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Nonhospice Palliative Care Within the
Treatment of End-Stage Liver Disease
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Palliative care (PC) that has evolved from a focus on end-of-life care to an expanded form of holistic care at an early stage

for patients with serious illnesses and their families is commonly referred to as nonhospice PC (or early PC). Patients
with end-stage liver disease (ESLD) suffer from a high symptom burden and a deteriorated quality of life (QOL), with
uncertain prognosis and limited treatment options. Caregivers of these patients also bear an emotional and physical burden

similar to that of caregivers for patients with cancer. Despite the proven benefits of nonhospice PC for other serious ill-

nesses and cancer, there are no evidence-based structures and processes to support its integration within the routine care

of patients with ESLD and their caregivers. In this article, we review the current state of PC for ESLD and propose key

structures and processes to integrate nonhospice PC within routine hepatology practice. Results found that PC is highly

underutilized within ESLD care, and limited prospective studies are available to demonstrate methods to integrate PC

within routine hepatology practices. Hepatology providers report lack of training to deliver PC along with no clear prognos-

tic criteria on when to initiate PC. A well-informed model with key structures and processes for nonhospice PC integration

would allow hepatology providers to improve clinical outcomes and QOL for patients with ESLD and reduce health care

costs. Educating hepatology providers about PC principles and developing clear prognostic criteria for when and how to

integrate PC on the basis of individual patient needs are the initial steps to inform the integration. The fields of nonhos-

pice PC and hepatology have ample opportunities to partner clinically and academically. (HepaToLoGY 2020;71:2149-2159).

nd-stage liver disease (ESLD) is the 12th lead-
ing cause of death and claims approximately
66,000 lives each year in the United States.)
Between 2006 and 2016, the prevalence of ESLD
increased by 7.9% among men 25-34 years of age and
11.4% among women in the same age group because
of the increasing burden of nonalcoholic steatohepati-
tis, alcohol-associated liver disease, and advanced hep-
atitis C virus.” In parallel, mortality due to ESLD
increased by 65% from 1999 to 2016.
ESLD is also associated with functional and cog-
nitive impairment, often with concomitant men-
tal health and substance use disorders. The physical

and psychological symptom burden and social-role

consequences of ESLD are often worse than those
for many non-liver cancers.”) The most frequently
reported symptoms include pain, breathlessness, mus-
cle cramps, sleep disturbance, fatigue, }))ruritus, anxiety,
depression, and erectile dysfunction.”) In addition to
its direct effects on patients, ESLD is linked with a
substantial caregiver emotional and physical burden,
mirroring that observed in caregivers of patients with
cancer.®) However, interventions to improve the qual-
ity of life (QOL) for patients with ESLD and their
caregivers are underdeveloped.

Palliative care (PC) is the most promising solution

to address the physical, psychological, and caregiver
burdens of ESLD. The aim of PC is to provide holistic

Abbreviations: ACE, advance care planning; ESLD, end-stage liver disease; LT} liver transplantation; PC, palliative care; QOL, quality of life;

SICU, surgical intensive care unit.
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care for patients with serious illnesses and their fami-
lies, focusing on symptom management, goals-of-care
discussions, advance care planning (ACP), and end-
of-life care or hospice care. Whereas hospice care is
considered for patients with a projected life expec-
tancy of less than 6 months, nonhospice PC is inclu-
sive of all the other elements of PC applicable from
the time of diagnosis onward for any serious illness.®
Nonhospice PC has been clearly defined recently
(Table 1). Unfortunately, there is a suboptimal under-
standing of the structures and processes required to
integrate nonhospice PC within hepatology. The goal
of this review is to synthesize recent literature regard-
ing the current state of PC for patients with ESLD
and propose key structures and processes required to
integrate nonhospice PC within hepatology practice.

