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Abstract

Purpose of Review This paper aims to investigate the crucial role of palliative care in the management of chronic liver disease
(CLD) and cirrhosis. Faced with a global surge in liver-related morbidity and mortality, our goal is to understand the impact
of early engagement with palliative care specialists on symptom management, quality of life, and the overall trajectory of
advanced liver disease.

Recent Findings While strides have been made in preventing and treating specific etiologies of CLD, such as viral infec-
tions, the escalating rates of alcohol use and obesity present new challenges for physicians. Despite advancements, liver
transplantation unfortunately remains an elusive solution for many due to various constraints. Our review underscores the
underutilization of palliative care in this context, emphasizing its potential to mitigate symptoms and enhance the overall
well-being of patients and their caregivers.

Summary Implementing palliative care early during CLD proves instrumental in reducing symptoms, hospitalizations, and
resource utilization. This not only improves the quality of life for patients but also signifies a paradigm shift in approaching
the uncertainties surrounding advanced liver disease. Urging further research and global initiatives, our findings advocate
for a comprehensive integration of palliative care in the holistic management of patients with advanced liver disease.
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Introduction

Chronic liver disease (CLD) and cirrhosis have emerged as
a common health challenge faced by clinicians worldwide
and with it comes a myriad of complications. Approximately
44,000 deaths in the United States and 2 million deaths glob-
ally are because of underlying liver disease which portrays
the increased morbidity and mortality associated with the
condition [1]. With rising rates of obesity and alcohol use
globally these findings are not entirely surprising.

P< Simone A. Jarrett
simone.jarrett @jefferson.edu

Edward Bley
Edward.Bley @jefferson.edu

Richard S. Kalman
Richard.Kalman @jefferson.edu
Department of Internal Medicine, Jefferson Einstein Hospital

, 5501 Old York Road, Philadelphia, PA 19141, USA

Department of Gastroenterology and Hepatology, Jefferson
Einstein Hospital , Philadelphia, PA 19141, USA

Published online: 12 February 2024

The most common etiologies of chronic liver dis-
ease and cirrhosis include alcohol use disorder (ALD),
metabolic dysfunction-associated steatotic liver disease
(MASLD), and viral hepatitis including hepatitis B and
C [2]. Other less common causes of CLD include genetic
conditions such as Wilsons disease, hemochromatosis,
and alpha 1 antitrypsin deficiency, as well as immune-
mediated causes such as autoimmune hepatitis. Conges-
tive hepatopathy and Budd Chiari syndrome may also lead
to CLD and cirrhosis.

Despite recent developments in the prevention and treat-
ment of some of these underlying etiologies particularly
viral infections with hepatitis B vaccinations and curative
medications for hepatitis C, the rising incidence of alcohol
use and the obesity epidemic are changing the global frame-
work. Unfortunately, with more cases of advanced liver dis-
ease, there is an increasing incidence of associated compli-
cations that lead to multiorgan involvement including but not
limited to hepatic encephalopathy, ascites, hepatorenal syn-
drome, variceal bleeding, and protein malnutrition. These
patients’ ultimate hope for long-term survival relies on liver
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transplantation, which is not attainable for most patients due
to a variety of reasons beyond the scope of this article.

The uncertainty of transplantation in this group of patients
highlights the importance of engaging palliative care clini-
cians in the initial stages of management of these patients
who face a long road of healthcare challenges fraught with
multiple complications and setbacks. Furthermore, symp-
toms from CLD have been shown to negatively impact the
quality of life for patients, which can be ameliorated through
early engagement with a palliative care specialist or team.
Considering this, the aim of our review is to explore the use
of palliative care for patients with CLD and explore why
early implementation of these services is essential in help-
ing manage symptoms and providing a better understand-
ing of the severity of illness with CLD and cirrhosis. These
patients’ ultimate hope for long-term survival relies on liver
transplantation, which is not attainable for most patients due
to a variety of reasons beyond the scope of this article.

History of Palliative Care

Palliative care as characterized by the World Health Organi-
zation (WHO) is a subspecialized field of medicine that aims
to optimize the quality of life and alleviate the suffering of
patients with serious illnesses [3]. Palliative care usually
comprises a group of professionals who work in synchrony
to provide comprehensive care to patients. These profession-
als include but are not limited to palliative care physicians,
nurses, social workers, chaplains, and other religious bodies,
pharmacists, and care managers.

