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ABSTRACT

BACKGROUND: The significance of antiviral therapy for elderly patients with chronic hepatitis C virus
(HCV) infection has not been elucidated.

PATIENTS AND METHODS: Among 5645 patients with HCV-related chronic liver disease, the prognosis of
1917 elderly patients aged 60 years or more was analyzed. A total of 454 patients underwent interferon
(IFN) therapy. By using multivariate analysis, carcinogenesis and survival were analyzed according to
initial findings.

RESULTS: At 10 and 15 years, cumulative survivals in untreated elderly patients were 90.7% and 72.7% in
the high platelet (=150,000/mm?) group, 78.6% and 47.8% in the intermediate (100,000-149,000/mm?>)
group, and 52.5% and 25.0% in the low platelet group (<100,000/mm?), respectively. At 5 and 10 years,
hepatocarcinogenesis rates in the intermediate and low platelet groups were 10.9% and 21.6% in the IFN
group (N =217) and 19.5% and 43.0% in the untreated group (N = 459), respectively (P = .0005). IFN
independently decreased carcinogenesis risk with a hazard ratio of 0.56 (P =.035). In the high platelet
group, 5- and 10-year carcinogenesis rates were 3.7% and 8.3% in the IFN-treated group (N = 228) and
5.1% and 14.0% in the untreated group (N = 585), respectively (P =.69). IFN treatment significantly
increased cumulative survivals in the lower platelet subgroup (P =.0001) but did not affect the higher
platelet subgroup (P = .08). IFN was independently associated with a longer survival in the lower platelet
subgroup (hazard ratio 2.33, P =.005).

CONCLUSION: In elderly patients with chronic HCV, IFN for a subgroup with intermediate and low platelet
counts had significant advantages in regard to hepatocarcinogenesis and survival.

© 2009 Elsevier Inc. All rights reserved. o The American Journal of Medicine (2009) 122, 479-486
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Hepatitis C virus (HCV) is one of the principal causes of
hepatocellular carcinoma and often causes high morbidity
and mortality in many countries.'” Because interferon
(IFN) has antiviral, antifibrotic, and anti-inflammatory ac-
tions, it is still a main arm in the treatment of chronic
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HCV.%” Many authors have demonstrated that IFN prevents
hepatocarcinogenesis and eventually prolongs the survival
period of patients.®*'* Radical eradication of HCV by IFN
depends on viral load, HCV subtype, certain mutations of
hepatitis virus gene, liver histology, modes of IFN admin-
istration, and various host factors, including a patient’s
age.'*'® When a significant side effect occurs during IFN
therapy, cessation or early withdrawal of the therapy often
failed to attain a successful result. Early withdrawal and
treatment failure are likely more common in elderly patients
and patients with an advanced stage of liver disease.

The number and rate of elderly patients with HCV-
positive chronic hepatitis are currently increasing in the
United States and Japan'’"'® because of a significant de-
crease of new blood-borne HCV infections and an aging
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society, such as in Japan. In elderly patients with chronic
hepatitis or cirrhosis type C, adverse effects of IFN are more
prevalently found and hematologic disorders often disturb
the completion of the therapy. As a result, IFN administra-
tion is considered less effective in elderly patients.'¢0-2

therapy was lower (60.3% vs 23.7%, P <.001) in elderly
patients. Median albumin value was lower (4.3 vs 4.1 g/dL,
P<.001) and platelet count was lower (181,000 vs
155,000/mm?, P <.001) in elderly patients. This study an-
alyzed 1917 elderly patients with HCV: 454 patients

Because the fibrotic stage of liver
disease is often correlated with a
patient’s age, an elderly patient nat-
urally has a high risk of carcinogen-
esis and mortality. IFN is effective
in reducing hepatocarcinogenesis
and improving the survival of pa-
tients with HCV-related chronic
hepatitis, but the clinical influence
of IFN is considered less advanta-
geous in elderly patients because of
the short life expectancy. There has
been little information on the prog-
nosis of elderly patients with HCV-
related chronic liver disease and the
significance of antiviral therapy for
elderly patients.

