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Abstract

_Out of 102 seropositive for hepatitis C antibody, chronic active hepatitis, cirrhosis and
cirrhosis with hepatocellular carcinoma were: cross sectionaly found in 25.4;, 12.7 and 9.8
percent. .Sixty-three cases, 29 males and 34 females were followed for more than 5 years (more
than 10 years in 20.6%) 15.9 percent developed hepatocellular carcinoma. The cumulative
risk for death from hepatocellular carcinoma at year 10 after the diagnosis of HCV infection
is 60 percent. (J Infect Dis Antimicrob Agents 1999;16:1-5.)

In Thailand hepatitis B virus (HBV) was found
in the serum of Thai in 9.4 percent' while hepatitis
C virus (HCV) was recorded among the volunteer
blood donors as 0.6-2 percent? therefore the health
impacts of HCV on the Thai seem to be much less
than those of HBV. However in a recent study in the
blood donors in the Northeastern Thailand. HCVAB
was found to be 5.2 percent.” Hepatocellular car-
cinoma (HCC) is generally considered as a number
one killer among the Thai males and it had been
cited as related mostly to HBV. In a recent serolo-
gical study by Phornphutkul and associates* from
Chiang Mai, Northern Thailand in 247 HCC cases,
HBV, HBV plus HCV and HCV were found in 69,
13.6 and 18.3 percent, respectively. In many countries
HCV has been found to be a major risk factor for
HCC.%® However, Nomura et al'’ found a strong
association between HCC and HBV, not with HCV.
Kaklamani et al'' suggested the additive roles of
HBYV and HCV rather than either virus to have risk of
developing HCC. Prior to the availability of HCV

antibody detection we+knew that 64 percent of post
transfusion hepatitis among the Thai were non A non
B virus which were later proved to be HCV.!? We
have an opportunity to perform a cross section study
of 102 HCV positive patients and a long term study
of 5 to 15 years or more on 63 HCV hepatitis which
will be reported.

SUBJECTS AND METHODS

Patients who attended at our clinic with the clini-
cal diagnosis of possible viral hepatitis were subjected
to serological screening for HBV, HAV IgM and HCV
AB (using the third generation antigen by micropar-
ticle enzyme immunoassay). Lately PCR for HCV
RNA was done in some cases. Patients were asked to
make regular visits every 1-3 months depending upon
their clinical setting and regular blood tests including
ALT, AST, antinuclear factor, alfa fetoprotein (AFP)
and some other biochemical tests were performed.
Sonogram of the abdomen was done every 6 months.
All are private patients with medium to higher income
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and liver biopsy was permitted to be performed in only

4 cases.

Two clinical aspects of HCV are studied; one is
the cross section of the clinico-biochemical presenta-
tion of all HCV cases who visit the clinic and another
aspect is a long term study of the clinical outcome of
63 HCV cases who were followed for 5-15 years or
more.

RESULTS ,

Patients who came to the hospital with clinical
features suggestive of hepatitis or other liver diseases
were tested for HCV antibody during 1990-1996. The
result was shown in Table 1, out of 3,008 cases 224
or 7.4 percent were positive for HCV AB. A total of
102 documented HCV hepatitis cases regularly at-
tended at our clinic. They came from every part of the
country, mainly trom Bangkok as shown in Table 2.
Twenty-four came from neighboring countries namely
22 from Cambodia, one each from Malaysia and India.
Out of these 102 cases co-infection with HBV was
found in 6 cases and with HIV in 2 cases. Age and sex
distribution were presented in Table 3 and male to fe-
male ratio was 1.3:1. Pearson chi-square value was

Table 1. Frequencies of HCV seropositive among clini-
cally suspected hepatitis or chronicliver diseases
during 1990-1996 at Vichaiyut Hospital.

Year No. test No. positive Percent
1990 420 18 4.3
1991 228 19 8.3
1992* 52 6 11.5
1993 601 37 6.2
1994 247 31 12.6
1995 404 44 10.9
1996 1,056 69 6.5
Total 3,008 224 7.4

* Incomplete data

Table 2. Geographical locations of 102 HCV cases.

Bangkok 61
Northeast 9
South 2
Central 6
Outside Thailand 24
Total 102
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4.227 which indicates that age and sex are independent
(P value 0.238). The clinical diagnosis of these 102
patients at the time of analysis is presented in Table 4.

Out of these 102 patients 63 Thai patients who
were followed for more than 5 years are subjected to
the long term study of the clinical progression. Age
and sex distribution were presented in Table 5. Number
of years of the follow-up of these 63 patients was
shown in Table 6. Seventy-six percent of cases were
followed for 6 years or more and more than 10 years in
one third.

