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ABSTRACT

 Objective: To describe the clinical characteristics of 
patients diagnosed with hepatocellular cancer admitted 
at the Philippine General Hospital from January 2001 
to December 2006

 Background: Hepatocellular carcinoma (HCC) 
is the third leading site of cancer in the Philippines. 
Although risk factors for HCC are already established, 
significance of risk factors may vary among regions. 
Diabetes has also not been examined as a risk factor 
among Filipinos.

 Methodology: This is a descriptive study with data 
collection done through chart review. All charts with the 
diagnosis of hepatocellular carcinoma admitted from 
2001 to 2006 were retrieved from the Medical Records 
Section. Participants included all adult hepatocellular 
carcinoma patients, diagnosed with HCC either by: (1) 
biopsy or (2) mass > 2cm and elevated -fetoprotein 
>200. Demographic data, risk factors, and laboratory 
exams were col lated. Descriptive statistics were 
generated using SPSS 15.0.

 Results: Two hundred twenty two patients were 
included in the study. Males outnumbered females 
(3.5:1). Majority were older than 50 years old. The most 
common symptom is abdominal pain. Two thirds had a 
history of drinking alcohol. Almost half were smokers. 
Thirty eight patients (40.0%) had previous hepatitis 
B and 66 patients (52.3%) had chronic Hepatitis B. 
Only 3 (6.2%) patients had hepatitis C infection. Two 
thirds had no evidence of cirrhosis. Thirteen percent of 
the population had diabetes mellitus while 20% of the 
HBsAg-negative patients had diabetes mellitus. Eighty 
seven percent were in the advanced stage and 11.7% 
were terminal stage.

 Conclusion: The most common risk factors for 
HCC are still hepatitis B infection and alcohol drinking. 
Diabetes mellitus deserves to be investigated as an 
important contributing factor to the development of 
HCC, especially in HBsAg-negative patients. Most 
patients belonged to late stages of the disease but 
a selection bias is recognized. Our study indicates 
the need for screening patients at risk so early-stage 
disease can be detected.

 Keywords: Hepatocellular carcinoma, α-fetoprotein, 
risk factors, hepatitis, cirrhosis
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INTRODUCTION

 Hepatocellular cancer (HCC) is the fifth most 
common tumor in the world. It is an important cause 
of cancer mortality, with approximately one million 
deaths annually.1 In the Philippines, HCC is the third 
leading site of cancer for both sexes.2 It ranks second 
among males and 9th among females. In 1998, there 
were estimated 5,249 new HCC cases (3906 males 
and 1343 females) and 4,403 deaths.3

 The most common risk factors for HCC include 
chronic hepatitis B infection, hepatitis C infection, 
cirrhosis of any etiology, heavy alcohol use and 
aflatoxin intake. Other authors have implicated 
smoking as a risk factor4 while others have argued 
against this.5

 Hepatocellular carcinoma is more prevalent in 
the Philippines and Asia because of the increased 
incidence of Hepatitis B. This also accounts for 
the younger age of onset of the disease (one to 
two decades earlier) in these populations.6 The 
Philippines is considered a hyperendemic region for 
Hepatitis B with a 55-68% exposure rate based on 
serological detection of at least one HBV marker.3 It 
is, therefore, expected that Filipino HCC patients will 
be younger than their Western counterparts.

 Characteristics of HCC patients have been 
described in the literature. However, only a few 
studies focused on the Filipino population. In 1979, 
Lacuesta described 30 biopsy-proven hepatoma 
cases in a tertiary center in Davao according to age 
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and liver function tests.7 In 1981, Domingo, et al 
described the typical Filipino HCC patient as male, 
under 50 years old, and has no recollection of liver 
disease or exposure to drugs or chemical carcinogens 
and has no family history of cancer.8 In 2000, Sollano 
studied 126 cases in a tertiary hospital. Eighty-seven 
percent were positive for HBsAg and none tested 
positive for Hepatitis C.9

 There is  no recent  s tudy descr ib ing the 
demographics, risk factors and clinical status of 
patients diagnosed with HCC in the Philippines. 
Although risk factors for HCC are already established, 
significance of risk factors may vary among regions, 
as depicted for example, by the high prevalence of 
Hepatitis B and HCC in the Philippines compared to 
other countries. These risk factors may influence the 
age of onset of the disease, prognosis of patients and 
screening recommendations for a population. With 
the recognition of diabetes mellitus as a risk factor for 
chronic liver disease and hepatocellular carcinoma, 
it is worthwhile to explore this as another risk factor 
for HCC among Filipinos. This has not been done in 
previous studies.

 As there are currently no general recommendations 
to screen for HCC among Filipinos, data on the 
clinical profile of Filipino HCC patients may lead to 
new recommendations for screening for HCC and its 
risk factors among Filipinos.

Research Question

 What  are  the  c l in ica l  character i s t ics  o f 
hepatocellular cancer patients admitted at the 
Philippine General Hospital from January 2001 to 
December 2006?

