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Symptom Distress in Patients With Hepatocellular 

Carcinoma Toward the End of Life
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ARTICLE

A 
bout 75% of all liver cancers are hepatocellular carcinomas (HCCs) 

(American Cancer Society [ACS], 2017b; International Agency for Re-

search on Cancer, 2012), and the mortality rate for HCC is increasing in 

the United States (ACS, 2016). In 2017, an estimated 28,920 people will 

die from liver and intrahepatic bile duct cancers (ACS, 2017a). HCC is 

the fifth estimated cause of death in men and the eighth in women (ACS, 2017a). 

Its primary etiologies are chronic hepatitis from hepatitis C and B viruses and 

alcoholic cirrhosis. Despite the new antiviral agents available to treat hepatitis 

C, the incidence of HCC will continue to be a challenge because of the increase in 

obesity, type 2 diabetes, and nonalcoholic fatty liver disease (Mittal & El-Serag, 

2013). Many patients are diagnosed with HCC at an advanced stage, and the five-

year relative survival rate is 17% (ACS, 2016). 

Purpose/Objectives: To describe the presence, frequency, severity, and distress of symp-

toms in outpatients with advanced hepatocellular carcinoma toward the end of life, and 

the variability in psychological and physical symptom distress between and within patients 

over time. 

Design: A prospective, longitudinal, descriptive design. 

Setting: Outpatient clinics at two healthcare institutions. 

Sample: 18 patients (15 men and 3 women) with hepatocellular carcinoma and a mean 

age of 63.3 years (range = 54–81 years).

Methods: Data were collected monthly for six months. Patients completed the Memorial 

Symptom Assessment Scale, which reports a total score, and three subscales that provide 

global distress, psychological distress, and physical distress scores.

Main Research Variables: Global, psychological, and physical distress.

Findings: Patients reported lack of energy and pain as the most frequent and distressing 

symptoms. Problems with sexual interest or activity was the fourth most present symptom 

after drowsiness. Global Distress Index mean scores had notable variability between and 

within patients over time. During data collection, six patients died. None were referred to 

palliative care.

Conclusions: Gaining knowledge about symptom distress and prevalent symptoms ex-

perienced by patients with advanced hepatocellular carcinoma is critical for designing 

symptom management strategies that are comprehensive and tailored to patients to 

optimize their quality of life as they approach death.

Implications for Nursing: Nurses play a vital role in advocating for, initiating, and provid-

ing comprehensive holistic care based on individual patient needs by facilitating discus-

sions about apparent and less apparent distressing symptoms, including those related 

to sexuality.

Hansen is a professor and Dieckmann is 

an associate professor, both in the School 

of Nursing at the Oregon Health and Sci-

ence University; Kolbeck is an associate 

professor at the Dotter Interventional 

Institute; Naugler is an associate professor 

in the School of Medicine at Oregon Health 

and Science University; and Chang is a 

hepatologist at the VA Portland Health 

Care System, all in Portland, Oregon.

The study was funded by grant 

(119477-PEP-10-173-01-PCSM, principal 

investigator: Hansen) from the American 

Cancer Society. Hansen has previously 

consulted for Eli Lilly and Company and is 

supported by funding from the National In-

stitute of Nursing Research of the National 

Institutes of Health. Kolbeck has previously 

received payment from Guerbet LLC for 

lectures and from Bayer for participa-

tion in advisory or review activities. This 

study is the result of work supported with 

resources from the VA Portland Health 

Care System in Oregon. The Department 

of Veterans Affairs did not have a role in 

the conduct of the study, in the collection, 

management, analysis, or interpreta-

tion of data, or in the preparation of the 

manuscript. The views expressed in this 

article are those of the authors and do not 

necessarily represent the views of the U.S. 

Department of Veterans Affairs or the U.S. 

government.

Hansen contributed to the conceptualiza-

tion and design. Hansen and Kolbeck 

completed the data collection. Hansen, 

Dieckmann, Naugler, and Chang provided 

the analysis. Dieckmann provided statisti-

cal support. Hansen, Kolbeck, and Naugler 

contributed to the manuscript preparation.