Table 3. Age and sex distribution of 102 HCV cases.

m <20 21-30 31-40 41-50 51-60 >60 Total

Male 1 4 10 20 16 7 58
Female 0 3 16 12 7 6 44
Both 1 7 26 32 23 13 102

Table 4. Clinical diagnosis of 102 HCV seropositive

cases.
Acute hepatitis 2
Normal clinico-biochemical study 4
Mild hepatitis‘"’ 47
Chronic Active Hepatitis® 26
Cirrhosis ‘ 13
Cirrhosis C hepatocellular carcinoma 10
Total 102

) ALT/AST < 3 times normal
& ALT/AST > 3 times normal

Table 5. Age and sex distribution of 63 HCV cases.

M 21-30  31-40 41-50 51-60 >61 Total

Male 3 8 11 5 2 29
Female 4 9 11 6 4 34
Total 7 17 22 11 6 63

Table 6. Years of follow-up on 63 HCV cases.

Year Number of Patients
5-6 15
>6-7 7
>7-8 7
>8-9 7
>9-10 6
>10-15 17
>15 4

Total 63
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The probable modes of infection were summa-
rized in Table 7, it was not known in majority of cases
(44.4%), however 27 cases (42.9%) were post trans-
fusion HCV hepatitis cases who were previously
diagnosed as non A non B hepatitis. They received
1-28 units of blood with average of 5 units; one unit
in a case, 2 units in 11 cases, 4 units in 2 cases and 10
units or over in 5 cases. Intrafamilial contact with
known infected spouse(s) was noted in 4 cases. De-
finite history of very frequent intravenous or hypo-
dermic injections for treatment of medical conditions
using non disposable needles during the past years
were found in 3 cases and a case of HIV positive
homosexual was documented. Only one patient has
history of regular alcoholic drinking prior to the study
and he stopped completely afterwards.

The 1nitial clinical presentation and the final clini-
cal diagnosis are summarized in Table 8. Twenty pa-
tients who first presented with features of acute hepa-
titis associated with high ALT/AST more than 3 times

Table 7. The probable modes of infection in 63 HCV

cases.
Unknown 28 (44.4%)
Post transfusion 27 (42.9%)
Intrafamilial contacts 4 (6.3%)
Frequent medicine injections 3 (4.8%)
Homoscxual (+HIV) 1 (1.6%)
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normal turned to be milder hepatitis with lower ALT/
AST than 100 units in 9 cases, prolonged aggressive
hepatitis with ALT/AST persistently higher than 200
in 5 cases, two cases developed cirrhosis and other 4
cases died of HCC associated with cirrhosis.

Other 30 patients who were initially diagnosed
as mild hepatitis, three cases turned to be persistently
aggressive hepatitis and 2 died of HCC. Seven chronic
active hepatitis became HCC in 2 cases or 28.6 per-
cent. Out of 6 cirrhotic patients on the first visit 2
cases became HCC or 33.3 percent. All together out
of 63 HCV cases 16 (25.4%) developed cirrhosis and
10 of them (15.9%) turned to be HCC. All HCC were
confirmed by liver biopsy or necropsy. Therefore the
attack rate for HCC on the long term HCV infection
was 15.9 percent and it is higher in certain clinical
settings.

Table 9 revealed a duration from the first visit
to the time of diagnosis of HCC among the 4 groups;
obviously, it is most rapid (5 years) in already cirrhotic
patients, and longer term (14 years) for those who
presented with mild hepatitis. HCC developed within
5-16 years (average 9.5 years). Cumulative risk for
death from HCC in HCV patients with cirrhosis is
shown in Fig. 1. The cumulative risk for HCC at year
9 is 50 percent. The cumulative survival of 63 HCV
patients was shown in Fig. 2.

Alfa lymphoblastiod interferon (IFN O nl) was
given 3 MU thrice weekly for 6 months to 17 patients

Table 8. The first and final clinical diagnosis of 63 HCV cases.

Last clinical diagnosis

First Clinical Diagnosis No. Case  Mild Hepatitis Chronic Aggressive Hepatitis Cirrhosis Cirrhosis ¢ HCC
Acute Hepatitis 20 9 5 2 4 (20%)
Mild Hepatitis 30 25 3 - 2 (6.7%)
Chronic Active Hepatitis 7 2 3 — 2 (28.6%)
Cirrhosis 6 - - 4 2 (33.3%)
Total 63 36 11 6 10 (15.9%)

Table 9. Duration from the first visit to the diagnosis of hepatocellular carcinoma among 63 HCV cases.

Clinical Diagnosis Hepatocellular Carcinoma Duration

on First Visit No. Case Years (Average)
Acute Hepatitis 4 9,9, 10, 11 9.7
Mild Hepatitis : 2 12, 16 (14)
Chronic Hepatitis 2 7,11 9)
Cirrhosis 2 55 &)
All 10 5-16 9.5)

.
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Fig. 1 Cumulative risk for mortality from hepatocellular
carcinoma in HCV patients with cirrhosis.
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Fig. 2 Cumulative probability of survival of 63 HCV
patients on 5-16 years follow-up.