General Objective

 To describe the clinical characteristics of patients 
diagnosed with hepatocellular cancer admitted at the 
Philippine General Hospital from January 2001 to 
December 2006

Specific Objectives

  To characterize the clinical and laboratory features 
of HCC patients at presentation

  To describe the hepatitis profile of the HCC 
patients

  To determine the proportion of HCC patients with 
Diabetes Mellitus

MATERIALS AND METHODS

General Study Design

 This is a descriptive study, with data collection 
done through chart review. All charts with the 
diagnosis of „hepatocellular carcinoma‰, „hepatoma‰ 
or „liver cancer‰ admitted within the time period were 
retrieved from the Medical Records Section of the 
Philippine General Hospital. In order to increase the 
yield of cases, we also cross-referenced the Pathology 
Department database.

Participants

 The study included hepatocellular patients 
admitted from January 2001 to December 2006 
diagnosed with HCC either by (1) biopsy or (2) liver 
mass >2 cm by ultrasound or computed tomographic 
scan and elevated α-fetoprotein >200.10 Patients 
from both charity and pay wards were included. HCC 
patients from the Out-Patient Department of the 
institution were not included in the study because 
charts are not classified according to diagnoses in 
the Out-Patient Records Section.

Outcome Measures

 Demographic data, presenting symptoms and 
laboratory exams were collated. (See Appendix 1). 

Definition of Terms
 
  Cirrhosis- biopsy-proven or nodular liver on 

imaging (ultrasound or computed tomographic 
scanning)

  Ascites- based on physical examination or 
documented by imaging

Statistical Analysis

 Data collected were encoded in Microsoft Excel. 
Descriptive statistics (frequencies and percentages) 
were generated using SPSS 15.0 for Windows.

RESULTS

Demographics

 A total of 301 charts were retrieved but only 
two hundred twenty two patients were included in 
the study based on our definition of hepatocellular 
carcinoma. The patients were aged 29 to 86 years 
old. Mean age was 54 years old. Sixty-five percent 
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were older than 50 years old. Table I compares the 
young (less than 50 years) and old (greater than or 
equal to 50 years) subgroups.

Table  I .  Compar ison Between the Young and Old 
Subpopulations

Characteristics Young (n=68) Old (n=154)

M:F 7.5:1 2.7:1
HBsAg-positive 28 (n=36) 38 (n=90)
anti-HBc-positive 22 (n=24) 62 (n=74)
HBeAg-positive 2 (n=17) 3 (n=47)
HBsAg-negative/anti-HBc-positive 4 (n=23) 34 (n=71)
anti-HCV-positive 0 (n=15) 3 (n=33)
Alcoholic-beverage drinking 53 (n=68) 95 (n=154)
Smoking 28 (n=68) 72 (n=154)
Cirrhosis 23 (n=68) 53 (n=154)

 Comparison of the patients according to age 
showed that the younger patients had a higher male-
female ratio of 7.5:1 than the older patients (M:
F::2.7:1). A greater proportion of the young patients 
had chronic hepatitis B (78% vs 42%) while more 
patients in the old group had past hepatitis B (48% vs 
17%). The three patients who had anti-HCV were all 
older than 50 years. More alcoholic beverage drinkers 
were found in the young group (30% vs 24%) while 
the number of smokers was slightly higher in the old 
group (46% vs 41%). The presence of cirrhosis was 
equal between the two groups. 

Table II. Comparison Between the Male and Female 
Subpopulations

Characteristics Male (n=172) Female (n=50)

Age range in years (mean age) 29-86 (53.75) 32-83 (59.22)
HBsAg-positive  55 (n=103) 11 (n=23)
anti-HBc-positive 71 (n=81) 13 (n=17)
HBeAg-positive 5 (n=53) 2 (n=11)
HBsAg-negative/anti-HBc-positive 32 (n=78) 6 (n=16)
anti-HCV-positive 3 (n=38) 0 (n=10)
Alcoholic-beverage drinking 140 (n=172) 8 (n=50)
Smoking 91 (n=172) 9 (n=50)
Cirrhosis 65 (n=172) 12 (n=50)

 Males outnumbered females with a sex ratio of 
3.5:1. Table II shows the differences between the male 
and female patients in our population. The female 
patients were older than the males with mean age 
of 59 years versus 54 years, respectively. The male 
patients had a greater proportion with positive HBsAg 
(53% vs 48%), positive anti-HBc (88% vs 76%), past 
hepatitis B (41% vs 38%), positive anti-HCV (7.8% vs 
0%), alcoholic beverage drinkers (81% vs 16%) and 
smokers (53% vs 22%). The presence of cirrhosis was 
also more prevalent among males (38% vs 22%).

Chief Complaint

 Chief complaints of the patients on admission are 
presented in Table III. The most common presenting 
complaint was abdominal pain, which was the 
reason for consultation of 57.7%. The second most 
frequent complaint is a palpable abdominal mass 
(17.6%). Patients rarely presented with ascites 
(1.4%) or encephalopathy (1%). Only 1 patient was 
asymptomatic on admission (0.5%).