Hansen can be reached at  

hansenli@ohsu.edu, with copy to editor at 

ONFEditor@ons.org.

Submitted November 2016. Accepted for 

publication March 15, 2017.

Keywords: symptom distress; hepatocel-

lular carcinoma; end of life; psychological 

distress; physical distress

ONF, 44(6), 665–673.

doi: 10.1188/17.ONF.665-673

D
ow

nl
oa

de
d 

on
 0

6-
03

-2
02

4.
 S

in
gl

e-
us

er
 li

ce
ns

e 
on

ly
. C

op
yr

ig
ht

 2
02

4 
by

 th
e 

O
nc

ol
og

y 
N

ur
si

ng
 S

oc
ie

ty
. F

or
 p

er
m

is
si

on
 to

 p
os

t o
nl

in
e,

 r
ep

rin
t, 

ad
ap

t, 
or

 r
eu

se
, p

le
as

e 
em

ai
l p

ub
pe

rm
is

si
on

s@
on

s.
or

g.
 O

N
S

 r
es

er
ve

s 
al

l r
ig

ht
s.



666 VOL. 44, NO. 6, NOVEMBER 2017 • ONCOLOGY NURSING FORUM

HCC is a symptom-free disease at the early stage 

and is, therefore, difficult to diagnose and treat. 

At this stage, treatment options include liver 

transplantation and locoregional therapies (e.g., 

transarterial chemoembolization [TACE], radioem-

bolization). At the advanced stage, locoregional 

therapies are often used, followed by systemic 

treatment, commonly sorafenib, a multiple kinase 

inhibitor (U.S. National Library of Medicine and Na-

tional Institute of Diabetes and Digestive and Kidney 

Diseases, 2017). At an advanced and moderately 

advanced stage, patients may present with symp-

toms of pain, fatigue, loss of appetite, constipation, 

diarrhea, anger, and depressed mood (Fan & Eiser, 

2012; Ryu et al., 2010). 

Distress related to the combined symptom burden 

patients with HCC experience toward the end of life 

and their individual symptom variability over time 

have received little attention. Findings on symptom 

distress and symptom experiences of patients with 

HCC are limited and have been published primarily 

in studies conducted in Asian countries (Fan & Eiser, 

2012; Lin et al., 2004). Other studies have included 

mostly patients with mildly or moderately impaired 

liver function during or after treatment and those 

who do not have evidence of metastatic disease or 

recurrent HCC (Mikoshiba, Miyashita, Sakai, Tateishi, 

& Koike, 2013; Ryu et al., 2010). Ryu et al. (2010) iden-

tified four symptom clusters in 180 Korean patients 

who were receiving active treatment for HCC. Most 

patients (83%) had mildly impaired liver function. 

The identified clusters were pain/appetite, fatigue-

related, gastrointestinal, and itching/constipation. 

The five most common symptoms were fatigue, lack 

of energy, stomach pain/discomfort, loss of appetite, 

and pain. Based on the symptom severity experi-

ence, patients were categorized into two groups. One 

group scored significantly higher on all symptoms. 

More patients in the high-symptom group had poor 

functional status, and more had metastatic disease. 

The five main symptoms experienced by Taiwanese 

patients with HCC following TACE treatment were 

abdominal pain, fatigue, sleeplessness, fever, and 

abdominal distention (Li, Feng, & Chien, 2015). Their 

levels of fatigue and symptom distress diminished 

shortly after treatment.

The purpose of this study is to present findings 

from a U.S. pilot study on the presence, frequency, 

severity, and distress of symptoms in outpatients with 

advanced HCC toward the end of life and the variabil-

ity in psychological and physical symptom distress 

between and within patients over time. 

Methods

In this prospective, longitudinal, descriptive study, 

data were collected from patients once a month for 

six months. The study was approved by institutional 

review boards at Oregon Health and Science University 

and VA Portland Health Care System.