PC Overview

PC is a subspecialty focusing on patients’ individual
needs (including physical, psychosocial, and spiritual
needs). Early PC has been shown to improve patient
symptoms, QOL, patient satisfaction, and ACP dis-

cussions and reduce health care costs and usage,

TABLE 1. Definitions of Nonhospice PC

Organization Definition

CAPC (2017)49 “Specialized medical care for people with
serious illness that is focused on providing
relief from symptoms and stress of a serious
iliness with the goal of improving quality of

life for both the patient and the family”
“Patient and family-centered care that

optimizes quality of life by anticipating,

preventing and treating suffering”

National Consensus
Project clinical practice
guidelines for quality PC
(2018)

Abbreviations: CAPC, Center to Advance PC; PC, palliative care.
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TABLE 2. The Role and Benefits of Nonhospice PC

Nonhospice PC Roles

Potential Benefits

Symptom manage-
ment (physical and
psychological)
Distress management
Spiritual and cultural care

Disease and prognosis
understanding

ACP and goals of care

Care coordination (among
providers, offering com-
munity support through
social-work services)

Caregiver support

Improved symptom control and reduced
suffering

Improved QOL

Improved support for patients and
caregivers; befter coping with illness;
improved communication

Better understanding of disease and
preparedness to face the normal
trajectory of illness

Establishment of advance directives and
surrogate decision-makers; decreased
aggressive care at the end of life;
increased hospice use when needed

Decreased health care use and health care
costs; improved quality of care

Reduced caregiver burden; improved
satisfaction with care; bereavement
support

Abbreviations: ACP, advance care planning; PC, palliative care;

QOL, quality of life.

particularly in regard to intensive medical care and the
caregiver burden (Table 2).”) More recently, several
noncancer societies have recommended early introduc-
tion of PC for chronic illnesses such as end-stage renal
disease, heart failure, and lung disease®; however, no

such guidelines exist in the liver-disease literature.”’

Current State of PC for
ESLD

Several studies within the past 5 years identified lim-
ited availability of PC services for patients with liver
disease, leading to limited and late involvement of PC
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specialists, by which many potential benefits of PC may
be lost."” In an analysis of a nationwide inpatient sam-
ple, Rush et al. ™ found that only 4.5% of all ESLD-
related admissions received a PC consultation, although
this increased from 1% in 2006 to 7.1% in 2012.
Barnes et al."? found that only 19% of eligible patients
(defined as having > 2 admissions within 6 months for
decompensated cirrhosis, excluding those who were
listed for liver transplantation [LT]) received “early
PC” (i.e., as defined by, PC received > 30 days before
death), with hospitalization costs significantly reduced
in those with early PC because of a lower number of
endoscopies and blood transfusions. Similarly, studies
have shown that less than 20% of patients removed
from the LT waiting list received a PC consultation,
and most of those occurred within 72 hours of death
in an inpatient setting."” A provider survey conducted
among veterans’ practices found that despite 82%-88%
of practices having PC available on site, less than 25%
of patients with ESLD were referred for PC consulta-
tion." Commonly reported barriers were insufficient
staff knowledge about PC, uncertainty of timing to
make PC referrals, and patient refusal to receive PC
(potentially because of the misconception of PC being
equivalent to end-of-life care). A study from Canada
reported that less than 20% of patients with cirrhosis
had ACP documented, despite a public campaign to
raise awareness of ACP within the province, and almost
66% of patients were listed as being full-code patients
despite a dismal prognosis."> However, patients pre-
ferred to have ACP discussions when they were still
well, rather than waiting until their health completely
declined, and with the physicians with whom they had
ongoing relationships, such as their hepatologists.

Few prospective studies have tested nonhospice PC
for ESLD, and some are ongoing (Table 3). Of the few
prospective studies, 50% are single-arm uncontrolled
studies. Only one randomized controlled trial (RCT)
has been completed, but that was terminated because
of under-enrollment. However, all studies have sup-
ported feasibility and positive patient outcomes.

Barriers to Implementing PC

Barriers to include PC within routine hepatol-
ogy practice can be categorized into those related to
patients, providers, and health systems.

VERMA ET AL.

