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Conducting Comparative Effectiveness, Multisite Palliative
Care and Advance Care Planning Trials

Lessons Learned and Future Directions From PCORI-Funded Studies
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Lisa Gibbs, MD,§ Victor Navarro, MD,∥ Maren Olsen, PhD,¶ Jennifer Temel, MD,*

Annette Totten, PhD,# and Corita R. Grudzen, MD, MSHS, FACEP**

Abstract: The Patient-Centered Outcomes Research Institute
(PCORI) funded multiple large-scale comparative effectiveness
clinical trials evaluating palliative care (PC) and advance care
planning (ACP) healthcare delivery models. This article pro-
vides an overview of the most common barriers our inves-
tigative teams encountered while implementing these trials and
the strategies we utilized to overcome these challenges, with
particular attention to identifying research partners for multi-
site trials; addressing contracting and regulatory issues; creat-
ing a team governance structure; training and engaging study

staff across sites; recruiting, consenting, and enrolling study
participants; collecting PC and ACP data and study outcomes;
and managing multisite collaborations. The goal of this article
is to provide guidance on how to best plan for and conduct
rigorous trials evaluating PC and ACP healthcare delivery in-
terventions moving forward.

Key Words: Palliative Care, Pragmatic Trials, Advance Care
Planning, Palliative Care Research

(Med Care 2024;62:671–679)

Over the past decade, there has been increasing
awareness of the importance of conducting rigorous

clinical trials to build the evidence base and define the role
of palliative care (PC) and advance care planning (ACP)
healthcare delivery models for patients with serious
illness.1–5 The goal of these trials is to inform clinical
practice by evaluating the efficacy and effectiveness of
healthcare interventions, as well as how to best in-
corporate PC and ACP interventions into the routine care
of patients with serious illnesses. Core components of PC
and ACP trials include integrating specialty PC clinicians
in the care of patients with serious illnesses, addressing the
palliative care needs of particular patient populations, and
promoting ACP and high-quality patient-clinician-com-
munication, to ensure the delivery of high-quality, goal-
concordant at the end-of-life (EOL) for patients with se-
rious illness. Yet, several meta-analyses of PC and ACP
trials have highlighted important methodological limi-
tations of prior research in the field.4–7 Multisite clinical
trials are essential for providing high-quality evidence to
set the standard of care for clinical practice but are often
difficult to implement8,9 due to the challenges of im-
plementing study procedures across multiple sites, ensur-
ing adequate engagement from various stakeholders, and
overcoming barriers to recruitment, intervention delivery,
and data collection.10 Importantly, there are specific
challenges inherent to PC and ACP research that increase
the complexity of conducting multisite trials that can
hamper the rigorous research needed to advance the sci-
ence in this field.
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The Patient-Centered Outcomes Research Institute
(PCORI) is an independent, nonprofit organization that
seeks to empower patients, caregivers, and other stake-
holders with actionable information about their health
and healthcare choices by funding comparative effective-
ness research to help patients, families, clinicians, health
system leaders, and policymakers make informed deci-
sions. Over the last decade, PCORI has funded multiple
large-scale comparative effectiveness trials evaluating PC
and ACP healthcare delivery models for patients with
serious illness and their caregivers, establishing a learning
network among investigators to foster co-learning across
the studies, which has played a critical role in the devel-
opment of this article. The goal of this article is to describe
the complexities of conducting large-scale multisite com-
parative effectiveness trials evaluating PC and ACP
healthcare delivery models with an emphasis on the les-
sons learned during the process of executing these studies
to inform future PC and ACP research efforts.

WHAT SHOULD INVESTIGATORS KNOW
BEFORE PROPOSING A MULTISITE PC OR ACP

CLINICAL TRIAL?
Investigators designing multisite PC or ACP trials

should be prepared for challenges in identifying research
partners, completing the contracting and regulatory pro-
cesses, developing a strategy for training study staff, en-
gaging study sites, recruiting and consenting participants,
delivering interventions, and collecting and managing
data.10 Importantly, strategies used to ensure the rigorous
conduct of single-site or pilot PC or ACP trials may not
translate fully to the challenges of multisite trial im-
plementation. Thus, before proposing a multisite PC or
ACP trial, investigators should consider conducting fea-
sibility work at the participating sites to learn more about
challenges and potential solutions that can be executed for
large-scale implementation. Table 1 highlights the key
strategies for success by focusing on important aspects of
conducting multisite PC and ACP trials, which we discuss
in detail below.

