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Abstract:

Background: Hepatocellular carcinoma (HCC), which accounts for approximately 75% of primary liver tumors, is
one of the most serious complications of chronic liver disease. It is now the sixth most common cancer in the world,
contributing to the third leading cause of death from cancer.

Obijectives: The study aims to summarize current evidences regarding clinical characteristics and survival rates of
hepatocellular carcinoma

Methods: For article selection, the PubMed database were used. All relevant articles relevant with our topic and
other articles were used in our review. Other articles that were not related to this field were excluded. The data was
extracted in a specific format that was reviewed by the group members.

Conclusion: In conclusion, 13 were enrolled for final data extraction. The most common cause of HCC among
Medicare patients is NAFLD which was linked to less HCC surveillance reception, early-stage identification, and
somewhat worse survival when compared to other etiologies. Viremic HCC patients had lower survival than post-
SVR patients and viremic patients who were treated and achieved SVR after HCC diagnosis.
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INTRODUCTION:

Hepatocellular carcinoma (HCC), which accounts for
approximately 75% of primary liver tumors, is one of
the most serious complications of chronic liver
disease. It is now the sixth most common cancer in the
world, contributing to the third leading cause of death
from cancer [1]. Incidence has increased globally,
most likely due to an increase in chronic hepatitis B
and C infections. Every year, over 500,000 people
worldwide develop hepatocellular carcinoma (HCC),
and nearly as many die from it [2].

In 80% of patients, HCC is secondary to liver
cirrhosis, which is the greatest risk factor, hepatitis B
virus (HBV), hepatitis C virus (HBC), alcohol, and /
or non-alcoholic steatohepatitis (NASH), inherited
liver disorder such as hereditary hemochromatosis
(HH), 4% of them develop HCC every year, or it
occurs incidentally. Advanced age, male gender,
obesity, alcohol abuse, diabetes, and family history are
all risk factors for developing HCC [3].

HCC pathogenesis is comprised of various
genetic/epigenetic aberrations and alterations with
numerous signaling pathways, resulting in a known
heterogeneity of the disease's biologic and clinical
behavior [4]. The majority of specimens are from
hepatectomy procedures and thus represent a subset of
patients. HCC genetic heterogeneity is quite
impressive. Variations within stages of tumor
development in a similar patient, such as nodules, as
well as diversity within a tumor, exist between patients

[5].

The prognosis of hepatocellular carcinoma depends on
both tumor burden and liver dysfunction. Tumor-
node-metastasis (TNM) does not account for the
degree of performance status and liver dysfunction.
The Barcelona clinic's staging system for liver cancer
is the most popular (BCLC). A poor prognosis is
associated with HCC that is poorly differentiated and
has high levels of alpha-fetoprotein [65]. Patients with
hepatitis B virus-related HCC who have positive
serum levels of hepatitis B e antigen (HBeAg) also
have a poor prognosis and are more likely to have
HCC recurrence [6, 7]. A higher risk for HCC and
recurrence is linked to high serum concentrations of
hepatitis B virus DNA [8, 9]. A risk factor for the
development of HCC and one that is connected to a
poor prognosis is diabetes mellitus [10].

In high-risk patients, such as those with chronic
hepatitis B virus (HBV) infection and/or cirrhosis,
study of the Liver guidelines recommend surveillance
with ultrasound every six months. Reducing all-cause

Bassam Farhan Alakhras et al

ISSN 2349-7750

mortality and detecting HCC at an early stage when it
is treatable are the objectives of surveillance [11, 12].
The study aims to summarize and assess clinical
studies identified clinical characteristics, survival rates
and prognosis of hepatocellular carcinoma.

METHODS:

Study design

A systematic review of the current evidence on clinical
characteristics, survival rates and prognosis of
hepatocellular carcinoma is considered a robust way
of identifying and synthesizing the peer reviewed
articles for evidence in this area to define a cohesive
empirical research agenda that builds on prior
knowledge. This review will include qualitative
evidence only to produce an interpretation. Further, a
synthesis of qualitative data aims to generate findings
that are meaningful, relevant and appropriate to
individuals, to inform a research agenda and
ultimately to more effectively practices on clinical
characteristics, survival rates and prognosis of
hepatocellular carcinoma. The review will use
methods of qualitative synthesis to combine, integrate
and interpret, where possible, the evidence from the
included papers.

Study eligibility criteria

The review will include qualitative peer-appraised
studies. Qualitative data from mixed methods-studies
was screened for inclusion and included if the
qualitative element is pertinent. The study did not
include those studies that have been conducted
concerning the topic. All peer-reviewed articles
published in English, reporting clinical characteristics,
survival rates and prognosis of hepatocellular
carcinoma was included.

Study Inclusion and Exclusion criteria

The articles were selected based on the relevance to
the project, English language and studies with relative
objective was considered. All other articles which do
not have one of these topics as their primary end, or
repeated studies, and reviews studies were excluded.
The reviewers will exclude any studies not available
in English, conference abstracts, books or grey
literature, Studies that included less than 100 patients,
and editorial comments. Studies reporting only
qualitative data was excluded. Studies that have
significant different methodology compared to other
studies included were also excluded.

Search strategy

A systematic search strategy was developed through
PubMed database using a combination of Medical
Subject Headings (MeSH) and controlled vocabulary
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to identify peer-reviewed articles on clinical
characteristics, survival rates and prognosis of
hepatocellular carcinoma.

Selection of study

The ENTREQ guidelines for reporting qualitative
systematic reviews was used to demonstrate the
selection processes and results. All retrieved studies
will initially be imported into Endnote library to assist
removing duplicates. After removing the duplicates,
the Endnote library was shared between the two
reviewers to independently screen the articles by title
and abstract, guided by the eligibility criteria. The
studies which the two reviewers would have agreed on
was subjected to the full-text review. A third reviewer
will adjudicate any discrepancies between the two
reviewers. The two reviewers independently review
the full text of all eligible studies. In the case where
there are differences between the two reviewers,
consensus was sought through discussion on the
differences with the third reviewer. Finally, the full
texts of all relevant studies found to meet the inclusion
criteria was retained for the final framework synthesis.