1. Many patients see PC as being synonymous with
end-of-life care. The fear that PC may exclude
them from LT" candidacy makes patients and their
caregivers less willing to receive a PC consultation.
Hepatic encephalopathy can make the patients
unable to participate in PC discussions, such as
goals-of-care or ACP discussions.*”)

2. For providers, barriers include uneasiness in in-

cluding PC consultants, misperception of PC
being just end-of-life care, insufficient guidelines
for PC integration, inadequate access to PC pro-
viders coupled with deficiency in the PC-provider
workforce, insufficient time during routine clini-
cal care for complex discussions, inadequate train-
ing in goals-of-care discussions or psychological/
symptom management, and a preferential focus
on life-saving interventions.?? Fear of upsetting
patients, not wanting to abandon them, consider-
ing PC referral as an admission of failure/no hope,
patients’ having impaired cognitive capacity to par-
ticipate in provider-led discussions, and providers
not completely understanding the benefits of PC
are other reasons.®

3. For health systems, implementation and policy
barriers have been identified.®” Implementation
barriers include limited number of providers with
PC training, challenges in identifying patients for
appropriate PC referral at the systems level, and
need for a culture change across settings. Policy
barriers include fragmented health care systems,
lower profit margins in reimbursements for PC
services, need for a preauthorization in some states
and for some insurance carriers, inability to cover
the uninsured, and a lack of complete evidence
to drive this change. However, given the move
of U.S. health care toward patient-centered care,
health systems are looking for options to improve
patient satisfaction, and PC has proven to be one
of them.

Structures and Processes

Required for Integrating
Nonhospice PC for ESLD

Models of nonhospice PC differ in their levels
of integration (e.g., freestanding or embedded PC
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clinics, inpatient PC consultation, or a dedicated
inpatient PC unit) and place of delivery of PC
(e.g., inpatient, outpatient, home-based, or remote/
using telehealth). Table 4 outlines the model struc-
tures and their potential strengths and weaknesses.
Timely, integrated PC requires contact at a time
when the patients are functional, independent, and
have supportive care needs. This is not a prognosis-
based decision; rather, it is a decision based on
patient or family-caregiver needs. This type of care
has been shown to be most effective at the time of
outpatient visits, making outpatient clinics an ideal
setting for nonhospice PC.?Y) However, many dif-
ferent models exist that are tailored to overcome
geographic barriers, workforce shortages, and so on
(e.g., virtual clinics, telehealth).

The structures and processes to enable the het-
erogeneous PC models may vary. However, there are
basic elements that must be the part of a PC inter-
vention.?® These elements include patient-centered
and family-centered care, an interprofessional team,
provider characteristics, screening tools, goals-of-care
discussions, ACP, concurrent care models, and care-
giver support.

PATIENT-CENTERED AND
FAMILY-CENTERED CARE

Patient-centered care, defined as health care
that is inclusive of informed, respected, and
involved patients, is one of the six key elements
of high-quality care according to the Institute of
Medicine.?”” Optimal nonhospice PC  engages
patients and caregivers in decision-making, progno-
sis-understanding, and preparedness for acute-de-
compensation events. An example is the ENABLE
model (Educate, Nurture, Advise, Before Life
Ends), which has demonstrated effectiveness for
oncology and heart failure.?® The intervention
included an in-person PC assessment and weekly
telehealth coaching sessions with advanced-prac-
tice nurses for 6 weeks and 4 weeks for caregivers
on select topics such as problem-solving, symptom
management, communication, and decision-making.
The qualitative programmatic evaluation found that
participants gained illness management and deci-
sion-making skills while continuing with curative
treatments, reported feeling empowered, and expe-
rienced better care planning.*”

VERMA ET AL.

INTERPROFESSIONAL TEAM
PC assessments target the physical, psychological,

social, spiritual, and cultural needs of patients. An
interprofessional team, usually comprising a PC phy-
sician, a nurse practitioner, a registered nurse, a social
worker, psychologists, and chaplains, is needed to
tackle the multidimensional needs of patients and
caregivers.?”) Team efficiency features good leadership,
effective decision-making, and communication among
team members. There is no evidence available to deter-
mine which discipline optimizes the efficacy of PC.
Interprofessional PC teams have improved patients’
health outcomes (such as symptoms and survival);
however, no study has compared the use of inter(};ro—

fessional teams with a solo-practitioner approach.”