Identifying Research Partners for Multisite PC
and ACP Trials

The main limitation of prior PC and ACP trials is
the lack of generalizability of study findings across diverse
patient populations. Ensuring adequate geographic, racial,
and ethnic diversity is critical when identifying research
partners for multisite PC and ACP trials. Several of our
PCORI-funded PC and ACP trials leveraged cooperative
groups and organizations such as the Palliative Care Re-
search Cooperative, Primary Care Practice-Based Re-
search Networks (PBRNs), and professional academic
societies in identifying study sites with substantial diversity
to ensure the generalizability of study findings.11,12 Lev-
eraging cooperative groups and healthcare organizations
may help identify sites with prior experience conducting
PC and ACP trials that have the research infrastructure to
support the study. The investigative team should meet

with sites interested in participating in the trial to ensure
they have the experience and infrastructure to conduct PC
and ACP trials, prior experience with this type of research,
and adequate numbers of potentially eligible patients, in-
cluding those with diverse backgrounds. Given the lack of
familiarity and common misconceptions about PC and
ACP research, it is also essential to identify clinical
champions at participating sites to advocate for this re-
search and to assess institutional readiness and commit-
ment. For large-scale pragmatic comparative effectiveness
trials integrating PC and ACP healthcare delivery model
interventions, investigators should engage administrators,
leaders, and additional stakeholders early [eg, information
technology, electronic health record (EHR) integration
experts, and technical analysts] to ensure commitment, as
well as the capacity to implement such interventions in the
proposed timeframe. Institutional readiness to implement
PC and ACP interventions can often drive investigators
decision-making regarding the optimal study design for
pragmatic clinical trials. For example, a stepped wedge
cluster randomized design can be employed when health-
care systems have decided to implement an intervention
into routine care, yet still provides investigators an op-
portunity to study the effectiveness of such large-scale
intervention efforts.13,14 The main advantage of the step-
ped wedge design is that the intervention would be rolled
out to all participants across the healthcare systems
without the need to randomize patients or healthcare
systems to an unexpected control condition.13,14

Contracting and Regulatory Process for PC and
ACP Clinical Trials

We faced regulatory challenges when implementing
PCORI-funded PC and ACP trials, included difficulties
dealing with multiple institutional review boards, as well as
heterogeneity in the regulatory bodies’ experience with
overseeing these types of trials. Many of our studies utilized
a single Institutional Review Board (IRB) to reduce the
regulatory burden on the participating site.15,16 Yet, the
single IRB process can be challenging based on sites’ ex-
perience with reliance agreements, as well as the extent of
local restrictions applied to the study conduct even when
reliance to a single IRB is granted.17 Partnering with an
IRB that has experience in overseeing PC and ACP trials
can be especially useful to overcome regulatory challenges
regarding understanding the relatively low risk of these in-
terventions on study participants, applying various methods
to identify seriously ill patients who meet eligibility criteria,
and considering a documented waiver of written informed
consent in minimal risk trials. Importantly, we recommend
starting the regulatory process as early as possible since
obtaining IRB approval across sites may take 4–6x months.

Contracting with study sites also requires significant
time and planning. With the current contracting staff
shortage across the country,18,19 it is important to start the
contracting process as early as possible for multisite trials,
understanding that this process may take up to 6 months.
Funding organizations should also recognize the need to
develop realistic timelines for study start-up activities that
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TABLE 1. Key Strategies for Success in All Aspects of Multisite Palliative Care (PC) and Advance Care Planning (ACP) Trials
Aspects of PC/ACP multisite trial Strategies for success

Identifying research partners for multisite
PC/ACP trials

Conduct a rigorous potential study site review process, with attention to research infrastructure and
prior experience in PC/ACP research.Obtain estimates of eligible patients to ensure adequate volume.