To clarify whether IFN had
similar advantages between young
and elderly patients, we analyzed
a large cohort of HCV-positive el-
derly patients in regard to hepato-
cellular carcinogenesis and survival
at a single institution. We also at-
tempted to elucidate favorable indi-
cations and the best candidates for
IFN therapy among elderly patients,
if any.

CLINICAL SIGNIFICANCE

e Significant differences in hepatocarci-
nogenesis and survival exist among pa-
tients with HCV, according to initial
platelet count.

e IFN for a subgroup with intermediate
and low platelet counts had significant
advantages in regard to hepatocarcino-
genesis and survival of elderly patients
with chronic HCV.

e Asymptomatic elderly patients with HCV
should be observed carefully as to hepa-
tocarcinogenesis by using ultrasonogra-
phy when the platelet count is 150 X
1000/mm? or less.

e IFN therapy should be considered in el-
derly patients when they have interme-
diate and low platelet counts.

e In view of the side effects in elderly
patients, treatment should be initiated
as soon as possible after diagnosis of
chronic HCV.

(23.7%) with IFN therapy and
1463 patients (76.3%) without
IFN therapy.

Interferon Treatment and
Judgment of Effect
Among 454 patients with IFN
therapy, 413 received IFN mono-
therapy and 41 received IFN plus
ribavirin combination therapy as
an initial antiviral therapy. Of 413
patients with IFN monotherapy, 272
patients received IFN every day for
the first 2 to 8 weeks and then 2 to
3 times per week for the following
16 to 96 weeks (median, 24 weeks),
108 patients received IFN 3 times
per week for 24 to 104 weeks, and
33 patients received IFN for 4 to 8
weeks. Among 346 patients without
viral elimination after initial IFN
therapy, 186 patients underwent re-
peated IFN therapy including IFN
plus ribavirin combination therapy.
The age at the time of initiation of
therapy ranged from 60 to 84 years,
with a median of 64 years.

Most patients (N = 451) with

PATIENTS AND METHODS

Entire Population and Analyzed Cohorts

A total of 7235 patients were diagnosed with HCV-positive
chronic liver disease with positive anti-HCV antibody and
detectable HCV-RNA (nested polymerase chain reaction)
and negative hepatitis B surface antigen from 1974 to 2004
at the Department of Hepatology, Toranomon Hospital, To-
kyo. Anti-HCV and HCV-RNA were assayed using stored
frozen sera. There were 4121 men and 3114 women, with a
median age of 54 years (range, 1-92 years). We excluded
1144 patients with acute hepatitis, overt alcoholic liver
disease or fatty liver, association of other types of liver
disease (eg, primary biliary cirrhosis, autoimmune hepati-
tis), or association with hepatocellular carcinoma or other.
We also excluded 446 patients with a short observation
period (<6 months).

There were 3728 patients aged less than 60 years and
1917 patients aged 60 years or more. The diagnosis was
established by peritoneoscopy or biopsy in 636 patients and
by clinical data in 1281 patients. The ratio of women was
higher (36.9% vs 54.4%, P <.001) and history of IFN

IFN therapy showed varied de-
grees of influenza-like symptoms,
leukocytopenia, and thrombocy-
topenia. Forty-three patients discontinued IFN therapy be-
cause of significant adverse reactions: depression in 10
patients, marked anorexia in 9 patients; psychosis, epilepsy,
or loss of consciousness in 8 patients; ophthalmic diseases
in 3 patients; severe cytopenia in 3 patients; interstitial
pneumonia in 2 patients; and other conditions in 8 pa-
tients. No patients had decompensated liver disease with
ascites, encephalopathy, jaundice, or variceal bleeding.