Hospice care, on the other hand, is care that is provided
to patients with life-limiting illnesses, typically 6 months
or less, who are essentially at the end of life and are suffer-
ing from terminal diseases. The origins of palliative care
stem from focusing on the care of patients with terminal
illnesses, which has unfortunately led to its underutilization.
This underutilization is due to the underlying myth and mis-
conception that palliative care is only for patients actively
dying. However, palliative care encompasses a multitude of
services, where hospice care falls under this umbrella. Still,
it is undoubtedly only a tiny percent of the critical utility of
palliative care in patients suffering from chronic diseases [4].

End-stage Liver Disease

CLD is typically defined as a progressive deterioration of
liver function for 6 months, which includes the synthesis
of clotting functions and proteins, detoxification of
harmful products of metabolism, and the excretion of
bile [5]. This deterioration coincides with a continuous
process of inflammation, destruction, and regeneration of
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the liver parenchyma, ultimately leading to fibrosis and
cirrhosis. While the transition point between reversible
and irreversible fibrosis is still not wholly understood,
mortality rises significantly once cirrhosis has developed
and further rises with each complication such that patients
with cirrhosis, bleeding varices, and ascites have a
1-year mortality rate of more than 50% [6]. Patients with
hepatorenal syndrome have a 2-month mortality rate of over
90% without transplant [7].

Classifying the stage of cirrhosis remains paramount
to realizing the severity of the disease at a particular time,
as well as understanding the prognosis and predicting
mortality. Several scoring systems have been developed
with this objective in mind. One of these scoring systems
is the Child—Pugh score, based on total bilirubin, albumin,
PT/INR, and presence/absence of hepatic encephalopathy
and ascites. This scoring system requires a subjective
assessment, recognized as a system limitation. It is
categorized into three classes: A, B, and C. Compensated
cirrhosis is defined as Child—Pugh A in which patients
are asymptomatic and have no clinical stigmata of the
disease. The median survival rate of these patients can be
approximately 12 years [8]. Meanwhile, decompensated
cirrhosis is Child—Pugh B/C, typically characterized by
the onset of ascites, hepatic encephalopathy, spontaneous
bacterial peritonitis, or variceal bleeding and is associated
with high mortality within the short-term period compared
to compensated disease [6].

Another scoring system developed after the Child—Pugh
score was the Model for end-stage liver disease (MELD).
This score initially included four variables: creatinine, bili-
rubin, INR, and the presence of hemodialysis at least twice
in the last week. MELD offered better mortality prediction
by including an assessment of renal function while limiting
subjective evaluation of clinical status. This score was later
updated to include the serum sodium, known as the MELD-
Na, and updated again in 2022. The most recent version,
called MELD 3.0, added variables of sex and albumin [9].
This has allowed for a more accurate mortality assessment
seeking to reduce gender disparities on the liver transplant
wait list, which has long favored male candidates for a vari-
ety of reasons.

Although these scoring systems are helpful when
discussing prognosis, the trajectory of these patients
can change rapidly with patients undergoing sudden
decompensation even after a period of compensated disease.
It is estimated that approximately 5 to 7% of patients per
year will devolve from compensated to decompensated, and
with this comes increased morbidity and mortality [10].
These findings and the uncertainty surrounding when and
how long a patient may remain decompensated further
emphasize why it is essential to utilize the services of
palliative care from initial consultation for these patients
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as they face a long, unpredictable road ahead. Many of these
patients without transplantation have a median survival of
approximately 2 years [11].

The Role of Palliative Care

Advanced liver disease is not just associated with signifi-
cant health-related issues but is also associated with major
social, psychological, and financial hardships for not just the
patients but their loved ones and caregivers [12]. Early inte-
gration of palliative care into treating patients with chronic
diseases has long been studied and has shown positive find-
ings [13]. While the evidence is limited, a growing body
of work shows that early palliative intervention results in
a better quality of life for both patients and caretakers. For
example, patients with advanced heart failure referred to pal-
liative care were found to have fewer readmissions and less
mechanical ventilation, reducing health care utilization and
improving quality of life [14].

Similarly, with CLD, data from ongoing research has
shown that early initiation of palliative care and advanced
care planning in all patients, even those with compensated
disease, dramatically improves long-term outcomes in
the inpatient and outpatient setting [15]. Patients with
CLD suffer from a variety of symptoms, which may range
from pain, shortness of breath, anxiety, and depression
and can significantly affect their quality of life [16]. The
palliative approach to the patient should involve palliative
care providers and the primary team of hepatologists,
gastroenterologists, general physicians, and caretakers
who provide care to these patients. Timely recognition and
intervention and a multidisciplinary approach are crucial to
ensure the best outcome for these patients.