Obtain data on sites’ sociodemographic diversity to ensure generalizability.
Identify and engage clinical champions who can serve as advocates.
Engage hospital or health system leaders as champions for large-scale implementation and dissemination

trials.
Leverage existing infrastructure within cooperative networks (eg, Practice-Based Research Networks) or

other research consortia.
Identify backup study sites in case additional sites are needed.

Contracting and regulatory issues Plan a single Institutional Review Board (IRB) process to minimize regulatory burden
Partner with a single IRB experienced in PC/ACP.
Initiate the contracting process with study sites as early as possible and anticipate delays.
Consider start-up and milestone-based payment model for site reimbursement.
Address regulatory issues and safety concerns pertaining to consenting seriously ill patient population in

PC/ACP trials in the study protocol.
Team governance structure Create a team governance structure with clear delineation of responsibilities and oversight.

Consider dividing responsibilities between a Clinical Coordinating Center and a Data Coordinating
Center.

Hire a project manager with experience managing large-scale studies and exceptional communication
skills.

Set up a clear meeting structure for the study team and its various subcommittees, including the roles of
patient/family advisors.

Anticipate and prepare for study staff turnover.
Delineate expectations and benefits for co-investigators early including access to data, ability to develop

ancillary studies, and collaborative verses independence publication.
Establish group authorship guidelines.

Site and study staff training and engagement Train site investigators, study interventionists, and research staff in standard operation procedures for
the study.

Provide comprehensive training manuals and templates for study tracking logs.
Video record all training sessions for onboarding new study staff in the future.
Leverage patient stakeholders and specialty palliative care clinicians when training research staff to

present PC/ACP studies.
Facilitate weekly or bi-weekly meetings with study staff at participating sites to address challenges and

provide ongoing support.
Provide incentives such as payment or continued education credit to enhance engagement of

interventionists when possible.
Provide ongoing support for research staff focused on addressing the challenges of working with

seriously ill population in PC/ACP trials.
Recruitment, consenting, and enrolling
study participants

Utilize systematic recruitment to ensure generalizability and reduce bias.
Rely on the study staff to identify and consent eligible participants rather than a referral approach, which

may result in bias in PC/ACP trials.
Leverage the electronic health record and technology when possible to streamline and reduce screening

burden on study sites.
Test electronic health record screening algorithms across sites.
Integrate screening into the study site workflows; permitting as much flexibility as allowed by the study

protocol, for implementation and dissemination trials.
Ensure equitable recruitment of participants who are underrepresented in clinical research.
Provide rigorous study staff training on how to present PC/ACP studies.
Leverage patient and caregiver stakeholders when crafting recruitment materials, conducting mock

consents, and providing feedback on how to present PC/ACP to eligible patients and caregivers.
Provide study staff with language about how to talk about PC and ACP and address commonly asked

questions by patients and families.
Monitor screening, recruitment, and consenting numbers by reviewing the study CONSORT on at least a

monthly basis and troubleshoot specific challenges with each site.
Leverage study staff meetings to share learning regarding screening and recruitment process; allow sites

to share experiences with each other.
Data collection and management Build a study-specific database and tracking log to be used across all study sites.

Diversify methods of data collection to minimize missing data in PC/ACP trials where attrition due to
death is anticipated to be high.

Track methods of data collection (in-person, email, phone) to ensure rigor and capacity to conduct
sensitivity analyses.

Prioritize administering important primary and secondary participant-reported outcomes in case
participants experience fatigue and survey burden.