Table III. Distribution of Patients According to Chief Complaint

Chief Complaint Frequency  Percentage (%)

abdominal enlargement  12  5.4
abdominal mass  39  17.6
abdominal pain  128  57.7
ascites  3  1.4
asymptomatic  1  .5
cough  2  .9
decreased sensorium  2  1
diarrhea  1  .5
dysphagia  1  .5
dyspnea  2  .9
gen body weakness  11  5.0
generalized edema  1  .5
hematemesis  4  1.8
jaundice  13  5.9
vomiting  2  .9
Total  222  100.0

Hepatitis Profile

 The availability of a complete hepatitis profile for 
the patients was variable. Hepatitis B surface antigen 
(HBsAg) status was only available for 126 patients. 
Sixty six patients (52.3%) were HBsAg-positive 
while 60 patients (47.6%) were HBsAg-negative 
patients. HBeAg, a measure of viral replication and 
high infectivity, was only positive in seven out of 
64 patients (10.9%) with available data. Among the 
HBsAg-reactive patients, only five patients were 
HBeAg-positive (12%). However, we should note that 
34 patients had no available data on HBeAg status. 
Overall, there were 66 patients (52.3%) with chronic 
hepatitis B and 38 patients (40%) with past hepatitis 
B among those with available test results. 

Table IV. Comparison Between the HBsAg-Positive and HBsAg-
Negative Subpopulations

Characteristics HBsAg-positive (n=60) HBsAg-negative (n=60)

Age range in years (mean age) 29-74 (50.65) 32-83 (59.28)
anti-HBc-positive 44 (n=44) 38 (n=50)
HBeAg-positive 5 (n=32) 2 (n=32)
anti-HCV-reactive 1 (n=24) 2 (n=22)
Alcoholic-beverage drinking 46 (n=66) 47 (n=60)
Smoking 25 (n=66) 42 (n=60)
Cirrhosis 31 (n=66) 26 (n=60)
Diabetes Mellitus 8 (n=66) 12 (n=60)
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 Table IV shows the features of HBsAg-positive and 
HBsAg-negative patients. The HBsAg-negative patients 
were older (mean 59 years, range 32-83 years) than 
the HBsAg-positive patients (mean 50 years, range 
29-74 years). Majority (63%) of the HBsAg-negative 
patients were anti-HBc-positive. Another dissimilarity 
of HBsAg-positive and HBsAg-negative patients was 
the higher proportion of alcoholic-beverage drinkers 
(78% vs 69.6%) and smokers (70% vs 38%) in the 
HBsAg-negative group. Both HBsAg-positive patients 
(47%) and HBsAg-negative patients (43%) had 
cirrhosis in less than half of patients. More diabetics 
were seen in the HBsAg-negative group (20%) than 
in the HBsAg-positive group (12%).

 On the other hand, Hepatitis C infection was 
examined less frequently. Only 48 patients (21%) 
were examined for hepatitis C infection. Of these 
patients, only three (6.2%) were anti-HCV-positive. 
These three patients were older than 50 years. One 
of these anti-HCV-positive patients had concomitant 
chronic hepatitis B infection while another patient had 
cirrhosis. This cirrhotic patient was a medical doctor, 
diabetic, heavy alcoholic drinker and smoker.

Alcohol and Smoking

 Two-thirds of the population had a history 
of alcoholic ingestion. Moreover, non-alcoholic 
beverage drinkers, occasional and heavy alcoholic 
beverage drinkers were almost equal in number. 
Most alcoholic beverage-drinkers were also smokers 
(61.5%). However, smokers comprised less than half 
of the population (45.5%).

Cirrhosis

Table V. Comparison Between the Cirrhotic and Noncirrhotic 
Subpopulations

Characteristics Cirrhotic (n=76) Noncirrhotic (n=146)

Age range in years (mean age) 29-86 (54.26) 29-83 (55.36)
HBsAg-reactive  31 (n=57) 35 (n=69)
anti-HBc-reactive  40 (n=48) 44 (n=50)
HBeAg-positive 2 (n=34) 5 (n=30)
HBsAg-negative/anti-HBc-positive 17 (n=44) 21 (n=50)
anti-HCV-reactive 1 (n=22) 2 (n=26)
Alcoholic-beverage drinking 57 (n=76) 91 (n=146)
Smoking 39 (n=76) 61 (n=146)
Diabetes Mellitus 14 (n=76) 16 (n=146)
Ascites 22 (n=68) 47 (n=154)
Encephalopathy 5 (n=76)  7 (n=146)
Total bilirubin >3mg/dL 16 (n=40) 21 (n=64)
Albumin <3g/dL 36 (n=53) 45 (n=80)
Platelet count <150,000 8 (n=52) 8 (n=93)
INR>1.6 6 (n=64) 14 (n=121)
AST >37 U/L 45 (n=48) 75 (n=84)
ALT >65 U/L 33 (n=60) 54 (n=96)
BCLC A/B/C/D 0/0/70/6 0/1/125/20

 Approximately one-third had cirrhosis in the 
patient population (Table V). Majority of the patients 
with cirrhosis (69.7%) and without cirrhosis (69.2%) 
were older than 50 years. The mean age in the 
cirrhotic and noncirrhotic group was almost the same 
(54 and 55 years, respectively). The proportion of 
HBsAg-positive patients was the slightly higher in the 
cirrhotic (54%) than the noncirrhotic subset (50%). 
In contrast, more noncirrhotic patients (16.6%) had 
positive HBeAg status than cirrhotics (5.8%). The 
number of patients with past hepatitis B was slightly 
greater in the noncirrhotic group (42% vs 35%). Fewer 
patients had a history of alcoholic beverage drinking 
in the noncirrhotic group (62% vs 75%). More smokers 
were found among patients with cirrhosis (51%) than 
in those without cirrhosis (42%). Diabetes mellitus 
was observed in 18% of patients with cirrhosis and 
11% of patients without cirrhosis. Notable differences 
in the laboratory exams included greater prevalence 
of elevated aspartate aminotranferase (94% vs 89%) 
and hyperbilirubinemia (40% vs 33%) among the 
cirrhotic patients.