TABLE 1. Sample Characteristics by Group

Patients

(N = 18)

Family  

Members

(N = 18)

Characteristic
—

X Range
—

X Range

Age (years) 63.3 54–81 54.1 22–68

Characteristic n n

Gender

Male 15 4

Female 3 14

Education

Some college 9 13

College degree or higher 8 4

Unknown 1 1

Ethnicity

Not Hispanic or Latino 16 15

Hispanic or Latino 2 1

Unknown – 2

Etiology of liver disease

Hepatitis C and alcohol 

and/or drug abuse

7 –

Nonalcoholic steatohepatitis 5 –

Hepatitis C 4 –

Hepatitis B 1 –

Primary biliary cirrhosis 1 –

Occupational status

Retired 8 6

Disabled 5 1

Employed outside home 

(full- or part-time)

3 7

Medical leave 2 –

Unemployed – 3

Unknown – 1

Race

White 16 15

Black or African American – 1

Native Hawaiian or other 

Pacific Islander

– 1

More than one race 2 1

Relationship to patient

Spouse – 15

Othera – 3

Treatment therapyb

Sorafenib 6 –

TACE 6 –

TACE and sorafenib 3 –

Clinical trial 1 –

Radiation 1 –

TACE and radiation 1 –

None 1 –

a Includes parents, adult siblings, and adult children 
b Some patients received more than one treatment therapy. 

TACE—transarterial chemoembolization 
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Sample

The sample consisted of 18 outpatients with HCC 

who could read and write English. The sample size 

was based on funding, the number of data collection 

points during the six-month study period, and a quali-

tative component to the study (Hansen, Rosenkranz, 

Vaccaro, & Chang, 2014). Inclusion criteria were an 

age of 21 years or older and a diagnosis of HCC be-

yond Milan criteria for transplantation. Milan criteria 

are a set of standards to assess liver transplantation 

suitability based on the number and size of liver le-

sions (Mazzaferro et al., 1996). Patients were excluded 

if they had another type of cancer or a previous liver 

transplantation. 

Potential participants were chosen using a pur-

poseful sampling strategy. A member of the partici-

pant’s clinical team (a nurse, nurse practitioner, or 

physician) briefly explained and provided written 

information about the study during a scheduled clinic 

visit. Interested participants were then referred to 

the principal investigator (PI). The PI or a member 

of the research team approached the participant and 

further explained the study during the same clinic 

visit or later by telephone. Participants who agreed 

to participate provided written informed consent. 

Data Collection

Data were collected in person by the PI once a 

month for six months primarily in patients’ homes 

because of disease severity and to minimize missing 

data. Patients completed a symptom questionnaire, 

and family members observed and rated patients’ 

performance status. Family members also provided 

written informed consent. Data were collected from 

July 2010 to June 2013. Data collection procedures 

are described in more detail elsewhere (Hansen et 

al., 2014).

Measures

The Memorial Symptom Assessment Scale (MSAS), 

a Likert-type scale, was used to measure 32 psy-

chological and physical symptom characteristics 

(Portenoy et al., 1994). Patients were asked to rate 

(a) how often the symptom occurred on a scale from 

1 (rarely) to 4 (almost constantly), (b) the severity 

of symptoms on a scale from 1 (slight) to 4 (very 

severe), and (c) how much the symptom distressed 

him or her on a scale from 1 (not at all) to 5 (very 

much) during the preceding week. The MSAS con-

sists of a total score and three subscale scores: the 

Global Symptom Index (GDI) score, Psychological 

Symptom Subscale (PSYCH) score, and Physical 

Symptom Subscale (PHYS) score. The total MSAS 

score is the mean of all the frequency, severity, 

and distress ratings. The GDI score includes the 

mean of 10 symptom ratings: frequency ratings for 

feeling sad, worrying, feeling irritable, and feeling 

nervous, and distress ratings for lack of appetite, 

lack of energy, pain, feeling drowsy, constipation, 

and dry mouth. The PSYCH score includes the mean 

of the frequency, severity, and distress ratings for 

six symptoms (feeling sad, feeling irritable, feeling 

nervous, worrying, difficulty sleeping, difficulty 

concentrating). The PHYS score includes the mean 

of the frequency, severity, and distress ratings for 

12 symptoms (lack of appetite, lack of energy, pain, 

feeling drowsy, feeling bloated, constipation, dry 

mouth, nausea, vomiting, change in taste, weight 

loss, dizziness). If a symptom score was not present, 

it was coded as 0. 