Align data collection with clinical care in implementation and dissemination trials.
Conduct rigorous training of study staff on how to obtain necessary data from the electronic health

record.
Review CONSORTs regularly with careful attention to missing data.
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takes into account time needed for contracting. When
developing contracts, investigators should consider the
advantages and disadvantages of various payment models.
Several of our studies used a fixed payment model with
sites reimbursed for their research team’s effort over the
study period.16,20 This model does not allow for modu-
lation of payment based on study site performance and
may create challenges for the study team if certain sites are
underperforming. Some of our studies leveraged a mile-
stone-based payment model where sites were reimbursed
based on their performance milestones.15 Although this
model can be advantageous to allocate the study budget
most effectively based on the trial performance, it can be
challenging for sites to hire adequate staffing to initiate the
clinical trial without start-up funding. Many of our studies
used a hybrid reimbursement model that included start-up
funding followed by milestone-based payments to provide
optimal flexibility for the research team while also pri-
oritizing study performance metrics.11,21

Team Governance Structure for Multisite PC and
ACP Clinical Trials

Given the complexity of multisite PC and ACP tri-
als, creating a team governance structure with delineation
of various responsibilities and oversight will facilitate
implementation and decision-making. Figure 1 provides
an example of a study team governance structure from one
of our PCORI-funded clinical trials. In this example, the
study included a Clinical Coordinating Center as well as a
Data Coordinating Center that are distinct in their roles
and responsibilities. Establishing a Data Coordinator
Center that is independent of the clinical coordinating
team also can enhance the integrity of the trial and reduce
the potential for bias. In all of our PCORI-funded trials,
we established a Scientific Advisory Committee, or
Executive Committee, as well as various stakeholder
groups specific to the PC and ACP interventions being
implemented to provide ongoing guidance and feedback

throughout the course of the trial. Stakeholder groups can
play a critical role in providing strategies to overcome
cultural barriers to the integration of PC and ACP
interventions into clinical practice. Once a team
governance structure is established, investigators should
set clear guidelines for study team meetings as well as a
reporting structure to ensure adequate oversight over the
trial operations. Developing clear standard operating
procedures will help overcome the challenges often
experienced with study staff turnover. Finally, it is
critical to have a strategy to address potential conflicts
within the study team. The Study Executive Committee
can often play that role for these large-scale clinical trials,
or even outside entities such as cooperative groups or the
Scientific Advisory Committee.

It is important to hire a project manager with prior
experience in managing large-scale studies and exceptional
communication skills to manage study staff across par-
ticipating sites. PC and ACP clinical trials often enroll
seriously ill patients and their caregivers (ie, family or
friends) during the most trying times in their lives. Inter-
acting with seriously ill patients and their caregivers daily
can be especially challenging for study staff, who may
have little experience dealing with this population. A
compassionate project manager can play a pivotal role in
supporting study staff by helping them process difficult
patient encounters and emotions when patients die during
the study.

Site and Study Staff Training and Engagement
Training for multisite PC and ACP trials is an im-

portant task throughout the study conduct to ensure me-
ticulous implementation of the study protocol and
procedures across sites (Table 1). It is helpful to conduct
an initial in-person study training for the site investigators,
study interventionalists, and research staff to provide a
detailed overview of the study’s standard operating
procedures and to fuel excitement about the importance

TABLE 1. (continued)

Aspects of PC/ACP multisite trial Strategies for success

Ensure appropriate oversight to identify modifiable reasons for missing data that can be addressed in PC/
ACP trials.

Train study staff for challenging situations specific to obtaining data in PC/ACP trials (eg, contacting a
caregiver of a deceased participant).

Anticipate more missing data in multisite PC/ACP trials than what is seen in pilot studies.
Managing multisite trials Facilitate regular meetings with the site investigators and staff to monitor enrollment, intervention

delivery, and data collection.
Ask sites about and monitor potential disruptions that could impact the trial (eg, Organizational

mergers, EHR changes, key clinician leave of absence, etc.).
Track site performance and provide transparent feedback relative to other sites.
Communicate through monthly newsletters to share best practices, disseminate lessons learned, and

encourage collaboration.
Engage local patient and caregiver stakeholders to implement study procedures at respective sites

effectively.
Share site performance metrics regularly to enhance performance across all sites.
Build a community around the study with shared mission and goals by celebrating study

accomplishments, boosting morale, and provide site-to-site support.
Engage sites in collaborations and contributions that are meaningful to them.
Leverage the Scientific Advisory Committee and stakeholders to help overcome barriers
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of the study to advance the science of PC or ACP and help
our patients and their caregivers. By cultivating a cohesive
sense of a mission-driven community around the study,
investigators can garner commitment and dedication from
all study staff to ensure the success of the trial. This can
also reduce the inherent challenges of asserting the
authority of the leading investigators over study staff at
participating sites. Working closely with the site
investigators to ensure adequate oversight of the study
staff also is instrumental.