* (Kaplan GL. Meier P. Nonparametic estimation from incomplete
observations. J Am Stat Ass 1958:53:457-81.

p

(10 M 7 F); sustained response was noted in 3 (17.6%)
and no response in 4 (23.5%), other 7 responded with
recurrence. Another 3 responded but they are still too

early to be concluded. None of the treated patients
developed HCC.

DISCUSSION

HCV infection is not unusual in cases of liver
ailment among the Thais and it is recently found to be
more so in the neighboring countries such as Laos
and Cambodia.’® It attacks all ages and may present as
acute hepatitis. mild hepatitis, chronic active hepatitis
as well as cirrhosis. Among the known modes of
infection; post transfusion hepatitis is most common
(42.9%). In our study of 38 post transfusion HCV
hepatitis when the definite time of infection can be
pinned down. overt clinical cirrthosis was recognized
as early as year five.'* There may be some different
in time of disease progression between post trans-

S

Jan.-Apr. 1999

fusion infection and other modes of infection because in
the post transfusion HCV infection the occurrence of
cirrhosis is found in 44.7 percent!* compared to 25.4
percent in this study. Yet chronic liver disease in-
cluding cirrhosis is extremely common among HCV
than that of HBV namely 16 out of 63 HCV cases
(25.4%) compared to 9 out of 148 cases (6.1%) of
HBYV in our studies. This is probably the only long term
study of HCV infection in Thailand and the Southeast
Asian Nations. -

The most significant finding of this study is the
recognition of a very high incidence of HCC (15.9%)
among chronic HCV infection which is in agreeable
with 13.1 percent of HCC in post transfusion HCV
infection.!* Al of HCC cases are associated with the
preceding cirrhosis. HCC was first occurred in the
fifth year after the clinical diagnosis of cirrhosis or
about 9.5 years after the first recognition of HCV
infection. The cumulative risk for death from HCC at
year 9 is 50 percent. Compare to our similar long term
study in HBV, HCV induces much higher incidence of
HCC namely 10 HCC out of 63 HCV cases compared
to | out of 148 HBV cases. The prevalence of HCC
varies according to the different clinical setting; low
(6.7%) in the mild hepatitis group, higher (20%) in
acute hepatitis and highest among the chronic active
hepatitis and cirrhosis (28.6% and 33.3%, respectively).
Gentilini P, et al'® from Italy followed 321 HCV and
84 HBYV related cirrhosis for 8 £ 3 years and the in-
cidence of HCC was similar in patients with either
HBYV or HCV related diseases. HCC occurred in 5
percent of patients after 5 years, 23.9 percent after
10 years and 50.1 percent after 15 years. In another
study'® of 384 European HCV cirrhotic patients the
S years risk of HCC was 7 percent. The progression
of HCV infection in Thailand is more rapid and the
magnitude of risk for HCC is higher than HCV in-
fection in Europe. Therefore HCV should be con-
sidered as a serious infection and we should make
the best effort to terminate the infection whenever
possible. It has been demonstrated that in Thailand the
genotypes | and 3 are the two most common genotypes
in about 70 percent and 30 percent, respectively.'’
Both genotypes are generally considered as potential
for inducing severe liver diseases. In this country
alfa interferon demonstrates limited efficacy (response
rate 55.6%) and the sustained remission of bio-
chemical hepatitis after interferon therapy may occur in
low percentage (14%)."® This might be related to
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either certain genotypes or the different in modes of

infections or different in the host response. It is
interesting to note that out of 22 cases from Cambodia
of whom we do not know the specific genotypes, 13
were treated with the same regimen of interferon
and the response was found to be higher (84.6%).'® In
this study interferon therapy normalized the abnormal
level of alfa fetoprotein in all cases but it is too early
to know whether it may prevent the occurrence of
HCC. Atthe end of the study all 10 HCC with cirrhosis
and 2 out of 6 cirrhotic patients died of liver diseases.

SUMMARY

Hepatitis C virus is not too uncommon among the
Southeast Asians yet its impacts on the liver ailment
is so great. It is highly responsible for the develop-
ment of chronic liver diseases including cirrhosis
and hepatocellular carcinoma. In this long term study
of more than 5 years 15.9 percent of HCV patients
developed hepatocellular carcinoma associated with
cirrhosis, which is much higher percentage than that
of HBV. The cumulative risk for death from hepato-
cellular carcinoma at year 10 after the diagnosis of
HCV infection is 60 percent. Hepatitis virus C will
remain to be a major problem since the effective
treatment as well as protective vaccine in not yet avai-
lable.
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