The MSAS takes 10–15 minutes to complete. Con-

vergent, discriminant, and construct validity of the 

MSAS was demonstrated by Portenoy et al. (1994). 

Internal consistency of the MSAS and subscales has 

TABLE 2. Frequency of Symptoms Reported  

by Patients With Hepatocellular Carcinoma (N = 18)

Symptom n

Lack of energy 63

Pain 55

Feeling drowsy 53

Problems with sexual interest or activity 52

Difficulty sleeping 51

Itching 48

Worrying 44

Difficulty concentrating 43

Feeling sad 42

Feeling irritable 39

Lack of appetite 39

Swelling of arms or legs 32

Nausea 31

Diarrhea 31

Dry mouth 30

Cough 30

Dizziness 28

Numbness/tingling in hands and feet 27

Feeling bloated 26

Changes in skin 23

Change in the way food tastes 22

Constipation 21

Weight loss 21

Shortness of breath 21

Do not look like myself 18

Sweats 18

Feeling nervous 15

Problems with urination 15

Difficulty swallowing 11

Vomiting 10

Mouth sores 7

Hair loss 4

Note. Variables are sorted in descending relative frequency as 

indicated by patients. N values reflect the total number of times 

patients indicated a symptom was present during the study.
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been determined for patients with and without can-

cer near the end of life (Tranmer et al., 2003). The 

Cronbach alpha coefficient for the PSYCH was 0.85 

for the cancer group and 0.77 for the without-cancer 

group. The Cronbach alpha coefficient for the three 

subgroups of physical symptoms ranged from 0.78–

0.87 (Tranmer et al., 2003). The Cronbach alphas at 

baseline for the GDI, PSYCH, PHYS, and MSAS total 

score in the current study were 0.76, 0.77, 0.76, and 

0.88, respectively. 

The Eastern Cooperative Oncology Group (ECOG) 

Scale of Performance measures the performance status 

of individuals (ECOG-ACRIN Cancer Research Group, 

2016; Oken et al, 1982). Performance status is defined 

as the level of function and capability of self-care. It 

is commonly used with patients with cancer and has 

been helpful in determining a prognosis for various 

malignant conditions. The patient is scored by an 

observer on a scale from 0–4, indicating the following: 

• 0 = normal activity 

• 1 = symptoms present but nearly fully ambulatory 

• 2 = some bed time but needs to be in bed less than 

50% of normal daytime

• 3 = needs to be in bed for more than 50% of normal 

daytime

• 4 = unable to get out of bed 

This served as the measure of disease severity in the 

current study. 

The ECOG has demonstrated reliability and conver-

gent validity in patients with inoperable lung cancer 

and in patients with and without cancer who received 

palliative care (Myers et al., 2010; Suh, LeBlanc, Shelby, 

Samsa, & Abernethy, 2011). Using weighted kappa val-

ues, Myers et al. (2010) found good inter-rater reliabil-

ity for the ECOG among three healthcare professional 

dyads: 0.65 between a palliative care research assistant 

and a specialist palliative care physician, 0.68 between 

a research assistant and a primary oncology/palliative 

care nurse, and 0.61 between an RN and a physician. 

Data Analysis

Data were analyzed using the R statistical software 

package, version 3.1.1. Given the small sample size 

and descriptive study aims, the current authors 

primarily used descriptive statistics to summarize 

data. Interindividual variability in symptom distress 

was quantified as the mean between-person standard 

deviation averaged across time, and intraindividual 

variability as the mean within-person standard de-

viation averaged (Nesselroade & Ram, 2011). The 

current authors also examined the relation between 

symptom distress and Model for End-Stage Liver Dis-

ease (MELD) and ECOG scores across time. The MELD 

score is a reliable measure of short-term survival over 

a range of liver disease severity levels and etiologies 

(Desai et al., 2004). The score is calculated using labo-

ratory tests and ranges from 6 (less ill) to 40 (gravely 

ill). Using a linear mixed-effects approach (R package 

nlme), the authors modeled each symptom distress 

subscale as a continuous outcome and added the 

MELD and ECOG scores as time-varying covariates. 