PROVIDER CHARACTERISTICS

Conventionally, a trained PC specialist provides
PC when consulted and is often referred to as
“specialist/consultative PC.” However, given the
shortage of PC providers, the high value and demand
of PC, and the need to reduce care fragmentation,
the concept of primary PC has gained importance.
This includes basic skills that all clinicians should
have (i.e., basic management of pain and symp-
toms; depression and anxiety; and basic discussions
on prognosis, goals of care, suffering, and code sta-
tus).®*! Web-based PC training has been described
as a pragmatic approach, given the time constraints
of most providers, and has demonstrated enhanced
patient care.®? A study testing an online curricu-
lum demonstrated improved confidence, knowledge,
and satisfaction among primary care providers offer-
ing PC to their patients.®® An RCT demonstrated
improved patient symptoms in the group receiving
PC from primary care physicians trained in PC ver-
sus primary physicians not trained in PC.®¥ Similar
results have been seen specialists trained in PC. For
example, a nephrologist-led PC study showed a sig-
nificant increase in documentation of patient pref-
erences for cardiopulmonary resuscitation and limits
on life-sustaining treatment.®>)

It is expected that hepatologists are aware of patient
prognosis and treatment options, whereas PC special-
ists may not be fully aware of those including trans-
plantation eligibility, which can change over time.
With appropriate training, hepatologists can provide
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evidence-based PC to their patients with support-
ive care needs (e.g., ACP, goals-of-care communica-
tion, symptom management) in addition to offering
all appropriate advanced therapies for patients with
ESLD as routine practice. This h;/pothesis is being
tested in the PAL-LIVER study."'®

SCREENING TOOLS TO AID PC
INTERVENTION AT AN EARLY
STAGE OF ESLD

It is important to identify patients with ESLD who
may benefit from nonhospice PC early in their dis-
ease trajectory. Screening tools have been developed
and validated to help identify patients for whom PC
can be triggered in other settings, such as emergency
departments. However, few tools exist to identify
unmet needs among patients with ESLD. One such
tool for inpatients with ESLD at high risk of dying
within 1 year includes five criteria: (1) Child-Pugh
class C, (2) more than one liver-related admission
within the previous 6 months, (3) ongoing alcohol use
in the context of known alcohol-associated liver dis-
ease, (4) unsuitability for L'T, and (5) World Health
Organization (WHO) performance score of 3 or 4
(a cumulative score > 3 can be used to trigger PC
referral).?? Other more general screening tools can
be applied to patients with ESLD, such as emergen-
cy-department PC, which includes three simple cri-
teria: (1) presence of a life-limiting illness, (2) unmet
PC needs (e.g., symptoms, functional decline, frailty,
new onset of complications, limited social support),
and (3) hospital admissions. )

To intervene at an early stage of illness, it is
important to use screening tools as standard practice.
However, the feasibility of including these screen-
ing tools within hepatology practices needs fur-
ther evidence to determine. Instruments such as the
Edmonton Symptom Assessment Score (ESAS) for
symptoms, the Patient Health Questionnaire 9 (PHQ-
9) for depression, and the Distress Thermometer
(DT) for distress can also be used. The ESAS assesses
pain, fatigue, nausea, depression, anxiety, drowsiness,
appetite, feeling of well-being, shortness of breath,
and others (including disease-specific symptoms such
as muscle cramps, itching, sexual function, and sleep).
The PHQ-9 includes nine questions assessing depres-
sion, with higher scores reflecting a greater severity
of depression. The DT is a brief, valid instrument to
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assess the severity of psychosocial distress in patients
with serious illnesses and helps initiate conversations
about a wide range of difficulties, in addition to the
services and resources that may help address them.

GOALS-OF-CARE DISCUSSIONS

Effective communication is the key to eliciting
patient’s personal goals and preferences and aligns
those with their care management plans. Research has
shown that communications about goals of care lead
to improved patient health outcomes and a reduced
intensity for end-of-life care acts. These should be con-
ducted at an early stage of illness, such as once a diag-
nosis of cirrhosis is made, but can change over time and
therefore must be revisited. The hepatology team can
play a pivotal role in eliciting these goals.””) However,
clear evidence on how many of these discussions hap-
pen during routine hepatology consultations remains
unclear. There are standard educational courses avail-
able to learn about goals of care such as VitalTalk and
OncoTalk, which have been widely used to improve
communication skills among providers.(38) These are
based on effective communication strategies to elicit
and deliver personalized care. These can be a part of
faculty development within hepatology. Furthermore, a
framework such as the REMAP tool (Reframe, Expect
emotion, Map out patient goals, Align with goals, and
Propose a plan) can be used by the hepatology team to
improve goals-of-care discussions.*”