Data extraction

Data was independently extracted by two reviewers
from eligible studies onto a customized data extraction
form and populated with variables pertaining to the
study population and phenomena of interest. Double
checking and verification of extracted articles was
done by the third review author. Study characteristics
that were extracted will include name of the first
author and year of publication, data collection period
and region in which the study was conducted. Specific
study details including the study design, study
population, sample size, sampling procedures and data
collection procedures then were captured. clinical
characteristics, survival rates and prognosis of
hepatocellular ~ carcinoma was  systematically
identified.

Data synthesis and analysis

No software was utilized to analyze the data. The
reviewers sorted the data by theme and present the
themes in the form of an analysis table (chart). The
columns and rows of the table reflect the studies, and
related themes and enable authors to compare findings
of the studies across different themes and subthemes.

RESULTS:

Figure 1 shows the selection and identification of
studies. The search of the mentioned databases
returned a total of 286 studies that were included for
title screening. 198 of them were included for abstract
screening, which lead to the exclusion of 52 articles.
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The remaining 146 publications full-texts were
reviewed. The full-text revision led to the exclusion of
137 studies due to difference in study objectives, and
13 were enrolled for final data extraction (Table 1).

In Jingli Ding, et al. 2021 study. [13] There were
80,347 patients covered in all For HCC severity at
diagnosis, including SEER stage, tumor size, tumor
spread, and lymph node involvement, significant
decreasing temporal trends were seen (P 0.001 for all).
Patients with HCC experienced improvements in OS
and DSS over time (P 0.001). In comparison to
patients who underwent no surgery, those who
received liver-directed treatment (HR = 0.54), hepatic
resection (HR = 0.35), or transplantation (HR = 0.14)
had considerably longer DSS. The positive effects of
a surgical approach, independent of the kind of
therapy, were significant across all phases in stratified
analyses. Chen JG, et al. 2021[14] study indicated that
The 1-, 5-, 10-, and 20-year observed survival (OS)
rates from the data set were 18.51%, 6.28%, 4.03%,
and 2.84%, respectively, showing a very significant
upward trend (P0.01), liver cancer survival rates have
significantly increased over three 15-year periods of
1972-1986, 1987-2001, and 2002-. [14]

Patients with cHCC-CC showed comparable
incidences of cirrhosis. Patients with cHCC-CC
showed an intermediate prognosis between HCC and
ICC, with median overall survival (OS) times of 20.5
months, 35.7 months, and 11.6 months (p0.001) for
cHCC-CC, HCC, and ICC, respectively. [15]

Overall Survival in Hepatocellular Carcinoma Patients
Undergoing Sorafenib Treatment: According to a
Polish Experience: Of the 2072 individuals who
received treatment, 27.44% (427) of the 1556 male
cases examined did not result in death. This population
had a 58.16% one-year survival rate, and it had
34.45%, 21.81%, and 9.72% two-, three-, and five-
year survival rates, respectively. The 516 females had
25.78% of their cases filtered (133). For this
population, the survival rates at 1, 3, and 5 years were
59.30%, 36.27%, 22.47%, and 11.34%, respectively.
The curve profiles by sex did not differ significantly
according to statistical testing. [16] LS patients had
more favorable baseline features and were more
commonly diagnosed while being monitored [17]

According to Ratana-Amornpin S, et al. The
prevalence of HCC in old women was greater than in
younger people (37.0% vs. 23.2%, p=0.049), whereas
the younger group had a considerably better 2-year
survival rate (65.0% vs. 45.5%, p=0.03). Poor survival
rate was substantially correlated with abdominal
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discomfort, ascites upon presentation, ruptured
hepatoma, advanced-stage HCC, and serum
hypoalbuminemia. [18]

Toyoda H, et al. study showed that compared to
individuals with chronic HCV, participants with SVR
had less advanced CC and worsening liver function. In
comparison to patients with persistent HCV, patients
with SVR had a considerably better survival rate
following diagnosis (1, 3, and 5 year survival rates of
98.2%, 92.5%, and 86.8% versus 89.5%, 74.7%, and
60.8%, respectively; P 0.001). [19]. Wang J, et al.
research comprised 271 people with CHC in total. The
1-, 3-, and 5-year OS rates were 52.3%, 27.1%, and
23.3%, respectively, with the median OS being 14
months. [20] in Kim YA, et al research, the percentage
of HCC patients that were untreated was 27.6%, down
from 33.4% in 2008 to 24.8% in 2013. Untreated
patients had higher rates of older age (P 0.001), female
gender (P 0.01), distant SEER stage (P 0.001), severe
liver disease (P 0.001), and poorer income (P 0.001)
compared to treated patients. The hazard ratio for all-
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cause death when comparing treated and untreated
individuals was 3.11. [21]

Karim MA, et al. showed that NAFLD was the most
common cause among 5098 HCC patients, accounting
for 1813 cases (35.6%). NAFLD was linked to
reduced HCC surveillance receipt, poorer early-stage
HCC identification, and marginally worse OS when
compared to individuals with hepatitis C-related HCC.
[22] Cho YY, et al. Study, which aimed to identify
Clinical Profiles of Long-Term Hepatocellular
Carcinoma Survivors Following Sorafenib Therapy:
According to this extensive, multicenter, retrospective
investigation, Korean patients had an objective
response rate of 9.1% and a proportion of long-term
survival of 16.4%. [23] Yeh ML, et al. found that post-
SVR HCC patients had greater median survival than
viremic patients (153.3 vs. 55.6 months). [24] Li B,
Liu A, et al. studied patients survival rate that were
treated surgically and found that Viremic HCC
patients had lower survival than post-SVR patients and
viremic patients who were treated and achieved SVR
after HCC diagnosis.