Studies have shown that early utilization of palliative
care contributed to a decrease in symptom burden such
as depression and improvement in other areas such as
fatigue, well-being, appetite, itching, and anxiety [17].
Families also reported that time spent with their family
members increased due to early palliative care. Lamba
et al. found that in patients with early intervention, hospital
length of stay decreased significantly by almost 9 days,
as well as a decrease in ICU length of stay. They also
showed that goals-of-care discussions with physicians on
rounds increased from 2 to 38% [18]. DNR statuses were
instituted earlier, and DNR to-death time increased. These
interventions resulted in earlier consensus around goals
of care for dying patients, and families felt they had more
“time to say goodbye.” These findings suggest that these
changes can result in better outcomes for patients, patient
families, and providers.

Patients with advanced liver disease may face a
tumultuous course with multiple periods of decompensation

and recovery, which makes it increasingly difficult for the
patient and their families to make decisions regarding long-
term care, especially when the prospect of a possible liver
remains in sight. Considering this, palliative care physicians
are essential as they can provide emotional support and
education early in the disease process to allow for informed
decisions and prepare a practical plan regarding advanced
care [19].

Advanced Care Planning

Advanced care planning (ACP) is a process that involves
multiple conversations between the healthcare team and
the patient and their family to guarantee that the values and
wishes of the patient are respected when it comes to end-
of-life care and interventions [20]. While ACP should be
addressed with the patient and their primary team, palliative
care physicians play a key role.

The stigma behind ACP due to the concern that these
conversations indicate that physicians may be giving up
on the patient or suggesting that death is near has led
many physicians to shy away from these conversations
until the patient is near the end of their life. Studies
have shown that despite patients being open to some
of these conversations, few have had these discussions
with the transplant team even when they are deemed
not a candidate for transplant [21]. ACP is an important
opportunity to explore goals and values for these patients
and should be addressed not just at the end of life.
Therefore, the best way to modify this pattern, supported
by the literature, is to have healthcare systems with
intentional planning and documentation. Palliative care
teams are essential to help achieve this goal.

A recent study in Edinburgh showed that after imple-
menting a supportive care liver nurse to help bridge the gap
between care and improve coordination between services
such as palliative care and patients, there was an improve-
ment in advanced care planning, which resulted in a reduc-
tion in unplanned admissions, shorter hospital stays and
fewer consultations [21]. There is also less grief as family
members have had time to come to terms with the decision
that the patient wanted.

Barriers to Palliative Care

Unfortunately, there remains a significant number of
barriers to patients accessing palliative care services,
whether these are patient factors or healthcare-related.
Some of the obstacles, which may be patient-driven, include
a lack of education with a poor underlying understanding
of their disease as well as decompensation with hepatic
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encephalopathy, leading to a lack of capacity and difficulty
engaging with the palliative care team [21]. There is also
a common misconception regarding the role of palliative
care and its association with end-of-life and death, thereby
leading to an unwillingness to engage. Other barriers
that exist that hinder the use of palliative care services in
patients with advanced liver disease include physician-
driven causes such as overestimation of the duration of
illness, misconceptions associated with palliative care,
discomfort in having these types of conversations, and focus
laid only on life-saving interventions.

In the literature, there is evidence to suggest that the
time from transplant denial to palliative care consult is
almost a month, with median survival after consult being
15 days [22]. Another study showed that only 33.9% of
patients are referred to palliative care, with almost 91%
of these consults being in the inpatient setting. Those
who are transplant-listed had significantly lower odds
of being referred to palliative despite the benefits of
consulting the service due to increased hospitalization
due to symptom management and decompensation [23].
Evidence also shows those patients denied transplants still
receive intensive care despite a very poor prognosis and
no likelihood of cure and reflects delayed advance care
planning conversations. Up to 88% of non-listed patients
were full code during their terminal hospitalization [23].
Integrating palliative care with the standard of care in
diagnosing severe illness improves several patient and
system-related factors. These include quality of life,
satisfaction, symptom burden, and advanced care planning
documentation, while emergency room utilization and
costs of care decline [22]. Studies have also shown a
significant survival benefit in patients who engage with
palliative care early in treatment vs. at the end of life,
where their involvement did not have this same benefit.
This may be because earlier in the course of illness,
patients are more receptive and able to have these types
of conversations.