Comorbidities
 
 Most patients (68%) had no confounding illness. 
The most common comorbidity was hypertension, 
occurring in 14% of the study population. This was 
followed by diabetes mellitus with 13.5% prevalence 
in our study population. Other comorbidities noted 
were pulmonary tuberculosis (2.3%), bronchial 
asthma (2.3%), breast cancer (0.9%) and chronic 
kidney disease.

Laboratory Exams
 
 Of 105 patients with available data bilirubin 
levels, thirty three (31.4%) had elevated levels. 
Eighty one of 131 patients with available results 
had hypoalbuminemia. Majority had normal protime 
(77%) and platelet count (58%) results. Measures 
of liver damage were increased in our patients. 
One hundred twenty of 132 (91%) had elevated 
aspartate aminotransferase and 88 of 156 (56.4% ) 
had elevated alanine aminotransferase values.

Staging and Treatment

 On staging by Barcelona Clinic Liver Cancer 
Classification, 87.8% were in the advanced stage and 
11.7% were terminal stage.

 Eighty percent of patients did not undergo 
any intervention for their condition. The most 
common modalit ies employed were resection 
of the hepatic mass (done in 17 patients) and 
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transar terial  chemoembolization (done in 16 
patients). Other treatments implemented were 
chemotherapy, tamoxifen and alcohol injection. 
Different combinations of these were also applied in 
other patients. 

DISCUSSION

 Majority of our patients were older than 50 years 
old. This is in contrast to the findings of the two 
Filipino studies by Domingo (1981) and Lacuesta 
(1979) where most patients were younger than 50. 
The age distribution is more similar to recent studies 
abroad. Motola-Kuba11 and Kim et al1 reported a 
peak incidence among the 65-69 years of age and 
6th decade of life, respectively. Wong and Tsai12 

described the mean age at 60 among Filipinos in their 
United States Study. This shift in the maximum age 
of occurrence from the young to the old may reflect 
differences in risk factors and utility of preventive 
measures such as the Hepatitis B vaccine which 
was initially implemented in 1980 in the Philippines. 
However, data on the use of Hepatitis B vaccine 
by patients in our study could not be obtained 
through our methodology. Important differences 
noted between the young and older patients in our 
study were the presence of chronic hepatitis B and 
past hepatitis B. The older patients had a greater 
proportion of past hepatitis B (HBsAg-negative/anti-
HBc-positive) while the younger patients had chronic 
hepatitis B. This is similar to other report.1,13 No 
patient in the young group had hepatitis C, but this 
can be because Hepatitis C was quite infrequent in 
our study population.

 The male predominance of the population in this 
study is consistent with previous literature. The sex 
ratio of 3.5:1 is lower than the previously reported 
ratio of 5:1 to 6:1 by Domingo.8 It is again more 
comparable to recent reports. A male-female ratio 
of 2-4:1 is described by Bosch, et al14 in Mexico 
and a ratio of 1.6:1 by Chen, et al15 in Taiwan. The 
reasons for the disparity between men and women are 
obscure, but they may include environmental factors 
such as a higher prevalence of persistent HBV or HCV 
infection, alcohol abuse and smoking in men than in 
women16 as seen in our study population. Genetic 
and hormonal factors may also be important, as has 
been underscored in a recent study by Naugler, et 
al.17 Men have an increased risk for HCC even when 
young while the risk increases with age in women. 
However, our study has a selection bias because only 
admitted patients were included in the study. Women 
generally seek consult more and HCC cases in women 
may have been diagnosed in the earlier stages and 
thus, may not necessitate admission.

 Chronic hepatitis B is the strongest risk factor 
for HCC in Asians and Filipinos. Sixty six patients in 
our study had chronic hepatitis B. This may be an 
underestimate because of the unavailability of data 
for 96 patients. An important mode of transmission 
of chronic hepatitis B in the Philippines is through 
vertical transmission. In 1984, Tiangco-Torres et 
al. examined 533 pregnant and puerperal women 
and found that HBV exposure rate was 59.7% and 
HBsAg-positivity rate was 9.2%. Of the HBsAg 
positive women, 20.7% also had HBeAg and 62.1% 
had anti-HBe. Based on these data, it is estimated 
that 27,600 neonates from 1.5 million live births per 
year in this country will get maternally transmitted 
HBV infection.18 

 Hepatitis C infection is another well recognized risk 
factor for HCC. It is the most common chronic blood-
borne infection and is endemic worldwide. Local data, 
however, showed varying rates of 17%, 36%, 12.9%, 
35% and 11% among pediatric patients with chronic 
liver disease, hemodialysis, homosexuals, parenteral 
drug users and blood donors, respectively.3 Mappala 
reported a prevalence rate of 8.8% among cirrhotics 
and 94.4% among cirrhotics wih HCC.19 HCV infection 
was detected uncommonly in our study population, 
appearing in only three patients. Mechanism of 
carcinogenesis of HCV remains unclear because 
HCV does not incorporate its genome into the host 
genetic material. Repeated cycles of regeneration and 
repair in cirrhosis may lead to mutant strains of the 
virus.6 Only one of three anti-HCV-positive patients 
had cirrhosis in our population. But due to the small 
number of anti-HCV positives, it will be inaccurate 
to generalize that HCV does not lead commonly to 
cirrhosis in HCC patients.