ADVANCE CARE PLANNING

ACP is a mechanism for developing future health
care goals, to be inclusive of personal values and pref-
erences. Discussions around ACP provide moments
to explain the patient’s current health situation in the
broader context of the overall trajectory of liver dis-
ease, treatment options, and potential outcomes asso-
ciated with each (disease and treatments). In addition,
these surrogate
makers’ anxiety and depression and reduce unwanted
care acts toward the end of life. A framework tailored
to cirrhosis outlining the best-practice tools for ACP
has been published by Brisebois et al.“” They out-
line the key elements of ACP process as (1) elicitation
of the patient’s perspectives, (2) assessment of readi-
ness to discuss ACP and choose a surrogate person,

discussions ameliorate decision-

(3) education of patients (using educational resources
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on cirrhosis and its complications), (4) description of
the focus of care to be inclusive of curative therapy
and symptom management, (5) discussion of progno-
sis using tools that include comorbidities, (6) review
of liver-disease complications, (7) review of available
local resources for patients and their families, and (8)
documentation of goals of care. For compensated cir-
rhosis, eliciting patients’ health goals is important. As
they enter the decompensated phase, in-depth discus-
sions on prognosis, treatment options, and S;Imptoms
are warranted. Brisebois and colleagues®” recom-
mend that these discussions occur, irrespective of LT

eligibility.

CONCURRENT CARE MODELS
In 1990, WHO was the first to propose a con-

current care model in which PC was offered from
the time of diagnosis of cancer.*" This was with-
out evidence until the 2000s, when multiple stud-
ies in cancer demonstrated that PC effectively
improved patients’ QOL, symptoms, and surpris-
ingly, survival.”) Similarly, although PC and LT
are often viewed as mutually exclusive, a concurrent
care model may prove beneficial.*? Especially for
patients with ESLD who hope to undergo trans-
plantation but risk organ rejection, infection, and
posttransplant morbidity in the setting of an already
diminished QOL before transplantation, PC can
optimize care. A quality improvement study in a
Veterans Affairs setting, designed to proactively
identify patients with a Model for ESLD (MELD)
score > 14 and/or hepatocellular carcinoma (HCC);
patients were referred for a PC consultation through
a care coordinator.*” The results showed that PC
consultations improved the likelihood of being con-
sidered for LT and the likelihood of completing the
transplantation evaluations. Telehealth could poten-
tially be used to integrate PC within LT care, as has
shown to work within liver practices.(44)

Another prospective study conducted in a surgical
intensive care unit (SICU) for patients undergoing
LT tested a two-part intervention of interdisciplin-
ary communication between providers and patients/
families: family support, goals-of-care discussion,
and prognosis at admission and a follow—uP inter-
disciplinary family meeting 72 hours later.*”) The
intervention increased goals-of-care discussions (2%-
38%), increased do-not-resuscitate status (52%-81%),
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and decreased SICU length of stay without affecting
mortality. The authors concluded that concurrent PC
can be delivered in a SICU setting and can poten-
tially improve end-of-life care. However, there is a
high need to educate LT providers on PC benefits for

patients and their caregivers.

CAREGIVER SUPPORT
Caregivers of patients with ESLD have high rates

of undiagnosed clinical depression, and a higher bur-
den is observed among those who care for patients
with frequent hospitalizations, hepatic encephalopa-
thy, or active alcohol use.*” Bajaj and colleagues*”
reported an increased caregiver burden, especially
for those caring for patients whose liver-disease
severity was high. This increased burden, in general,
has been linked to increased mortality in addition to
depression and anxiety. Research shows that caregiv-
ers who received PC were less likely to have depres-
sion or grief.(48) Through nonhospice PC, caregivers
can be evaluated for their burden and distress and
linked to additional supportive resources. This may
prove to be beneficial for both caregivers and their
patients.