IAJPS 2022, 09 (09), 382-394 Bassam Farhan Alakhras et al ISSN 2349-7750

The included studies had different study designs.
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Table 1: Author, country, year of publication, methodology and outcome:
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Author,
Publishing
Year

Methodology

Results

Conclusion

Jingli Ding, et
al. 2021 [13]

From 1988 to 2015, individuals
with primary HCC were identified
using the Surveillance
Epidemiology and End Results
(SEER) database. Using the
Kaplan-Meier technique, overall
survival (OS) and disease-specific
survival (DSS) were estimated. To
calculate hazard ratios (HRs) and
95% confidence intervals (Cls) for
prognostic markers and compare
survival between patients
diagnosed at various times,
univariate and multivariate Cox
regression models were utilised
(per 5-year interval).

There were 80,347 patients covered in all. the
proportion of young patients ( 45 years) and
senior patients ( 75 years) declined with time (P
0.001). For HCC severity at diagnosis, including
SEER stage, tumour size, tumour spread, and
lymph node involvement, significant decreasing
temporal trends were seen (P 0.001 for all).
Patients with HCC experienced improvements in
OS and DSS over time (P 0.001). Young age,
female gender, Hispanic ethnicity, and marital
status were factors favouring DSS on
multivariate analyses, while a poorer DSS was
shown in patients with tumours larger than 5 cm,
vascular invasion, and lymph node involvement.
In comparison to patients who underwent no
surgery, those who received liver-directed
treatment (HR = 0.54), hepatic resection (HR =
0.35), or transplantation (HR = 0.14) had
considerably longer DSS. The positive effects of
a surgical approach, independent of the kind of
therapy, were significant across all phases in
stratified analyses.

These findings show a
considerable increase in
patient survival for HCC
patients from 1988 to
2015, which may be
related to developments
in early detection and
therapy strategies.

Chen JG, et
al . 2021 [14]

From 1972 to 2016, a total of
32,556 patients with liver cancer
were recorded. There were both
aggressive and passive follow-up
techniques used. SPSS22
programme used the life table
approach for survival analysis. A
significant test was regarded as
Wilcoxon (Gehan) statistics. The
Joinpoint Regression Program was
used to estimate the annual percent
change (APC) in relative survival,
which was calculated using the
SURYV programme.

The 1-, 5-, 10-, and 20-year observed survival
(OS) rates from the data set were 18.51%, 6.28%,
4.03%, and 2.84%, respectively, while their
relative survival (RS) rates were 18.88%, 6.95%,
4.96%, and 4.49%. The 5-year OS and RS rates
were 5.93% and 6.54% for 24,338 male patients
and 7.34% and 8.15% for 8218 female cases,
respectively, with P values less than 0.01. With
5-year OS rates of 2.02%, 4.40%, and 10.76%, 5-
year RS rates of 2.18%, 4.83%, and 12.18%, and
10-year OS and RS rates of 0.95%, 3.00%, and
7.02% vs 1.13%, 3.65%, and 8.96%,
respectively, showing a very significant upward
trend (P0.01), liver cancer survival rates have
significantly increased over three 15-year periods
of 1972-1986, 1987-2001, and 2002-

The survival rate for liver
cancer in Qidong varies
significantly by gender
and age. Although RWD
points to a somewhat

worse liver cancer
survival rate in this
region, significant

progress has been made
in recent years.

Tang Y, etal
2021 [15]

This study included a total of 1041
eligible patients with pathological
diagnoses of cHCC-CC (n=135),
HCC (n=698), and ICC (n=208).
Cox analysis using univariate and
multivariate variables were both
used to evaluate significant risk
factors. Additional 1:1 matching
was done between cHCC-CC and
HCC and ICC for significant
clinical risk variables. The
Kaplan-Meier technique along
with the log-rank test was used to

Patients with cHCC-CC showed comparable
incidences of cirrhosis, sex, and age with HCC
(p0.05) and hepatitis B or C with ICC (p=0.197).
Patients with cHCC-CC showed an intermediate
prognosis between HCC and ICC, with median
overall survival (OS) times of 20.5 months, 35.7
months, and 11.6 months (p0.001) for cHCC-CC,
HCC, and ICC, respectively. In matched cohorts,
the disease-free survival (DFS) of cHCC-CC was
worse than HCC but better than ICC (p0.05),
whereas the OS of cHCC-CC was worse than
HCC but similar with ICC (p=0.06).
Additionally, postoperative transarterial