 Cir rhosis is a strong risk factor for HCC, 
irrespective of the etiology. The annual risk of 
developing HCC among patients with cirrhosis is 
1-6%.20 However, almost two-thirds of our patients 
had no cirrhosis. In addition, the difference between 
the cirrhotics and noncirrhotics based on HBsAg-
positivity was not large (54% vs 50%). This is 
probably because the pathogenesis of HBV infection 
leading to HCC does not require the development 
of cirrhosis. Chiesa found an odds ratio of 17.6 
and 20.3 for HBsAg-carriers in the presence and 
absence of cirrhosis, respectively.21 It has been well 
established that integrated HBV DNA may account 
for the hepatocarcinogenesis in chronic HBV carriers 
and in the presence of HBeAg, the surrogate marker 
for the presence of HBV DNA, HCC is seen more 
frequently among HBsAg-carriers. In a study by Yang, 
the relative risk of hepatocellular carcinoma was 9.6 
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(95% confidence interval, 6.0 to 15.2) among men 
who were positive for HBsAg alone and 60.2 (95% 
confidence interval, 5.5 to 102.1) among those 
who were positive for both HBsAg and HBeAg, as 
compared with men who were negative for both.22 
We regret that HBV DNA levels were not documented 
in our patients but fortunately, HBeAg was tested. A 
higher proportion of patients were positive for HBeAg 
in the noncirrhotic group compared to the cirrhotic 
group, accounting for some of the HCC cases. 

 However, HBeAg was still quite uncommon in our 
patients, occurring in only 12% of those tested. This 
is comparable to Chen, et alÊs study in 2006.15 They 
found that there was a dose-response relationship 
between cumulative hepatocellular carcinoma 
incidence and serum HBV DNA level for a subcohort 
who were seronegative for HBeAg, had a normal 
ALT level, and did not have liver cirrhosis, which 
included most participants (80%). Most participants 
seronegative for HBeAg (72.0%) still had a detectable 
serum HBV DNA. This suggests that HBV DNA 
levels should be determined in patients with HBsAg 
regardless of HBeAg status and presence or absence 
of cirrhosis because they may be at risk for HCC 
depending on HBV DNA levels.

 A notable variation between the cirrhotic and 
noncirrhotic group is the presence of antibody against 
the hepatitis B core antigen in HBsAg-negative 
patients. More patients with noncirrhotic livers had 
positive anti-HBc in the subset of HBsAg-negative 
patients (previous hepatitis B infection). Previous 
hepatitis B infection is a less well known risk factor for 
HCC. When Uetake studied 91 patients with HBsAg-
negative and anti-HCV-negative alcoholic cirrhosis, 
he found that the occurrence rate of HCC in patients 
with anti-HBc and without anti-HBc were 15.6% and 
2.9%, respectively, at the 5th year of observation.23 
In 2002, Yano compared HCC patients with past 
hepatitis B to HCC patients with chronic hepatitis B. 
A significant difference between the two groups was 
that patients with past hepatitis B were older (72.1 
years old) at diagnosis than patients with chronic 
hepatitis B (56.2 years old).24 This is parallel to our 
findings. These HBsAg-negative/anti-HBc-positive 
patients either had acute hepatitis B or had delayed 
natural clearance of HBsAg among chronic HBV 
carriers. It is also  possible that deletion, mutation, 
or rearrangement in the HBV surface gene may 
cause the serum HBsAg to become seronegative. 
However, it has been generally accepted that chronic 
HBV carriers are usually infected in infancy or early 
childhood as a result of vertical or horizontal spread, 
and HBsAg persists in carriers for a long time. 
Conversely, those infected with HBV during adulthood 

usually clear HBsAg from their sera. This explains 
the older age of development of HCC in patients 
who clear the HBsAg from their sera. Thus, the risk 
of HCC persists in long-term HBV carriers from Asia 
who lose HBsAg, and these patients should continue 
to undergo surveillance.25