Key Steps to Integrate
Nonhospice PC Into ESLD

Care

Based on the above-described structures and pro-
cesses, and the current situation of nonhospice PC,
there are five things that can be applied to improve
PC integration within the treatment of ESLD:

1. Provider education on nonhospice PC, as brief
courses or as an integral part of their fellowship
training;

2. Universal use of prognostic tools and screening of
symptoms, depression, and distress within routine
care, coupled with predetermined alerts to promote
PC service;

3. Development of clear criteria for PC referrals,
such as MELD score, occurrence of an acute-
decompensation event, development of HCC
beyond an early stage, number of hospitalizations,
and presence of comorbidities;
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4. Inclusion of goals-of-care and ACP discussions as
a part of routine ESLD care, including at the time
of transplantation evaluation, at the time of wait-
listing or delisting, or when no other curative op-
tions exist; and

5. Identification of methods to assess and address
caregiver burden, QOL, and distress separately
from patients, coupled with referrals made on the
basis of the evaluations.

Palliative Care for Liver

Diseases Study (Introducing
PC Within the Treatment of
ESLD)

The Patient-Centered ~ Outcomes
Institute (PCORI) has in large-scale
comparative-effectiveness trials testing PC models
and ACP approaches. One of these is targeting the
population with ESLD. The Palliative Care for Liver
Diseases (PAL LIVER) study aims to compare a
consultative PC model with trained hepatologist-led
PC delivery. It is a multicenter cluster-randomized
study, with clinical centers as the units of random-
ization.® The primary hypothesis is that the trained
hepatologist-led PC model will have better improve-
ment in QOL (from baseline to 3 months) than the
consultative model. Delivering PC in the context of
routine hepatology care will build on an established
relationship between the patient and his/her hepatol-
ogist. Furthermore, it will be more pertinent, given the
hepatologist’s understanding of the disease process
that includes the prognosis and ramifications of each
complication.

A PC training program tailored to liver diseases
has been developed to formally train hepatology
providers in model 2. The study is currently enroll-
ing (ClinicalTrials.gov identifier NCT03540771)
and is recruiting dyads (i.e., patients and caregivers
together). The intervention is tailored toward both
patients and caregivers and uses a PC checklist for
all study visits. The visits are being billed to insur-
ance, given the pragmatic nature and an aim to inform
real-world practice. This study has brought the two
specialties of PC and hepatology together, to partner

Research
invested
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and improve the care of patients with ESLD and
their caregivers. Through this collaboration, the study
has been able to implement both models in distinct
settings. The results are projected to improve under-
standing of optimal integration of PC into the clin-
ical workflow. However, conducting PC research has
its own inbuilt challenges. Some ongoing challenges
to recruitment include health-related patient factors
(such as uncertain prognosis/complications, physical
and mental challenges, patient not too sick, or does
not understand the value of PC) and social barriers
(fear, resistance, additional time and travel); caregiver
factors such as mistrust, limited information, beliefs,
tear of intrusion, and false hopes; and provider factors
such as time sensitivity, workload, and other compet-
ing priorities.

Conclusions

Nonhospice PC is underused in ESLD care,
despite a great need and potential to improve
patient and family-member QOL and reduce costs.
Significant barriers exist, with an unclear under-
standing of how to integrate PC within the treatment
of ESLD. The structures and processes described in
this review can guide the development of programs
and interventions to improve nonhospice PC inte-
gration within ESLD care. The provision of training
on PC for hepatology trainees and established prac-
titioners will facilitate the implementation of this
important integration. The ongoing PAL LIVER
study aims to prove that early integration of PC in
the care of ESLD can lead to an improvement in
patients’ QOL and demystify some of the key chal-
lenges to support PC integration.

Future collaborative research needs to continue
between nonhospice PC and hepatology to test
effective PC education approaches for hepatologists:
delineating clinical criteria that can trigger PC ser-
vices for patients with ESLD, advanced-practice
providers delivering PC within hepatology offices
to accommodate the busy schedules of hepatologists
and patients’ limited time with hepatologists, or using
telehealth-based PC approaches. Furthermore, it
will be important to identify which subgroups with
ESLD benefit the most from PC, how much PC can
be delivered by hepatologists, and the optimal meth-
ods of conducting routine assessments of symptoms,
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depression, and distress within routine hepatol-
ogy practice. Finally and critically, it is important to
understand the financing of additional PC services
within hepatology practices, supporting value-based

medicine as opposed to a fee-for-service approach.
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