ized to other populations and contexts.

FUTURE WORK

To address some of these limitations, we are conducting
quantitative work to assess whether our findings are general-
izable to different types of PCTs and PCT-CFs. We hope that
these data will problematize the issue of PCT-CFs for those
conducting PCTs as well as inform the development of ap-
proaches for disclosing PCT-CFs in ways that align with
patients’ preferences and values.
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