 Among our patients with and without cirrhosis, an 
increased prevalence of diabetes mellitus (DM) was 
noted. It was observed in 13.5% of the HCC patients: 
in 18% of the patients with cirrhosis and in 11% of 
the patients without cirrhosis. Furthermore, DM was 
observed in 20% of HBsAg-negative patients and 
in 12% of HBsAg-positive patients. These rates are 
more than double the national prevalence of DM of 
4.0%.26 Diabetes Mellitus is an implicated risk factor 
in HCC recently. Subjects with a history of diabetes 
had an OR of 2.7 (95% CI, 1.6 4.3) for HCC compared 
with nondiabetic subjects in a United States study. 
In this study, a synergistic interaction on HCC risk 
was observed between heavy alcohol consumption 
and diabetes (OR =4.2; 95% CI, 2.6 5.8), and 
between diabetes and viral hepatitis (OR =4.8; 95% 
CI, 2.7  6.9).27 A number of possible mechanisms 
might explain this association. First, since most case 
subjects with diabetes are non-insulin dependent and 
are characterized by hyperinsulinemia, insulin or its 
precursors may interact with liver cells to stimulate 
mitogenesis or carcinogenesis. The substantial 
reduction in IGF-I and IGFBP-3 levels among diabetic, 
as compared with nondiabetic, HCC case subjects in 
a study by Lagiou, et al may reflect an intimate link 
between pancreatic and hepatocellular processes, the 
nature of which are poorly understood.28 Alternatively, 
the metabolic effects of diabetes may increase the 
risk of HCC through nonalcoholic steatohepatitis and 
cryptogenic cirrhosis.
 
 Nonalcoholic steatohepatitis may also be a 
risk factor for HCC. Marrero suggested that the 
underlying liver disease in 13% of their patients with 
HCC may be due to nonalcoholic steatohepatitis.29 
Hypertension, a component of Metabolic Syndrome 
linked to nonalcoholic steatohepatitis, was fairly 
common among our HCC patients. But this may be 
reflective of the prevalence of hypertension in the 
Philippines which is around 17%.26 Other components 
of the metabolic syndrome such as body mass 
index, waist to hip ratio and dyslipidemia should 
be explored if related to hepatocellular carcinoma 
among Filipinos.
 
 Most patients were symptomatic on admission. 
Thus, by the Barcelona Clinic Liver Cancer (BCLC) 
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Classification, patients fell under the stages advanced 
(Stage C) and terminal (Stage D). Only one patient 
was classified as intermediate stage, because he 
was the only patient who was asymptomatic and 
was diagnosed by screening. There is no universally 
accepted staging system for HCC but recently, 
Marrero, et al.30 and Grieco, et al have compared all 
systems available and validated the BCLC system 
in the United States and in Italy, respectively.31 The 
Barcelona-Clinic- Liver-Cancer (BCLC) staging 
system was developed based on the combination of 
data from several independent studies representing 
different disease stages and/or treatment modalities. 
It includes variables related to tumor stage, liver 
functional status, physical status and cancer related 
symptoms. The main advantage of the BCLC staging 
system is that it links staging with treatment modalities 
and with an estimation of life expectancy that is 
based on published response rates to the various 
treatments.10 Based on this, available modalities for 
advanced stage patients are chemoembolization and 
new therapies in the setting of randomized controlled 
trials. Prognoses of these patients are already known. 
Patients at intermediate stages (asymptomatic 
patients, no invasive pattern; BCLC stage B) showed 
a 1-, 2-, and 3-year survival rate of 80%, 65%, and 
50%, respectively, while those with advanced stages 
(either symptomatic or invasive pattern, or both; 
BCLC stage C) demonstrated  survival rates of 29%, 
16%, and 8%, respectively. Patients at terminal stages 
bear a poor prognosis, with less than a 6-month life 
expectancy and no survival benefit from treatment. 
They deserve only symptomatic treatment.31 But 
then again, we recognize that our study population 
is skewed because of an admission rate bias inherent 
in our inclusion criteria.
 

Limitations

 Our studyÊs limitations stem primarily from our 
methodology. Since the data collection was done 
through chart review, completeness of data was not 
controlled by the investigators. Thus, pertinent data 
such as occupation, exposures to the blood-borne 
viruses Hepatitis B and C, immunization history, 
family history, full hepatitis panel, height, weight and 
lipid profile were not obtained. It would have been 
more comprehensive to incorporate data of patients 
seen in the clinics. We could have seen patients that 
belonged to earlier stages of the disease unlike our 
inpatients.

CONCLUSION

 The hepatocellular carcinoma patients admitted 
in the Philippine General Hospital from January 2001 
to December 2006 were mostly males and older than 
50 years. Patients frequently had chronic hepatitis B 
infection or previous hepatitis B infection and a history 
of alcohol drinking but their livers were noncirrhotic. The 
positivity rate of HBeAg is low. Diabetes mellitus was 
increased among the HCC patients, especially in patients 
with negative HBsAg. Most patients belonged to the late 
stages of the disease, limiting treatment options. This 
study adds supporting evidence on the importance of 
vaccination against hepatitis B and avoidance of alcohol 
abuse. More importantly, it implies that diabetes should 
be explored as a significant risk factor for HCC among 
Filipinos. It suggests screening patients at risk so early 
stage disease can be detected.

 A prospective study is recommended to include 
complete data on symptoms, length of survival and 
risk factors, especially risk factors that are already 
established such as hepatitis B and alcohol abuse, and 
risk factors that are not as well known like diabetes.