When matched on
albumin level, tumour
size, lymph node

infiltration, tumour stage,
and margin, the long-
term survival of cHCC-
CC was lower than HCC
but similar with ICC.
Lack of postoperative
TACE and lymph node
involvement were linked
to a poor outcome for
cHCC-CC.
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visualise the survival curves of | chemoembolization (TACE) and lymph node
matched and unmatched cohorts. infiltration were separate risk factors for cHCC-
CC that were linked to prognosis.
Overall Survival in Hepatocellular | Of the 2072 individuals who received treatment,
Carcinoma Patients Undergoing | 75% (1556) were men and 25% were women
Sorafenib Treatment: A Polish | (516). 27.44% (427) of the 1556 male cases When  sorafenib s
Experience Using the standards of | examined did not result in death (by the date of administered
the Polish Drug Program, the | completing the analysis). This population had a : .
; . - systemically while
assessed group of patients was | 58.16% one-year survival rate, and it had meeting the established
, determined to be eligible for | 34.45%, 21.81%, and 9.72% two-, three-, and eeting
Stras W, et al. fenib Th fi val ivel criteria, extremely
2021 [16] sorafeni treatment. The  OS | five-year survival rates, respectively. positive  outcomes  are
curves were plotted using the | The 516 females had 25.78% of their cases -
. . . . . . possible that are on par
Kaplan-Meier  technique, and | filtered (133). For this population, the survival - .
. . with those of the patient
testing was done using the log- | rates at 1, 3, and 5 years were 59.30%, 36.27%, subarouns  brofiled b
rank test. Cox regression was used | 22.47%, and 11.34%, respectively. The curve othgr au?horsp y
to do a multivariate analysis of the | profiles by sex did not differ significantly '
covariates (sex and age) connected | according to statistical testing. Age and OS were
to the patient's time to death. not related in any way.
intended at evaluating the effect of
monitoring on patients with HCC's
long-term survival. 1028 cases
was  chosen with  long-term
survival (LS group, >5 years) and
2721 controls with short-term . . A crucial factor in
. LS patients had more favourable baseline features o
survival (SS group, >5 years) from ; . . determining  long-term
and were more commonly diagnosed while being A .
the ITALICA database. . . survival in HCC patients
- L . monitored (p 0.0001). LS may be predicted | ; . .
Multivariable logistic regression | . : is surveillance, which
. independently by surveillance (p 0.0001). | .
. analysis was used to account for : - . improves early-stage
Pelizzaro F, . . Patients who were monitored had substantially .
confounding factors in the - detection and the
etal. 2021 . - longer observed and lead-time corrected L .
connection between surveillance ) . . application of curative
[17] . survivals than patients who were not monitored
and LS. After balancing the (p 0.0001 and p = 0.0008, respectively). No therapy. To enhance the
baseline features with inverse | P p = V.S, Tesp Y)- prognosis of  HCC
o - ; evidence of a difference in survival between the : .
probability weights, the survival . : patients, surveillance
. . - two groups was found in IPW adjusted .
of surveilled patients was given opulations (p = 0.30) systems should be widely
both as observed and adjusted for Pop p= 5.0, implemented.
the lead-time bias, and the
comparison of survival between
the  surveillance and no
surveillance groups was also
carried out (IPW).
Numerous  girls are
affected by HCC, which
There were 187 female HCC patients in total, | typically has a poor
with a mean age of 65.711.9 years. The | prognosis and is
Between January 2009  and prevalence of HCC in old women was greater | identified at an advanced
y . than in younger people (37.0% vs. 23.2%, | stage, particularly in
Ratana- January 2019, a retrospective | .
; - p=0.049), whereas the younger group had a | Thailand and the
Amornpin S, | cohort analysis of female HCC : :
. L considerably better 2-year survival rate (65.0% | ASEAN. A poor
et al. 2021 patients at Thammasat University 0 ~003 ival s is linked
[18] Hospital in Thailand was carried Vs, 45.5/0, p=0.03). Poor surviva rate was | prognosis is linke to
out substantially  correlated  with  abdominal | abdominal  discomfort,
' discomfort, ascites upon presentation, ruptured | ascites, ruptured HCC,
hepatoma, advanced-stage HCC, and serum | advanced-stage = HCC,
hypoalbuminemia. and serum
hypoalbuminemia. In
individuals who are at
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risk, early identification
of HCC and timely
treatment may improve
survival rates.

Toyoda H, et
al. 2021 [19]

de novo HCC after SVR was
described and compared with
HCC that formed in individuals
with chronic hepatitis C virus
(HCV) infection. Characteristics,
survival rates, and recurrence rates
in 127 patients with initial HCC
that developed during persistent
HCV infection diagnosed between
2011 and 2015 and 178 patients
who developed initial HCC after
SVR between 2014 and 2020 were
compared. HCC was detected
under surveillance in both groups.

Compared to individuals with chronic HCV,
participants with SVR had less advanced CC and
worsening liver function. In comparison to
patients with persistent HCV, patients with SVR
had a considerably better survival rate following
diagnosis (1, 3, and 5 year survival rates of
98.2%, 92.5%, and 86.8% versus 89.5%, 74.7%,
and 60.8%, respectively; P 0.001). The rate of
recurrence following curative therapy, however,
was comparable among groups. In patients with
SVR, liver function improved between the initial
HCC diagnosis and recurrence, but it deteriorated
in the control group (P 0.001). Additionally,
patients with SVR were more likely to obtain
curative therapy for recurrence (80.4% versus
47.8%, respectively; P = 0.0008) than those with
chronic HCV

Despite identical rates of
recurrence following
curative therapy, survival
of patients with de novo
HCC after SVR was
considerably greater than
that of individuals in
whom HCC occurred
with  chronic  HCV
infection. Improvements
in liver function and a

greater incidence  of
curative  therapy  for
recurrent HCC  were

factors in this outcome.

Wang J, et al.
2021 [20]

Analysis of Prognostic Factors and
Survival Prediction in Patients
with  Combined Hepatocellular
and Cholangiocarcinoma Between
2004 and 2015 was carried out,
eligible people were gathered from
the Surveillance, Epidemiology
and End Results (SEER) database
and randomly assigned to the
training or verification cohort. To
find independent factors
connected to OS, univariate and
multivariate  analyses  were
conducted. The nomogram was
created using multivariate
analysis, and the calibration curve
and consistency index (C-index)
were used to assess how well it
predicted outcomes.

This research comprised 271 people with CHC in
total. The 1-, 3-, and 5-year OS rates were 52.3%,
27.1%, and 23.3%, respectively, with the median
OS being 14 months. In the training and
validation cohorts, the corresponding C-indices
for the nomogram-based model were 0.76 (95%
Cl: 0.72-0.81) and 0.72 (95% CI: 0.66-0.79),
respectively. The calibration of the nomogram
revealed good agreement between the projected
and actual 1-, 3-, and 5-year OS rates in both
cohorts. In the group receiving surgical therapy,
the TNM stage (HR, 1.23; 95% CI: 1.01 - 1.49),
and M stage (HR, 1.87; 95% CI: 1.14 3.05) were
risk factors. With no statistically significant
difference seen, liver transplantation and surgical
excision might both greatly increase survival.

For patients with CHC,
the pathological grade,
TNM stage, and surgery
were independent
prognostic variables.

Kim YA, et
al. 2021 [21]

The purpose of this study was to
examine the prevalence,
characteristics, and prognosis of
untreated hepatocellular
carcinoma (HCC) patients over a

broad, representative national
sample. The National Health
Insurance Service (NHIS)

database in Korea was used for a
cohort research. Between January
2008 and December 2013, 63,668
individuals with newly diagnosed
HCC in total were examined. After
HCC diagnosis, patients were
divided into treatment groups and

The percentage of HCC patients that were
untreated was 27.6%, down from 33.4% in 2008
to 24.8% in 2013. Untreated patients had higher
rates of older age (P 0.001), female gender (P
0.01), distant SEER stage (P 0.001), severe liver
disease (P 0.001), and poorer income (P 0.001)
compared to treated patients. The hazard ratio for
all-cause death when comparing treated and
untreated individuals was 3.11 after complete
adjustment. In all pre-defined subgroups,
including those with a distant SEER stage and
those with significant liver disease, the risk of
mortality was greater for untreated individuals. A
quarter of individuals with newly diagnosed HCC
did not receive any therapy specifically for HCC.