Model testing revealed that intercepts were best 

modeled as random and slopes best modeled as fixed. 

Findings

Six patients died during the data collection time 

period. Some questionnaire data were not obtained 

TABLE 3. Ten Most Frequent, Severe, and Distressing Symptoms Reported by Patients Across Time (N = 18)

Frequency Severity Distress

Symptom
—

X SD
—

X SD
—

X SD

Lack of energy 2.74 1.08 2.1 0.78 2.9 1.21

Paina 2.5 1.41 1.82 1.1 2.68 1.64

Feeling drowsy 2.02 1.09 1.49 0.85 1.88 1.19

Difficulty sleeping 1.87 1.38 1.4 1.09 2.19 1.57

Problems with sexual interest or activityb 1.81 1.45 1.26 1.28 1.83 1.83

Itching 1.57 0.9 1.33 0.77 1.93 1.25

Lack of appetite 1.53 1.36 1.08 0.94 1.6 1.51

Difficulty concentrating 1.46 1.17 1.16 0.94 1.78 1.41

Worrying 1.27 0.95 1.08 0.8 1.71 1.24

Feeling irritable 1.25 1.09 0.97 0.88 1.72 1.44

a Severity n = 17, distress n = 17 
b Frequency n = 16, severity n = 15, distress n = 16

Note. Participants who indicated they were not experiencing a symptom were scored as a 0. Frequency scores ranged from 1 

(rarely) to 4 (almost constantly), severity scores ranged from 1 (slight) to 4 (very severe), and distress scores ranged from 1 (not 

at all) to 5 (very much). Average scores were computed across all patients who had at least one observation during the study. 

Variables are sorted in descending relative frequency. 
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because the patient died, did not feel well, or was 

lost to follow-up because of relocation. None of the 

patients were referred to palliative care, and two 

patients were referred to hospice. 

Symptom Distress Over Time: Presence, 

Frequency, and Severity

Sample demographics are listed in Table 1. Patients 

who reported experiencing any of the 32 symptoms 

included in the MSAS at any point during the study 

are presented in Table 2. The variables in the table are 

reported in descending order from most commonly to 

least commonly reported. Mean ratings over time for 

the 10 most frequent symptoms with accompanying 

severity and distress ratings are presented in Table 

3. Average scores were computed across all patients 

who had at least one observation during the study. 

With the exception of feeling irritable, the symptoms 

reported in Tables 2 and 3 are the same but are repre-

sented in different order. The descriptive statistics for 

the total MSAS score and subscale (GDI, PSYCH, and 

PHYS) scores over the study are presented in Table 

4. Table 5 shows the between and within patient vari-

ability on the MSAS summary scores. The first column 

of Table 5 shows the average results across time. The 

MSAS variability was notable between individual pa-

tients, and the results suggest relatively little average 

variability across time within each patient. 

Relation Among Symptom Distress  

and Other Scores Over Time

The average ECOG and MELD scores stayed rela-

tively constant through the study (ECOG range = 2.06–

2.38, MELD range = 11.52–14). ECOG (coefficient = 

–0.05, p = 0.69) and MELD (coefficient = 0.05, p = 

0.21) scores were nonsignificant predictors of 

psychological symptom distress over time. The au-

thors found the same general pattern of effects for 

physical distress and global symptom distress, with 

nonsignificant effects of ECOG (PHYS coefficient = 

0.02, p = 0.83; GDI coefficient = –0.06, p = 0.57) and 

MELD (PHYS coefficient = 0.04, p = 0.12; GDI coeffi-

cient = 0.05, p = 0.1). Notably, most of the effects were 

in the expected direction given the limited statistical 

power in this sample.

Discussion

This is the first study to longitudinally describe 

the psychological, physical, and global symptom 

distress in outpatients with advanced HCC toward 

the end of life. In contrast to findings by Shun et al. 

(2012), who examined symptom distress in Taiwan-

ese patients at three time points after one course 

of TACE treatment, distress did not decrease in the 

current sample but remained fairly stable over time. 