Impact on Caregivers

The impact on caregivers is often missed in patients who are
suffering from critical or terminal illness who rely heavily
on the support of family members, close friends, and their
community. Caregivers must be taken into consideration,
particularly those caring for patients with advanced liver
disease, considering the chronic and unpredictable nature
of the disease and its impact psychologically and financially
on caregivers.

Studies have shown that caregivers often experience
depression, anxiety, and decreased quality of life when
compared to the general population, even when a patient
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undergoes a liver transplant [24]. A systematic review on
the health-related quality of life in liver transplant (HRQL)
patients suggests that patients impacted the caregiver and
vice versa, which may be linked to patient outcomes. This
data reinforces the need for further studies on the effects of
advanced liver disease and liver transplant on the patient’s
families and caregivers. This will help us to understand the
importance of caregiver support to maximize outcomes for
these patients and their caregivers [24].

In this scenario, palliative care can provide not only
resources and support for the patient but also for the family
and caregivers, which will help in the long term, especially
in those cases where patients are not transplant candidates.
There is data to suggest that the bereavement period is less
as patients and families have a proper understanding of what
is to come and how to address it when it does.

Symptom Management for Patients
with ESLD

As mentioned earlier, patients with CLD suffer from a
variety of symptoms [16]. In addition to the high symptom
burden in patients with cirrhosis, there are physiological
changes associated with cirrhosis that impact the metabo-
lism of many medications, thereby creating challenges in
treatment. Symptoms may be liver specific but also general-
ized, as seen in Table 1 [25].

Based on a recent systematic review, the most frequently
reported symptoms are pain (prevalence range, 30-79%);
breathlessness (20-88%); muscle cramps (56-68%);
sleep disturbance (insomnia, 26-77%; daytime sleepi-
ness, 29.5-71.0%); psychological symptoms (depression,
4.5-64.0%; anxiety, 14-45%); and sexual dysfunction
(53-93%). Common management steps utilized are further
described in Table 2.

Hospice Care in ESLD

In hospice care for patients with advanced and terminal dis-
eases, the focus is on allowing patients to live as comfortably
as possible. It differs from palliative care, focusing exclu-
sively on comfort rather than disease-directed curative treat-
ment. It is a service reserved for persons with life expectancy
measured in months.

Evidence suggests that patients placed in hospice in the
United States have more coverage of certain symptom-
relieving therapies, such as liberalized coverage of oxygen
in the home [38].

Hospice is associated with improved control of physical
and psychological symptoms, quality of life, and caregiver
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Table 1 Table demonstrating some of the common symptoms experienced by patients with chronic liver disease and cirrhosis

Symptom Pathophysiology

Ascites

Peripheral arterial vasodilation leading to underfilling of circulatory volume. This triggers the baroreceptor-mediated

activation of the renin—angiotensin—aldosterone system, sympathetic nervous system, and nonosmotic release of
vasopressin to restore circulatory integrity. The result is an avid sodium and water retention, identified as a preascitic
state. This condition will evolve in overt fluid retention and ascites, as the liver disease progresses. Once ascites is
present, most therapeutic modalities are directed on maintaining negative sodium balance, including salt restriction,

bed rest, and diuretics [26]
Muscle cramping

Precise etiology of muscle cramps is unclear, alterations in nerve function, energy metabolism, plasma volume, and

electrolytes may contribute. Often spontaneous, intermittent, and nocturnal [27]

Insomnia

Likely multifactorial in these patients. They may experience decreased sleep latency, frequent awakenings, reduced

total sleep time, decreased sleep efficiency, lower amounts of slow-wave sleep, and REM sleep. Additionally, poorly
timed medications, such as diuretics in the late afternoon or lactulose in the evening, could lead to frequent awaken-

ings to use the bathroom [28]

Pruritus

Common symptom in patients with cirrhosis of all etiologies, although it disproportionately affects patients with chole-

static liver disease. The pathophysiology is not well understood, but bile acids, lysophosphatidic acid, and autotaxin

have been implicated [25]
Appetite changes

This is a significant predictor of morbidity and mortality in patients with cirrhosis and tends to worsen with the

increasing severity of liver disease. It may be attributed to a variety of liver-specific factors, including early satiety
from ascites, hepatic encephalopathy, gastroparesis, autonomic dysfunction, taste change, and restricted diets (e.g.,

low-sodium diet) [25]