Even among individuals
with early-stage
diagnoses of HCC,
untreated cases are still
widespread. Patients with
HCC who were not
treated had a greater
chance of dying than
those who were. Reduced
income, severe liver
disease, older age, and
advanced stage were all
linked to a lower chance
of having HCC therapy.
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no treatment groups using claim
codes.
Fatty Liver Disease in the United 5098 HCC patients, accounting for 1813 cases atients  is ’ NAFLD
y LIver (35.6%). NAFLD was linked to reduced HCC P . :
States Clinical Features, e . . NAFLD was linked to
idemiology and End Results- §urve_|l_lanc_:e receipt, poorer early-stage HCC less HCC surveillance
R/Iedicare database was studied identification, and marginally worse OS when reception early-stage
through cohort of HCC patients compared to individuals with hepatitis C-related identifica,tion and
. g P HCC. NAFLD subgroup analysis revealed that ' :
Karim MA, et | between 2011 and 2015, | . : somewhat worse survival
' - .. | increased OS was linked to early-stage HCC, lack
al. 2022. [22] | and multivariable logistic . . . when compared to other
regression was usedto find of asc:|te§/hepat|c en(_:ephalopathy, surveillance, etiologies. To improve
- - and receipt of curative therapy. Compared to . .
characteristics related to receiving . . . the prognosis of patients
. - NAFLD patients without concurrent liver .
surveillance, spotting early-stage | . . . R with NAFLD-related
tumours, and receiving curative |I_Inesses, NAFLD patlents with cogaxw_tlng liver HCC multifaceted
’ . . - disease were more likely to get monitoring, early- . - h
therapy. To find variables linked S - strategies for increasing
- stage identification, curative therapy, and better :
to OS, Cox regression was 03 surveillance uptake are
employe. ' required.
Clinical Profiles of Long-Term
Hepatocellular Carcinoma
Survivors Following Sorafenib | The majority of the patients (83.8%) were male
Therapy INCLUDED 1,566 | and had stage C liver cancer at the Barcelona
individuals  with  unresectable | clinic (BCLC-C) and chronic hepatitis B
HCC who had sorafenib therapy | (77.3%). 9.0 months represented the median Korean patients had an
between 2007 and 2014 at nine | overall survival. According to the mRECIST ob'ectivepres onse rate of
Cho YY, et al. | tertiary hospitals in Korea as part | criteria, eight patients (0.4%) experienced a full 9 i% and a pro ortion of
2021 [23] of a multicenter, retrospective, | response following therapy, whereas 139 patients Ic;n term SUFI)’Vi\Fl)OI’Shi of
cohort analysis. The patients were | (8.8%) experienced a partial response. Metformin 16 g% P
divided into two groups: long-term | usage (adjusted hazard ratio, hand-foot skin T
survivors (greater than two years | reaction, and concurrent treatment with
of survival; n = 257), and controls | chemoembolization or radiation were prognostic
n = . e prognostic | variables that predicted long-term survival.
( 1309). Th ti iables that predicted long-t ival
variables that affected long-term
survival were the main results.
When HCC was diagnosed, post-SVR HCC
Retrospective analvsis of overall patients had improved liver function, lower
survive?l rates inys 1389 HCC alpha-fetoprotein levels, early BCLC stages, and | The  greater  overall
atients  with HCV  infection | & greater likelihood of surgical therapy. They | survival of post-SVR
Fncluded 1088 patients with HCv | Were also older, less obese, and less likely to be | HCC patients was driven
viremia at HCdeia nosis and 301 cirrhotic. Post-SVR HCC was not independently | by advantages in clinical
Yeh ML, et atients whose ch develoned related with survival on multivariate analysis, | and tumour
al. 2021 [24] gfter HCV eradication ( ost—SF\)/R although overall, post-SVR HCC patients had | characteristics at HCC
HCC) (viremic HCC) PF;o ensit greater median survival than viremic patients | diagnosis; however, HCV
score-matchin techn.i uesp Werg (153.3 vs. 55.6 months). On a sub-analysis, | eradication after HCC
also used to asgess overgll survival however, it was discovered that patients with | formation was also linked
in the two arouns viremic HCC who later got anti-viral therapy and | to increased survival.
groups. attained SVR had a greater median survival than
patients with post-SVR HCC.
After invasive therapy, the | The findings showed that whereas patients with | Viremic HCC patients
prognostic significance of serum | greater GP73, ALT, and TBil had longer RFS (p | had lower survival than
LiB, LiuA, | markers in hepatocellular | =0.000, 0.020, and 0.019), those with higher AFP | post-SVR patients and
et al. 2021 carcinoma was assessed. Six blood | and AFPL3 had shorter RFS (p = 0.016 and | viremic patients who
[25] indicators for HCC patients | 0.004). High levels of GP73, ALT, TBil, and low | were treated and achieved
following treatment—fetoprotein | levels of ALB were associated with a | SVR after HCC
(AFP), fetoprotein-L3 (AFP-L3), | substantially increased death rate (p=0.035, | diagnosis. Favorable
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Golgi protein73 (GP73), alanine | 0.008, and 0.005, respectively). GP73 and ALT | clinical and  tumour
aminotransferase (ALT), albumin | were shown to be independent prognosis | characteristics

(ALB), and total bilirubin—were | variables for RFS, while ALB and ALT were | contributed to better
examined using real-world data | found to be independent prognostic factors for | survival among patients
(RWD). 104 cases were utilised to | OS, according to multivariate analysis. In early- | with  post-SVR HCC
examine overall survival, and a | stage HCC, subgroups analysis revealed that | compared to patients who
total of 268 cases were enlisted to | GP73 had superior predictive values to other | developed HCC while
study recurrence-free  survival | serum markers (p = 0.023). being viremic overall.
(RFS). The evidence favours
prompt antiviral therapy
for HCV patients both

before and after
diagnosis of HCC.