Similar to Shun’s sample, the current study par-

ticipants experienced  little to somewhat distressing 

symptoms, although variability in the GDI, PSYCH, 

and PHYS scores between and within patients across 

time existed.

The exploration of symptom distress over time 

has focused primarily on patients receiving cancer 

treatment (Akin, Can, Aydiner, Ozdilli, & Durna, 2010; 

Cheng & Yeung, 2013; Knapp et al., 2012). Akin et al. 

TABLE 4. Patient Scores on the Memorial Symptom 

Assessment Scale (MSAS) at Each Time Point  

(N = 18)

Time Point n
—

X SD

Global Distress Index (GDI)

Time 1 18 1.17 0.74

Time 2 16 1.31 0.65

Time 3 15 1.23 0.7

Time 4 9 1.17 0.74

Time 5 9 1.07 0.57

Time 6 5 1.26 0.57

Psychological Symptom Subscale 

(PSYCH)

Time 1 18 1.14 0.82

Time 2 16 1.13 0.8

Time 3 14 1.2 0.72

Time 4 9 1.24 1.02

Time 5 9 1.14 0.62

Time 6 5 1.32 0.53

Physical Symptom Subscale (PHYS)

Time 1 18 1.13 0.65

Time 2 16 1.11 0.59

Time 3 15 1.09 0.5

Time 4 9 1 0.47

Time 5 9 0.87 0.44

Time 6 5 1.07 0.4

Total MSAS score

Time 1 18 0.94 0.51

Time 2 16 0.89 0.47

Time 3 15 1.01 0.44

Time 4 9 0.94 0.5

Time 5 9 0.79 0.39

Time 6 5 1.04 0.49

Note. The MSAS PSYCH sample size for patients at Time 3 

differs from the sample size of other MSAS summary scores 

because a participant did not answer certain items that 

make up the PSYCH at this time point.

Note. Patients were asked to rate the frequency of symptoms 

on a scale from 1 (rarely) to 4 (almost constantly), the severity 

of symptoms on a scale from 1 (slight) to 4 (very severe), and 

how distressing each symptom was on a scale from 1 (not 

at all) to 5 (very much) during the preceding week. The GDI 

scores include the mean of 10 symptom ratings, including 

frequency and distress ratings. The PSYCH score includes 

the mean of the frequency, severity, and distress ratings for 

six symptoms. The PHYS score includes the mean of the fre-

quency, severity, and distress ratings for 12 symptoms. The 

total MSAS score is the mean of all the frequency, severity, 

and distress ratings.
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(2010) explored symptom distress in patients with lung 

cancer undergoing chemotherapy. Akin et al. (2010) 

reported that these patients suffer many limitations 

because of symptoms and disruptions to their quality 

of life arising from the disease process and treatment. 

Spichiger, Müller-Fröhlich, Stoll, Hantikainen, and Dodd 

(2011) explored symptom prevalence in outpatients 

with lymphoma, lung, breast, or colorectal cancer re-

ceiving chemotherapy, and found that patients’ fatigue 

increased over time and that individual trajectories 

of fatigue varied greatly among and within patients. 

Fatigue, loss of appetite, diarrhea, and skin toxicities 

were spontaneously reported symptoms in Kaiser et al. 

(2014). Fatigue is commonly reported among patients 

with cancer (Bennett et al., 2016; Leak Bryant, Walton, 

& Phillips, 2015) and is considered as more distress-

ing than other symptoms (Weis, 2011). The current 

authors did not measure fatigue, but lack of energy and 

feeling drowsy may have been synonymous. Patients 

with chronic liver disease also commonly experience 

it (Newton & Jones, 2012).

In the current study, pain was rated by patients with 

advanced HCC as the second most frequent and dis-

tressing symptom. It is one of the most common and 

feared symptoms in patients with advanced cancer 

(LeMay et al., 2011; Romem et al., 2015), is associ-

ated with limitation in function, and interferes with 

quality of life (Black et al., 2011; LeMay et al., 2011). 