 

APPENDIX 1

DATA COLLECTION TOOL

 1. Age/Sex
 2. Date of Hospital Confinement/Consult
 3.  Occupation
 4. Chief Complaint
 5. Presence/Absence of the following:
      a.  HBsAg
  b.  HBeAg
  c.  Anti-HBc
  d.  Anti-HCV
  e.  alcoholic history
  f.  smoking history
 g.  cirrhosis of any cause

  7.  AST
 8.  ALT
 9.  albumin
 10.  PT
 11.  platelet count
 12.  bilirubin
 13.  hepatic encephalopathy 
 14.  ascites 
 15. α-etoprotein 
 16.  comorbidities (DM, HPN, Dyslipidemia)
 17.  Child-Pugh Score
 18.  Barcelona Clinic Liver Cancer (BCLC) Stage
 19.  Treatment



PJIM-Jan.-Feb. 09- (The Clinical Profile of Hepatocellular..) · (3rd Layout Proof  / 02-09-09 / elmer)

8 Lucas ZD F, et al.

REFERENCES

 1. Kim J, Choi MS, Lee H, Kim DY, Lee JH, Koh KC, You 
BC, Paik SW, Rhee JC: Clinical Features and Prognosis 
of Hepatocellular Carcinoma in Young  Patients from a 
Hepatitis B-endemic area. J Gastroenterol Hepatol, 21: 
588, 2006.

    
 2. Ngelangel C, Wang E: Cancer and the Philippine Cancer 

Control Program. Jpn J  Clin Oncol, 32 : S52, 2002.

 3. Task Force on Philippine Guidelines on Periodic Health 
Examination: Philippine Guidelines on Periodic Health 
Examination (PHEX) Effective Screening for Diseases 
among Apparently Healthy Filipinos. The Publications 
Program, University of the Philippines Manila, 2004.

 4. Chiba T: The Role of Previous Hepatitis B Virus Infection and 
Heavy Smoking in Hepatitis C Virus-Related Hepatocellular 
Carcinoma (abstract). Am J Gastroenterol, 92(5):914, 
1997.

 5. Tanaka H: Possible Contribution of Prior Hepatitis B Virus 
Infection to the Development of Hepatocellular Carcinoma 
(abstract). J Gastroenterol Hepatol, 20(6):850, 2005.

 6. Dienstag JL, Isselbacher KJ: Tumors of the Liver and 
Biliary Tract. HarrisonÊs Principle of Internal Medicine 16th 
edition. Edited by Kasper DL, Braunwald E, Fauci AS, 
Hauser, SL, Longo DL, Jameson JL. New York, McGraw-
Hill Publishing, 2005, P533.

 7. Lacuesta JRL: A Review of Hepatocellular Carcinoma at 
Davao Regional Medical and Training Center (abstract). 
Philipp J Intern Med, 17(4):195, 1979.

 8. Domingo EO, Lao JY, Chua MNC: The Clinical Profile of 
Hepatocellular Carcinoma in Filipinos. Philipp J Intern 
Med, 19(2): 69, 1981.

 9. Sollano JD, Alcasid AE. Impact of Hepatit is B in 
Hepatocellular Carcinoma among Filipinos (abstract). 
Philipp J Intern Med, 38 (2):112, 2000.

 10. Bruix J, Sherman M: American Association for the Study 
of Liver Diseases Practice Guidelines: Management of 
Hepatocellular Carcinoma. Hepatology, 42(5): 1208, 
2005.

 11. Motola-Kuba D, Zamora-Valdes D, Uribe M, Mendez-
Sanchez N: Hepatocellular Carcinoma: An Overview 
(abstract). Ann Hepatol, 5(1): 16, 2006.

 12. Wong L, Tsai N: Hepatocellular Carcinoma in Filipinos 
(abstract). Asia-Pacific  Journal of Clinical Oncology, 3 
(2): 84, 2007.

 13. Trevisani F, DÊIntino F, Grazi GL, Caraceni P, Gasbarini A, 
Colantini A, Stefanini GF, Mazziotti A, Gozzetti G, Gasbarini 
G, Bernardi M: Clinical and Pathological Features of 
Hepatocellular Carcinoma in Young and Older Italian 
patient (abstract). Cancer, 77(11):2223, 1996.

 14. Bosch FX, Ribes J, Cleries R, Diaz M: Epidemiology of 
Hepatocellular Carcinoma (abstract). Clin Liver Dis, 9 
(2): 191, 2005.

 15. Chen CJ, Yang HL, Su J, Jen CL, You SL, Lu SN, Huang 
GT, Iloeje UH for the REVEAL-HBV Study Group: Risk of 
Hepatocellular Carcinoma across biological gradients of 
Hepatitis B Virus DNA Level. JAMA, 295(1) 65, 2006.

 16. Wands J. Hepatocellular Carcinoma and Sex. NEJM 357: 
1974, 2007.

 17. Naugler WE, Sakurai T, Kim S, Maeda S, Kim K, Elsharkavy 
A, Karin M: Gender Disparity in Liver Cancer Due to 
Sex Differences in MyD88-Dependent IL-6 Production. 
Science, 317:121, 2007.

 18. Tiangco-Torres N, Lingao AL, Domingo EO, De Guzman 
C, Luna J, Carreon R, Siao W, Dela Cruz L: Hepatitis 
Virus Profile of Pregnant and Puerperal Filipino  Women 
(abstract). Philipp J Intern Med, 22(5):234, 1984.