DISCUSSION:

Results demonstrate that there has been a considerable
rise in the number of patients with localised illness and
an earlier peak in the age distribution, which is likely
a result of improvements in early diagnosis in this
patient population. As evidence that therapeutic
efforts, including but not limited to advances in
imaging techniques and newly emerging therapeutic
options with a curative intent, contributed to this
temporal improvement in HCC survival, the period of
initial diagnosis retained its independent significance
in predicting survival on multivariate analysis and was
significant in subgroup analyses in patients diagnosed
with localised and regional disease. [13,26,27]

With an overall 5-year survival rate of 34.6%, liver
resection can be safely undertaken for multinodular
hepatocellular carcinoma (HCC) in the presence of
cirrhosis. A countrywide multicenter retrospective
study encompassing 18,275 of 42,573 genuine HCC
patients who had hepatectomy revealed that the 1, 3,
and 5 years overall survival rates were, respectively,
73.2%, 28.8%, and 19.6%. According to data from
Shanghai, the 5-year survival rate for clinical resection
patients may reach 36.2%, and for small HCC
resection cases, it can reach 64.9%. From 1958 to
1970, the overall 5-year survival rate was 4.8%; from
1971 to 1983, it was 12.2%; and from 1984 to 1996, it
was 50.5%. For small HCC resection patients, the rates
were 33.3%, 52.4%, and 67.1%, respectively,
throughout the three time periods. [14]

Many advanced primary liver cancers were treated
with sorafenib therapy as an alternate strategy.
Because sorafenib was linked to diarrhoea and hand-
foot syndrome, a recent comprehensive analysis found
that it was not superior to hepatic arterial infusion
chemotherapy in patients with advanced HCC. In
addition, capecitabine was advised as an alternative to

adjuvant chemotherapy after biliary tract malignancy
was surgically removed. Regarding cHCC-CC, there
was just one research that documented the use of
molecular targeted treatment, but it was unable to
show that it was superior in terms of recurrence or
survival. [15]

In the view of therapy, surgical resection is the most
effective method to improve the survival rate, with
high 5-year rate up to 63% in Korea,5 and even
reached to 93.4% in patients with solitary HCC less
than 2 cm in diameter in Taiwan.28 These findings
have shown that the level of clinical treatment of liver
cancer has indeed improved over the past few decades,
among which surgery and small liver cancer have the
best therapeutic effects. [14]

According to the articles, the OS of the sorafenib-
treated patients ranged from 7 months to 8.7 months,
9.7 months, 11.5 months, 15.3 months, 15.8 months,
and even 17.4 months. The tumour growth stage, liver
function, overall patient health, and the presence of
portal thrombosis in the groups under study all affect
the outcomes. Age, sex, race, general health, the B or
C stage of the Barcelona Clinic Liver Cancer (BCLC
staging) classification, the presence of extrahepatic
spread (EHS), macroscopic vascular invasion (MVI1),
the number and size of the tumours, the cause of
cirrhosis, bilirubin, albumin, ALBI (albumin-bilirubin
grade), NLR (neutrophil-to-lymphocyte ratio), Child-
Pugh score, AFP. [16, 28-35]

In various studies, the percentage of HCC patients who
do not get a particular anticancer therapy range from
10% to more than 60%. In the US, individuals were
less likely to get HCC-specific therapy if they were
elderly, non-Caucasian, and had low socioeconomic
position, poor liver function, and poor performance
status. In line with these results, we also discovered
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that older patients, those with severe liver disease, and
those with lower incomes had reduced treatment
likelihoods. After correcting for confounding
variables, female patients had a greater probability of
not receiving HCC therapy. Similar to other research,
it found that gender inequality showed up in both
lower health spending and poorer health outcomes for
women compared to males. [21,36,37]

CONCLUSION:

In conclusion, 13 were enrolled for final data
extraction. The most common cause of HCC among
Medicare patients is NAFLD. NAFLD was linked to
less HCC surveillance reception, early-stage
identification, and somewhat worse survival when
compared to other etiologies. Viremic HCC patients
had lower survival than post-SVR patients and viremic
patients who were treated and achieved SVR after
HCC diagnosis.

There is considerable increase in patient survival for
HCC patients recently, which may be related to
developments in early detection and therapy strategies.
However, HCC surveillance should not be limited to
solely post-SVR patients with cirrhosis, as 30% of
post-SVR HCC patients did not have known cirrhosis
at the time of HCC onset. When sorafenib is
administered  systemically while meeting the
established criteria, extremely positive results were
obtained.

REFERENCES:

1. Singal, Amit G et al. “Early detection, curative
treatment, and survival rates for hepatocellular
carcinoma surveillance in patients with cirrhosis:
a meta-analysis.” PLoS medicine vol. 11,4
€1001624. 1 Apr. 2014,
doi:10.1371/journal.pmed.1001624

2. Waller, Lisa P et al. “Hepatocellular carcinoma:
A comprehensive review.” World journal of

hepatology vol. 7,26 (2015): 2648-63.
doi:10.4254/wjh.v7.i26.2648
3. Dongiovanni P, Romeo S, Valenti L.

Hepatocellular carcinoma in nonalcoholic fatty
liver: role of environmental and genetic factors.
World J Gastroenterol. 2014;20:12945-12955.

4. Bertino G, Demma S, Ardiri A, Proiti M,
Gruttadauria S, Toro A, Malaguarnera G, Bertino
N, Malaguarnera M, Malaguarnera M, et al.
Hepatocellular  carcinoma: novel molecular
targets in carcinogenesis for future therapies.
Biomed Res Int. 2014;2014:203693.

5. Bruix J, Gores GJ, Mazzaferro V. Hepatocellular
carcinoma: clinical frontiers and perspectives.
Gut. 2014;63:844-855

Bassam Farhan Alakhras et al

10.

11.

12.

13.

14.

15.

ISSN 2349-7750

Sun HC, Zhang W, Qin LX, Zhang BH, Ye QH,
Wang L, Ren N, Zhuang PY, Zhu XD, Fan J, Tang
ZY. Positive serum hepatitis B e antigen is
associated with higher risk of early recurrence and
poorer survival in patients after curative resection
of hepatitis B-related hepatocellular carcinoma. J
Hepatol. 2007 Nov;47(5):684-90.