All our PCORI-funded trials developed compre-
hensive training manuals, standard operating procedures,
and/or templates for study tracking logs to streamline and
standardize the study implementation across sites. For
large pragmatic trials, procedures for leveraging the elec-
tronic health record to identify eligible patients and collect
study outcomes must also be incorporated in the training
process. As study staff turnover is inevitable, we often
video-recorded the training sessions and used them to
onboard new study staff who joined later. Ongoing su-
pervision of study activities requires weekly or bi-weekly
meetings with study staff at participating sites to address
challenges with study implementation and provide on-
going support. It is helpful during these meetings to pro-
vide data on site performance across various metrics such
as recruitment, retention, intervention delivery, and data
collection, which can identify challenges and areas for

improvement.
The training must also address common mis-

conceptions about PC and ACP to ensure the study staff
are well-prepared to discuss these often difficult topics
with patients, clinicians, hospital leaders, and other
stakeholders. Leveraging patient representatives and/or
PC specialists during the training can provide the research
team with the tools to address common issues such as
“How do I present this study to my patient without
scaring them?” or “This patient is not dying, so they do
not need PC or ACP.” As noted earlier, working with
seriously ill patients during what may be the most difficult
period in their lives can be particularly challenging for
study staff. Thus, it is important to acknowledge these
challenges during the initial training and provide ongoing
support for study staff to process difficult patient en-
counters and experiences throughout the study period.

Recruiting, Consenting, and Enrolling Study
Participants

Recruiting, consenting, and enrolling study partici-
pants is one of the primary challenges in PC and ACP
clinical trials. Some of our studies used a systematic
screening approach to identify all potentially eligible pa-
tients and approached them consecutively to assess their
willingness to participate in the study.11,16,20,21 A system-
atic screening and enrollment approach prioritizes study

FIGURE 1. Example of team governance structure.
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generalizability and reduces the risk of referral bias in
clinical trials. This is particularly pertinent in PC and ACP
trials as clinicians may have misconceptions about PC
and/or ACP that impact their referrals for the trial. Al-
ternatively, some of our PCORI-funded studies relied on
pragmatic designs and practice-based or clinician referrals
to identify patients for study participation.12 In pragmatic
trials, leveraging the EHR to integrate systematic screen-
ing into the workflow can be especially helpful for re-
ducing the screening burden on study staff as well as
ensuring a sustainable infrastructure for intervention im-
plementation into routine clinical practice. When utilizing
EHR algorithms, investigators should test these algo-
rithms and refine their implementation process at each site
before initiating enrollment, especially when sites are using
different EHRs.

Providing rigorous training for study staff on how
best to introduce PC and ACP clinical trials to potential
study participants is critical for successful recruitment in
these trials. Many of our studies leveraged patient and
caregiver stakeholders for mock consents to train the
study staff on how to discuss PC and ACP and the overall
goals of the trial. Providing educational materials and
scripts for study staff also can help standardize the lan-
guage used to describe PC and ACP. For many of our
studies, recruitment challenges were exacerbated by the
COVID-19 pandemic and the need to transition recruit-
ment efforts from in-person to remote procedures. Our
investigative teams worked closely with the research staff
across participating institutions to enhance their skills for
remote recruitment and consenting procedures. Involving
clinicians in introducing studies can also be a powerful
tool to overcome misconceptions about PC and ACP
among potential study participants. For many pragmatic
comparative effectiveness trials, the goal is to implement
and disseminate evidence-based ACP and PC inter-
ventions into clinical practice. In these studies, informed
consent can often be waived, subject to the approval of the
IRB, which can guarantee that everyone who is eligible is
included and help enhance the generalizability of the
results.22