In patients with HCC, abdominal pain has been asso-

ciated with poorer outcomes of survival and poorer 

quality of life (Carr & Pujol, 2010). Carr and Pujol 

(2010) found that patients with unresectable HCC 

and a higher incidence of abdominal pain had poorer 

survival compared to patients with a lower incidence 

of pain and longer survival. 

Problems with sexual interest or activity was the 

fourth most common symptom among patients in the 

current study. In a study by Deshields, Potter, Olsen, 

and Liu (2014), this symptom was rated as the most 

burdensome among patients with various cancer 

types. Cancer can interfere with sexuality and sexual 

identity in many ways, leading to poor body image, 

difficulties with sexual functioning, frustration, anger, 

and relationship strain (Katz & Dizon, 2016; Male, 

Fergus, & Cullen, 2016; Ussher, Perz, & Gilbert, 2015). 

Maintaining physical sexual relations are highly vari-

able and, for some patients, include physical touch of 

any kind and experiences of tenderness and affection. 

The specific ways in which HCC interferes with sexual 

desire and activity have received little attention. In 

their study of symptom clusters in Chinese patients 

with primary liver cancer, Wang, O’Connor, Xu, and 

Liu (2012) removed the sexuality item “I am satisfied 

with my sex life” from the Functional Assessment of 

Cancer Therapy–Hepatobiliary questionnaire. Their 

rational was low response rates reported by Chinese 

patients in other studies. Culture influences sexual-

ity and how patients perceive and respond to this 

integral and complex part of human experiences. 

Therefore, research sensitive to cultural context and 

differences is warranted to assess how HCC interferes 

with sexuality and intimacy as the disease progresses 

and at the end of life. 

The average MELD and ECOG scores stayed rela- 

tively constant over time, and the ECOG score in-

dicated that participants needed some time in bed 

during the daytime. A significant relationship exists 

between performance status and rate of transition 

to death (Sutradhar & Barbera, 2014), which was not 

captured in the current study. The ECOG scores of the 

six participants who died may not have reflected their 

disease severity. This could be because some patients 

may have transitioned to the end-of-life state between 

consecutive data collection points or family members 

may have observed and rated patients’ performance 

status incorrectly.

Implications for Nursing

Findings from this study suggest that assessment 

and management of symptom distress and individual 

symptoms must be specifically tailored to each pa-

tient, not just adjusted by cancer type. Unlike patients 

with other cancers, patients with HCC suffer from can-

cer and liver cirrhosis, which may complicate their 

symptom presentation and experience. For instance, 

TABLE 5. Average Between and Within Patient Variability on Memorial Symptom Assessment Scale (MSAS) 

Summary Scores (N = 18)

Between Patients Within Patients

Variable
—

X SD Range
—

X SD Range

Global Distress Index 1.25 0.53 0.12–2.06 0.45 0.28 0.13–1.4

Psychological Symptom Subscale 1.16 0.69 0.12–2.12 0.4 0.2 0.13–0.85

Physical Symptom Subscale 1.15 0.55 0.28–2.73 0.36 0.28 0.06–1.24

Total MSAS score 0.93 0.35 0.24–1.55 0.3 0.29 0.03–0.72
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psychological distress can come from knowing that 

one has a terminal cancer. This distress may be 

complicated by physical distress caused by cirrho-

sis symptoms, such as ascites and potential hepatic 

encephalopathy. As stated by Brown (2014), nurses 

are in a perfect position to conduct and implement 

thorough distress assessment. They should regularly 

assess the frequency and severity of and how dis-

tressing each symptom is for patients, as well as their 

inter-relatedness as the disease progresses. Pain can 

interfere with other physical (e.g., fatigue) and psy-

chological (e.g., worry) symptoms that are common 

in patients with cancer, many of which remain un-

treated (van den Beuken-van Everdingen et al., 2009). 

A patient with HCC may experience pain because of 

abdominal distension from ascites, which differs from 

carcinoma pain and needs different interventions.