Kubo S, Hirohashi K, Yamazaki O, Matsuyama
M, Tanaka H, Horii K, Shuto T, Yamamoto T,
Kawai S, Wakasa K, Nishiguchi S, Kinoshita H.
Effect of the presence of hepatitis B e antigen on
prognosis after liver resection for hepatocellular
carcinoma in patients with chronic hepatitis B.
World J Surg. 2002 May;26(5):555-60.

Kim BK, Park JY, Kim DY, Kim JK, Kim KS,
Choi JS, Moon BS, Han KH, Chon CY, Moon
YM, Ahn SH. Persistent hepatitis B viral
replication affects recurrence of hepatocellular
carcinoma after curative resection. Liver Int. 2008
Mar;28(3):393-401.

Wu JC, Huang YH, Chau GY, Su CW, Lai CR,
Lee PC, Huo TI, Sheen 1J, Lee SD, Lui WY. Risk
factors for early and late recurrence in hepatitis B-
related hepatocellular carcinoma. J Hepatol. 2009
Nov;51(5):890-7.

Wang YG, Wang P, Wang B, Fu ZJ, Zhao WJ,
Yan SL. Diabetes mellitus and poorer prognosis
in hepatocellular carcinoma: a systematic review
and meta-analysis. PL0S One. 2014;9(5):e95485.
Bruix J, Sherman M (2010) Management of
hepatocellular carcinoma: an update. Hepatology
53:1-35

Bruix J, Sherman M, Llovet JM, Beaugrand M,
Lencioni R, et al. (2001) Clinical management of
hepatocellular carcinoma. Conclusions of the
Barcelona-2000 EASL conference. European
Association for the Study of the Liver. J Hepatol
35: 421-430.

Ding J, Wen Z. Survival improvement and
prognosis for hepatocellular carcinoma: analysis
of the SEER database. BMC Cancer. 2021 Oct
29;21(1):1157. doi: 10.1186/s12885-021-08904-
3. PMID: 34715816; PMCID: PMC8555190.
Chen JG, Zhu J, Zhang YH, Chen YS, Ding LL,
Chen HZ, Shen AG, Wang GR. Liver Cancer
Survival: A Real World Observation of 45 Years
with 32,556 Cases. J Hepatocell Carcinoma. 2021
Aug 31;8:1023-1034. doi:
10.2147/JHC.S321346. PMID:  34513745;
PMCID: PMC8418373.

Tang Y, Wang L, Teng F, Zhang T, Zhao Y, Chen
Z. The clinical characteristics and prognostic
factors of combined Hepatocellular Carcinoma
and Cholangiocarcinoma, Hepatocellular
Carcinoma and Intrahepatic Cholangiocarcinoma




IAJPS 2022, 09 (09), 382-394

16.

17.

18.

19.

20.

after Surgical Resection: A propensity score
matching analysis. Int J Med Sci. 2021 Jan
1;18(1):187-198.  doi:  10.7150/ijms.50883.
PMID: 33390787; PMCID: PMC7738961.

Stra§ W, Gotlib J, Matkowski P, Wasiak D,
Sliwczynski A, Panczyk M, Tronina O,
Brzozowska M. Overall Survival in Patients with
Hepatocellular ~ Carcinoma  Treated  with
Sorafenib: A Polish Experience. Med Sci Monit.
2021 Aug 31;27:€931856. doi:
10.12659/MSM.931856. PMID:  34462415;
PMCID: PMC8418957.

Pelizzaro F, Vitale A, Sartori A, Vieno A, Penzo
B, Russo FP, Frigo AC, Giannini EG, Piccinnu M,
Rapaccini GL, Di Marco M, Caturelli E, Zoli M,
Sacco R, Celsa C, Marra F, Mega A, Guarino M,
Gasbarrini A, Svegliati-Baroni G, Foschi FG,
Olivani A, Masotto A, Coccoli P, Raimondo G,
Azzaroli F, Vidili G, Brunetto MR, Trevisani F,
Farinati F, On Behalf Of Ita Li Ca Study Group.
Surveillance as Determinant of Long-Term
Survival in Non-Transplanted Hepatocellular
Carcinoma Patients. Cancers (Basel). 2021 Feb
20;13(4):897. doi: 10.3390/cancers13040897.
PMID: 33672751; PMCID: PMC7924561.
Ratana-Amornpin S, Vilaichone RK,
Miftahussurur M, Aumpan N, Kaewkarnjanarat
K, Nun-Anan P, Chonprasertsuk S, Siramolpiwat
S, Bhanthumkomol P, Pornthisarn B, Uchida T,
Mahachai V. Clinical Features and Overall
Survival of Females with Hepatocellular
Carcinoma: A Retrospective Study and Review of
the Literature in the Association of Southeast
Asian Nations. Int J Womens Health. 2021 Jul
22;13:717-725. doi: 10.2147/IJWH.S311419.
PMID: 34326670; PMCID: PMC8314927.
Toyoda H, Hiraoka A, Uojima H, Nozaki A,
Shimada N, Takaguchi K, Abe H, Atsukawa M,
Matsuura K, Ishikawa T, Mikami S, Watanabe T,
Itobayashi E, Tsuji K, Arai T, Yasuda S, Chuma
M, Senoh T, Tsutsui A, Okubo T, Ehira T,
Kumada T, Tanaka J. Characteristics and
Prognosis of De Novo Hepatocellular Carcinoma
After Sustained Virologic Response. Hepatol
Commun. 2021 May 5;5(7):1290-1299. doi:
10.1002/hep4.1716. PMID: 34278176; PMCID:
PMC8279467.

Wang J, Li Z, Liao Y, Li J, Dong H, Peng H, Xu
W, Fan Z, Gao F, Liu C, Liu D, Zhang Y.
Prediction of Survival and Analysis of Prognostic
Factors for  Patients With  Combined
Hepatocellular Carcinoma and
Cholangiocarcinoma: A Population-Based Study.
Front Oncol. 2021 Jul 16;11:686972. doi:

Bassam Farhan Alakhras et al

21,

22,

23.