Some of our studies incorporated systematic strat-
egies to ensure equitable recruitment of participants who
are underrepresented in clinical research.20 These strat-
egies include setting goals for the recruitment of under-
represented populations, developing a plan that included
translating all necessary study materials into multiple
languages, engaging stakeholders from underrepresented
backgrounds to train and troubleshoot the recruitment
process, hiring diverse research staff that reflect the diverse
backgrounds of the patients receiving care at the partic-
ipating sites, involving patient/family advisors in crafting
recruitment messaging, monitoring recruitment targets,
and developing a corrective action plan as needed to
achieve recruitment goals.

We learned through our studies that meticulous
oversight is necessary to ensure successful screening, re-
cruitment, and enrollment procedures. The study team
must regularly monitor the number of eligible patients at

all sites as well as recruitment rates. For studies leveraging
pragmatic screening with the EHR, ensuring the con-
sistency and accuracy of the algorithm in implementing
the screening procedures is paramount.22 The study team
must carefully review the consort diagram to monitor
screening, recruitment, and enrollment numbers on a
monthly basis. In pragmatic trial designs that leverage
cluster randomization, attention must be paid to patient
factors that might be imbalanced between study groups
when reviewing the consort on a monthly basis. We often
used the study team meetings to discuss the site perfor-
mance and troubleshoot screening and recruitment chal-
lenges. Comparing performance across sites can help
identify areas for improvement. Furthermore, engaging in
ongoing discussions that leverage the knowledge gained
from high-performing sites can be useful in overcoming
challenges in recruitment at low-performing sites.

Intervention Delivery and Fidelity
A detailed discussion of how to monitor intervention

fidelity is addressed in another article in this issue.

Data Collection and Analysis
Standardizing and streamlining the data collection

process for multisite trials is instrumental to successfully
implement the study across multiple sites. Our studies
worked collaboratively with the site investigators and data
coordinating center (if applicable) to build an easy-to-use
study database with clear definitions of the data being
collected. In many PC and ACP clinical trials, participant-
reported outcomes are used to measure clinical outcomes.
Investigators should provide maximal flexibility for data
collection methods, including in-person, email, and phone
administration of participant-reported outcomes, which
can reduce the risk of missing data. Many of our studies
aligned the data collection time points with the clinical
care of these patients, which can further reduce the risk of
missing data.

Similar to recruitment monitoring, we learned that
ongoing oversight is needed to monitor data collection and
missing data rates across study sites by reviewing the
consorts, comparing missing data rates across sites, sys-
tematically collecting reasons for missing data, and inter-
vening when problems related to missing data can be
modified. Similarly, we often discussed strategies with
study staff across sites to optimize data collection. Un-
fortunately, seriously ill study participants are often hos-
pitalized or too ill to complete participant-reported
outcomes. Thus, we trained research staff on when to
approach seriously ill patients for data collection and
address such scenarios in the context of PC and ACP
trials. Being cognizant of the length of the participant-
reported outcome assessment battery, as well as using
adaptive survey design and prioritizing the most important
outcomes in survey packets, can help reduce participant
burden and optimize data collection for the most critical
trial outcomes. Given challenges with the response rate in
the context of serious illness, attrition due to death, and
other reasons for missing data in multisite PC and ACP
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trials, investigators must be thoughtful in estimating the
rate of missing data, anticipating higher attrition than
often seen in single-site pilot trials, and ensuring adequate
power for the study.