 19. Mappala HT, Perez JY, Payawal DA, Mercado R: Hepatitis 
C Among Filipinos with Cirrhosis and Hepatocellular 
Carcinoma (abstract). 23rd Congress of the International 
Society of Internal Medicine Congress Programme and 
Book of Abstracts, 144, 1996.

 20. Ikeda K, Saitoh S, Koida I, Arase Y, Tsubota A, Chayama 
K, Kumada H, Kawanishi M: A Multivariate Analysis of Risk 
Factors for Hepatocellular  Carcinogenesis: A Prospective 
Observation of 795 Patients with Viral and Alcoholic 
Cirrhosis (abstract). Hepatology, 18(1):47, 1993.

 21. Chiesa R: Etiology og Hepatocellular Carcinoma in Italian 
Patients With and Without Cirrhosis (abstract). Cancer 
Epidemiol Biomarkers Prev, 9 (2):212, 2000.

 22. Yang H, Lu SN, Liaw YF, You SL, Sun CA, Wang LY, 
Hsiao CK, Chen PJ, Chen  DS, Chen CJ for the Taiwan 
Community-Based Cancer Screening Project Group:  
Hepatitis B e Antigen and the Risk of Hepatocellular 
Carcinoma. NEJM, 347:168, 2002.

 23. Uetake S. Analysis of Risk Factors for Hepatocellular 
Carcinoma in Patients with HBsAg Antigen- and antiHCV 
Antibody-Negative Alcoholic Cirrhosis (abstract). Alcohol 
Clin Exp Res, 27(8 Suppl):47S, 2003. 

 24. Yano Y, Yamashita F, Sumie S, Ando E, Fukumori K, 
Kiyama M, Oyama T, Kuroki S, Kato O, Yamamoto H, 
Tanaka M, Sata M: Clinical Features of  Hepatocellular 
Carcinoma Seronegative for Both HBsAg and Anti-HCV 
Antibody  But Positive for Anti-HBc Antibody in Japan. 
The Am J of Gastroenterol, 97(1):156, 2002.

 25. Yuen MF, Wong DK, Sablon E, Tse E, Ng IO, Yuan HJ, Siu 
CW, Sander J, Bourne EJ, Hall JG, Condreay LD,Lai CL: 
HBsAg seroclearance in Chronic Hepatitis B in the Chinese: 
Virological, Histological and Clinical Aspects. Hepatology, 
39(6):1694, 2004.

 26. Sy RG, Dans AL, Punzalan FE, Amarillio ML, Velandria 
F, FNRI-DOH-HDL Study Group: The Prevalence of 
Dyslipidemia, Diabetes, Hypertension, Stroke and Angina 
Pectoris in the Philippines. Philipp J Intern Med41(1): 1, 
2003.

 27. Yuan JM, Govindarajan S, Arakawa K, Yu MC: Synergism 
of Alcohol, Diabetes and Viral Hepatitis on Risk of 
Hepatocellular Carcinomain Blacks and Whites in the U.S. 
Cancer 101:1009, 2004. 



PJIM-Jan.-Feb. 09- (The Clinical Profile of Hepatocellular..) · (3rd Layout Proof  / 02-09-09 / elmer)

Clinical Profile of Filipino HCC Patients  9 

 28. Lagiou P, Kuper H, Stuver SO, Tzonou A, Trichopoulos 
D, Adami HO: Role of  Diabetes Mellitus in the Etiology 
of Hepatocellular Carcinoma. J Natl Cancer Inst, 
92(13):1096, 2000.

 29. Marrero JA, Fontana RJ, Su GL, Conjeevaran HS, Emick 
DM, Lok AS: NAFLD May Be a Common Underlying Liver 
Disease in Patients with Hepatocellular Carcinoma in the 
United States. Hepatology, 36(6):1349, 2002.

 

 30. Marrero JA, Fontana RJ, Barrat A, Askeri F, Conjeevaran 
HS, Su GL, Lok AS:. Prognosis of Hepatocellular 
Carcinoma: Comparison of 7 Staging Systems in An 
American Cohort. Hepatology, 41(2): 707, 2005.

 31. Llovet JM, Fuster J, Bruix J of the Barcelona-Clinic Liver 
Cancer Group: The  Barcelona Approach: Diagnosis, 
staging and Treatment of Hepatocellular Carcinoma. Liver 
Transpl, 10(2): S115, 2004.

The Department of Medicine
University of the Philippines-Philippine General Hospital

invites you to att end the following conferences:

MEDICAL AUDIT
1st, 2nd & 4th Thursdays, 9 am, 

PGH Guazon Hall, where specifi c issues about mortalities are addressed;

MULTI-DISCIPLINARY CONFERENCE
3rd Thursdays, 9 am, 

PGH Guazon Hall, where interesting cases and management dilemmas are presented;

MEDICAL GRAND ROUNDS
4th Thursdays, 10 am, 

PGH Guazon Hall, where specialty topics are lectured;

CASE MANAGEMENT
Mondays & Fridays, 12 nn, 

Dept of Medicine AVR, where OPD management of common diseases is discussed.

For more information, please call: Gina at 526-4372.
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