24,

25.

26.

217.

ISSN 2349-7750

10.3389/fonc.2021.686972. PMID: 34336671;
PMCID: PMC8322675.

Kim YA, Kang D, Moon H, Sinn D, Kang M,
Woo SM, Chang YJ, Park B, Kong SY, Guallar
E, Shin SY, Gwak G, Back JH, Lee ES, Cho J.
Survival in untreated hepatocellular carcinoma: A
national cohort study. PLoS One. 2021 Feb
4;16(2):e0246143. doi:
10.1371/journal.pone.0246143. PMID:
33539397; PMCID: PMC7861368.

Karim MA, Singal AG, Kum HC, Lee YT, Park
S, Rich NE, Noureddin M, Yang JD. Clinical
Characteristics and Outcomes of Nonalcoholic
Fatty Liver Disease-Associated Hepatocellular
Carcinoma in the United States. Clin
Gastroenterol Hepatol. 2022 Mar 17:51542-
3565(22)00284-1. doi:
10.1016/j.cgh.2022.03.010. Epub ahead of print.
PMID: 35307595; PMCID: PMC9481743.

Cho YY, YuSJ, Lee HW, Kim DY, Kang W, Paik
YH, Sung PS, Bae SH, Park SC, Doh YS, Kim
KM, Jang ES, Kim IH, Kim W, Kim YJ. Clinical
Characteristics of Long-Term Survivors After
Sorafenib ~ Treatment  for Unresectable
Hepatocellular Carcinoma: A Korean National
Multicenter Retrospective Cohort Study. J
Hepatocell Carcinoma. 2021 Jun 18;8:613-623.
doi: 10.2147/JHC.S304439. PMID: 34169044;
PMCID: PMC8219232.

Yeh ML, Liang PC, Tsai PC, Wang SC, Leong J,
Ogawa E, Jun DW, Tseng CH, Landis C, Tanaka
Y, Huang CF, Hayashi J, Hsu YC, Huang JF, Dai
CY, Chuang WL, Nguyen MH, Yu ML.
Characteristics and Survival Outcomes of
Hepatocellular Carcinoma Developed after HCV
SVR. Cancers (Basel). 2021 Jul 9;13(14):3455.
doi: 10.3390/cancers13143455. PMID:
34298669; PMCID: PMC8306695.

Li B, Liu A, Wen Y, Yang G, Zhao J, Li X, Mao
Y, Li B. The prognostic values of serum markers
in hepatocellular carcinoma after invasive
therapies based on real-world data. J Clin Lab
Anal. 2021 Sep;35(9):e23932. doi:
10.1002/jcla.23932. Epub 2021 Aug 17. PMID:
34403527; PMCID: PMC8418514.

Choi JY, Lee JM, Sirlin CB. CT and MR imaging
diagnosis and staging of hepatocellular
carcinoma: part |. development, growth, and
spread: key pathologic and imaging aspects.
Radiology. 2014;272(3):635-654. doi:
10.1148/radiol.14132361

Marrero JA, Kulik LM, Sirlin CB, Zhu AX, Finn
RS, Abecassis MM, Roberts LR, Heimbach JK.
Diagnosis, staging, and Management of
Hepatocellular ~ Carcinoma: 2018 practice




IAJPS 2022, 09 (09), 382-394

28.

29.

30.

31

32.

guidance by the American Association for the
Study of Liver Diseases. Hepatology.
2018;68(2):723-750. doi: 10.1002/hep.29913.
Rovesti G, Orsi G, Kalliopi A, et al. Impact of
baseline characteristics on the overall survival of
HCC patients treated with sorafenib: Ten years of
experience. Gastrointest Tumors. 2019;6(3-
4):92-107.

Liu L, Zhang Q, Geng J, et al. Comparison of
radiofrequency ablation combined with sorafenib
or sorafenib alone in patients with ECOG
performance score 1: Identifying optimal
candidates. Ann Transl Med. 2020;8(9):583.
Kaneko S, Ikeda K, Matsuzaki Y, et al. Safety and
effectiveness of sorafenib in Japanese patients
with hepatocellular carcinoma in daily medical
practice: Interim analysis of a prospective
postmarketing all-patient surveillance study. J
Gastroenterol. 2016;51(10):1011-21.

Kudo M, Ikeda M, Takayama T, et al. Safety and
efficacy of sorafenib in Japanese patients with
hepatocellular carcinoma in clinical practice: A
subgroup analysis of GIDEON. J Gastroenterol.
2016;51(12):1150-60.

Ye S-L, Chen X, Yang J, etal. Safety and efficacy
of sorafenib therapy in patients with
hepatocellular carcinoma: Final outcome from the

Bassam Farhan Alakhras et al

33.

34.

35.

36.

37.

ISSN 2349-7750

Chinese patient subset of the GIDEON study.
Oncotarget. 2016;7(6):6639-48.

Raoul J-L, Bruix J, Greten TF, et al. Relationship
between baseline hepatic status and outcome, and
effect of sorafenib on liver function: SHARP trial
subanalyses. J Hepatol. 2012;56(5):1080-88.
King J, Palmer DH, Johnson P, et al. Sorafenib for
the treatment of advanced hepatocellular cancer —
a UK audit. Clin Oncol (R Coll Radiol)
2017;29(4):256-62.

Worns MA, Koch S, Niederle IM, et al. The
impact of patient and tumour baseline
characteristics on the overall survival of patients
with advanced hepatocellular carcinoma treated
with sorafenib. Dig Liver Dis. 2013;45(5):408—
13.

Tan D, Yopp A, Beg MS, Gopal P, Singal AG.
Meta-analysis: underutilisation and disparities of
treatment among patients with hepatocellular
carcinoma in the United States. Aliment
Pharmacol Ther. 2013; 38:703-12.
10.1111/apt.12450

Denton M, Prus S, Walters V. Gender differences
in health: a Canadian study of the psychosocial,
structural and behavioural determinants of health.
Soc Sci Med. 2004; 58:2585-600.