Because of the coexistence of HCC and liver cirrho-

sis, nurses should be knowledgeable about pharma-

cologic and nonpharmacologic interventions. They 

need to advocate for appropriate pain and symptom 

management for patients. Patients with HCC, like 

patients with advanced liver disease without cancer, 

may receive ineffective pain and symptom manage-

ment for several reasons (Poonja et al., 2014). Altered 

or decreased drug metabolism may be perceived by 

healthcare professionals as a barrier to effective pain 

control. Professionals may be concerned about poor 

medication metabolism and the development of he-

patic encephalopathy. In addition, many patients with 

HCC have a history of substance abuse, raising the 

concern about potential abuse of pain medications. 

Participants in the current study experienced prob-

lems with sexual interest or activity. The focus of the 

literature has been on the significant impact a cancer 

diagnosis or treatment has on sexuality but not so 

much at the end of life (Dow & Kennedy Sheldon, 

2015; Katz, 2005b; McGrath, 2012). Patients’ sexual-

ity problems may seem less imperative than distress 

from other complex psychological and physical 

symptoms as they approach death; however, nurses 

should not make any assumptions about patients’ 

sexual interest, activity, and intimacy-related needs. 

In a Turkish study, the most common reason nurses 

did not address sexuality was the belief that patients 

would feel ashamed (Oskay, Can, & Basgol, 2014). 

Nurses should be comfortable and take initiative in 

discussing these interests (Katz, 2005a), activities, 

and needs to improve patients’ quality of life by pro-

viding comprehensive holistic care. 

Six of 18 patients with HCC died during the study, 

only two participants were referred to hospice, and 

none were referred to palliative care. This speaks 

to the importance of nurses facilitating discussions 

about advanced care planning, goals of care, and pos-

sible referral to specialized palliative care early in the 

disease trajectory. Early discussions would allow for 

sooner integration of the interprofessional skills pal-

liative care specialists can bring to the complex care 

of patients with HCC. “Palliative care is an approach 

that improves the quality of life of patients and their 

families facing life-threatening illness, through the pre-

vention and relief of suffering by means of early iden-

tification and impeccable assessment and treatment 

of pain and other problems, physical, psychosocial 

and spiritual” (World Health Organization, 2017, para. 

1). Referrals to specialized palliative care can occur 

any time during a patient’s life-threatening illness but 

should be made at the time of diagnosis (Kazanowski 

& Kennedy Sheldon, 2014). In advanced cancer, pallia-

tive care has shown to improve symptoms (Tai et al., 

2016), symptom management, quality of life (Catania 

et al., 2015; Greer, Jackson, Meier, & Temel, 2013), and 

survival (Higginson & Evans, 2010; Temel et al., 2010).

Limitations

The sample size was small; studies consisting of 

larger and ethnically diverse samples are needed. Stud-

ies should include comparisons between patients who 

are receiving tumor-directed therapies with those who 

are not receiving treatments, as well as comparisons 

between treatment-related and disease-related symp-

toms. To compare symptoms and explore their rela-

tionships, larger studies should use more symptom-

specific instruments. Preliminary trends of symptom 

subgroups were detected in the small sample; larger 

samples are needed to build on the work of Ryu et al. 

(2010), who identified two subgroups of patients. 

Conclusion

Findings suggest areas of improvement in symptom 

management for patients with advanced HCC toward 

the end of life. Healthcare professionals should 

Knowledge Translation 

• Hepatocellular carcinoma (HCC) and liver cirrhosis 

cause multiple symptoms requiring specifically tailored 

interventions.

• Advanced HCC causes patients to experience mild to mod-

erate symptom distress, and global, psychological, and 

physical distress varies over time.

• Identification of symptoms that are not noticeably dis-

tressing, such as a patient’s problem with sexual interest 

or activity, is critical in designing symptom management 

strategies that will decrease the combined symptom bur-

den experience in patients with HCC.
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systematically assess all physical and psychologi-

cal symptoms, including the presence, frequency, 

severity, and distress of each symptom, at each clinic 

appointment. Comprehensive symptom management 

strategies should be developed and implemented 

based on individualized care to address the variability 

of symptom distress experienced between and within 

patients and ultimately optimize their quality of life 

as they approach death. 

The authors gratefully acknowledge patients and family 

members who participated in the study.
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