Although patient-reported outcomes are increasingly
recognized by regulators, clinicians, and patients as critical
endpoints to collect patient-centered data,23,24 healthcare
systems and policymakers continue to require data on

FIGURE 2. An example of a study newsletter sent to all study sites, investigators, and clinicians delivering interventions in one of
our ACP trials. ACP indicates advance care planning.
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healthcare utilization and EOL outcomes to invest in
effective PC and ACP healthcare delivery models. As a
result, many PC and ACP clinical trials collect data
healthcare utilization and end-of-life outcomes for study
participants, including hospitalizations, death date, place
of death, and hospice utilization. Most of our studies,
including pragmatic trials, used the EHR to identify these
important study outcomes. However, there are inherent
limitations to this approach, given the lack of access to
EHR data outside of the participating sites. Contacting
bereaved caregivers or clinicians also is a strategy that can
be used to confirm and provide additional details on end-
of-life outcomes. Study staff should be sensitive when
collecting data from bereaved caregivers in PC and ACP
clinical trials and should receive extensive training on how
to contact family or caregivers and collect these data. For
example, providing study staff with scripted language to
express their condolence and thank the caregivers for the
patients participation in the study can be especially help-
ful. Ensuring appropriate timing of collecting bereavement
outcomes is also important by waiting at least 3–4 weeks
after death when appropriate.25,26 In addition, confirming
death dates in real-time can be challenging in PC and ACP
trials. We often trained study staff to search for obituaries
before contacting study participants and empowering
them with language to use if they encountered a bereaved
family without being aware of the death.

Managing Multisite PC and ACP Clinical Trials
We found several stratregies to be helpful in manag-

ing the complexity of multisite PC and ACP trials. Building
a sense of community around the study purpose, mission,
and overall goals among all study staff across participating
sites will create a recipe for success. Many of our studies
used regular newsletters and highlighted study accom-
plishments across sites to boost morale (Fig. 2). Engaging
sites in collaboration and contributions that are meaningful
to them, such as authoring manuscripts, serving on study
subcommittees, or presenting at local community meetings
describing their experiences in implementing the trial at
their site, can also help enhance engagement. Providing
mentorship and support to junior investigators across
participating sites is also a helpful strategy to build a
networking community. Our studies used regular meeting
cadence to build a sense of community among research
staff, clinicians delivering the PC or ACP interventions, and
site investigators. Providing local site investigators with
slide decks to education clinicans about the study
procedures and to brainstorm solutions for challenges,
such as recruitment can be helpful.

Managing multisite trials also requires oversight and
constant monitoring of site performance across numerous
metrics, including screening, recruitment, intervention
delivery and fidelity, and data collection.. At regular
meetings with study sites, it is useful to ask about and
document disruptions that could impact the trial such as
mergers or restructuring, EHR changes that are especially
critical for pragmatic trials, or leaves of absence of key
clinicians. In large studies, the responsibility to visit sites

in person can be delegated among the executive commit-
tee. Furthermore, a member of the leading investigators
should strive to visit a site on short notice in response to
significant changes in recruitment; often, firsthand con-
versations and observations of the study environment and
team interpersonal dynamics can allow the study leaders
to identify barriers that might impact recruitment. The
study team must also create a welcoming environment to
allow study staff from across sites to reach out for addi-
tional help and support. Figure 2 provides a sample
newsletter from our PCORI-funded studies, depicting site
performance metrics that can be helpful to share with sites
to provide additional motivation to meet study goals. We
also often leveraged our stakeholders, as well as a scientific
advisory committee, to discuss challenges and overcome
barriers in implementing these comparative effectiveness
trials across sites.

CONCLUSIONS
Although multisite PC and ACP trials pose many

challenges, our experiences in conducting these trials are
informative and may shape current and future approaches
to leading studies. There are numerous lessons learned and
strategies that can help ensure the success of these trials
and advance the science of PC and ACP. Close and at-
tentive monitoring of the sites and frequent collaboration
with them can overcome many of the challenges in con-
ducting this research. We are fortunate in the PC and ACP
community to be collaborating with colleagues who are
dedicated to enhancing our understanding of how to best
serve our patients living with serious illness and their
caregivers. This dedication is instrumental in building a
cohesive sense of community around the most critical re-
search questions that PC and ACP trials attempt to an-
swer. Our experience underscores the need to expect and
anticipate challenges across numerous domains of study
conduct, some of which are specific to conducting PC and
ACP clinical trials. By anticipating these challenges, in-
vestigators, funding agencies, and professional organ-
izations can proactively set strategies, realistic timelines,
and goals for our studies to ensure their success.
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