Pain Etiology of pain in persons with cirrhosis can be divided into liver-associated mechanical pain, inflammatory pain, and
non-liver-associated pain. Cirrhosis can directly lead to somatic or nociceptive pain through splenomegaly, ascites,
and hepatic capsular stretch or indirectly because of elevation of proinflammatory cytokines [29]. Nonhepatic etiolo-
gies of pain can range widely, but the most common are neuropathic (e.g., diabetic neuropathy) and musculoskeletal

(e.g., osteoarthritis) [30]
Sexual dysfunction

Results from cirrhosis because of associated hypogonadism, low testosterone, and altered circulation [31]

Depression and anxiety Multifactorial in etiology and should be addressed early as studies have shown an increased rate of suicide in these

patients [32]
Dyspnea

Typically, a subjective experience of breathlessness is experienced by 47-88% of persons with cirrhosis and can be

attributed to multiple causes, including ascites, volume overload, hepatic hydrothorax, hepatopulmonary syndrome,

portopulmonary syndrome, and infection [33]

bereavement. It has been provided very close to the end of
life in patients with decompensated cirrhosis and is not often
utilized due to delayed discussions about end of life, the
unpredictability of decompensating events, and clinician
discomfort with end-of-life conversations [39].

Palliative Care for Advanced Liver Disease

Palliative care for advanced liver disease patients is impor-
tant for a myriad of reasons. Not only does it support the
patient’s psychological well-being as well as caregivers,
but it is also vital in symptom management. Patients suffer
from a multitude of complications ranging from hepatic
encephalopathy to pruritus to malnutrition to chronic pain.
Palliative specialists can decrease this burden by managing
patient expectations and controlling symptoms. This will
lead to not only reduced hospitalization but also utilization
of hospital resources.

Providing physicians with education as to when
and why to reach out to palliative care and to develop
a close partnership with hepatology is the most crucial

step in improving the utilization rate of palliative care
in managing these patients. More research is needed;
however, a study done by Soo Yung Kim reviewing
palliative care in ESLD showed that the effectiveness
of palliative care has been validated using the E sass
scale and psychosocial measurements based on medical
records such as DNR orders, consultation of palliative
care, days of hospitalization and days from palliative care
consultation to death [17].

As we advance in managing these patients, we need to
learn how to align practical palliative care programs with
ESLD patients in the healthcare system across the country
while respecting various cultures and backgrounds.

Our Experiences

In our clinical practice in a large community health
hospital with a strong liver transplant program in an
underserved area, palliative care services remain grossly
underutilized in not only advanced liver disease patients
but also all critically ill patients. Barriers to care that
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have been identified specifically in CLD include shortage
of providers, lack of evidence-based referrals, stigma
surrounding palliative care, lack of clarity on the role
of palliative care, lack of provider training, lack of
prognostic certainty, and prognostic certainty [33]. At
our institution, prior studies demonstrate that during the
COVID-19 pandemic, there was limited use of palliative
care services, and among those having severe disease, only
40% had palliative care involvement [40]. Of those who
received palliative care, they were noted to be older age, on
vasopressors, needed intubation, or were near death. As we
begin to move to a post-pandemic world, it is crucial that
we start to re-evaluate the role of palliative care in the care
of these patients. For many patients with CLD, the standard
of care is to wait until a patient is deemed not a transplant
candidate to involve the palliative care team. However,
a growing body of data is showing that this practice is
missing a huge opportunity to help patients in their journey
to either transplant or end-of-life. Changing this practice
is vital and will likely require re-education of the entire
staff to understand better the role of palliative care in
these patients. Our institution is the sponsoring site for
the PCORI (patient-centered outcomes research institute)
PAL-Liver study serving to introduce palliative care within

dose i.v. hydromorphone 0.2 mg every 3 h as needed,

tion, and a mean MELD of 13 +4 found that 10 mg
select cases, typically at the end of life (e.g., starting
titrated to symptom relief)

o Placement of drains (usually in the setting of hospice

over a 4-week period was a safe and efficacious

tadalafil in 25 men with cirrhosis, erectile dysfunc-
approach [37]

e Opioids and anxiolytics can be used cautiously in
care) [33]

e Phosphodiesterase inhibitors. One small study of

and the presence of sexual dysfunction, somnolence,

dysfunction, such as depression and diabetes, should
and/or weight loss should guide the selection of

e Selection requires consideration of other symptoms,

e Underlying conditions that contribute to sexual
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