Judgment of IFN effect was classified according to elim-
ination of HCV RNA and alanine aminotransferase for 6
months after the end of treatment. Sustained virologic re-
sponse was defined as persistent disappearance of HCV
RNA after therapy, biochemical response was defined as
normal alanine aminotransferase values without elimination
of HCV RNA for at least 6 months after therapy, and no
response was defined as persistently abnormal or only tran-
sient normalization of alanine aminotransferase for less than
6 months. Because 12 patients (2.6%) were lost to follow-up
and 49 patients (10.8%) were still in the course of IFN therapy,
the judgment was made in 393 (86.6%) of 454 patients.
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Table 1
Toranomon Hospital

Profiles and Laboratory Data of 1917 Elderly Patients at the Initial Visit to

No Therapy IFN Therapy
N = 1463 N =454 Pc
Demography
Sex (M/F) 660,/803 214/240 .45
Age (y)? 65 (60-88) 62 (60-80) <.001
Observation period (y)? 5.91(0.5-27.6) 6.23(0.5-17.6) .23
Lost to follow-up (y) 165 (11.3%) 12 (2.6%) <.001
Laboratory Data®
Albumin (g/dL) 4.1(3.8-4.3) 4.1(3.9-4.3) A1
Bilirubin (mg/dL) 0.6 (0.5-0.9) 0.7 (0.5-0.8) 14
Aspartic aminotransferase (IU/L) 51(33-83) 70 (46-106) <.001
Alanine aminotransferase (IU/L) 56 (32-97) 90 (56-148) <.001
Hemoglobin (g/dL) 13.8(12.9-14.7) 14.2 (13.3-15.1) <.001
Platelet count (X1000/mm?) 157 (120-198) 150 (122-195) 0.12
Alpha-fetoprotein (ng/mL) 4(3-6) 4(3-6) .80
HCV
subtype 1 (1a/1b) 714 (79.2%) 154 (58.8%) <.001

subtype 2 (2a/2b)
others

150 (16.6%)
38 (4.2%)

102 (38.9%)
6 (2.3%)

IFN = interferon; HCV = hepatitis C virus.
“Expressed by median (range).

PExpressed by median (25th percentile, 75th percentile).

“‘Mann-Whitney or chi-square test.

Follow-up of and Diagnosis of Hepatocellular
Carcinoma

Follow-up of patients was made on a monthly to trimonthly
basis after the initial visit. Imaging diagnosis was made 1 or
more times per year with ultrasonography, computed to-
mography, or magnetic resonance imaging.

Statistical Analysis

Obtained clinical data were analyzed on an intention-to-
treat basis. Nonparametric procedures were used for the
analysis of background characteristics of the patients, in-
cluding the Mann—Whitney U, Kruskal-Wallis, and chi-
square tests.

Hepatocellular carcinogenesis and survival were calcu-
lated using the Kaplan—Meier test. The differences in car-
cinogenesis curves were tested using the log-rank test.”?
Independent factors associated with the appearance rate of
hepatocellular carcinoma were studied using time-depen-
dent Cox regression analysis.** The following 16 variables
were analyzed for potential covariates for liver carcinogen-
esis at the initial hospital visit: age, sex, total alcohol intake,
family history of liver disease, history of blood transfusion,
association of diabetes, aspartic aminotransferase, alanine
aminotransferase, gamma-glutamyl transpeptidase, albu-
min, bilirubin, hemoglobin, platelet count, serologic group-
ing of HCV, IFN administration, and effect of IFN treat-
ment (time-dependent variable). A P value of less than .05
was considered significant. Statistical analysis was per-
formed using the Statistical Package for the Social Sciences
version 11.%°

RESULTS

Demographics of Elderly Patients with or
without Interferon Therapy

Table 1 summarizes the profiles and data of the 1917 elderly
patients with or without IFN therapy during clinical course.
The median age of the patients with IFN was younger by 3
years. Although aminotransferases were significantly higher
in the treated group, albumin, bilirubin, and platelet count
were not different between the 2 groups.

Hepatocarcinogenesis and Survival without
Interferon Therapy

Liver cancer developed in 285 (19.5%) of 1463 elderly
patients without IFN therapy. Hepatocarcinogenesis rates
were 13.1% at the end of 5 years, 29.9% at 10 years, 45.5%
at 15 years, and 55.1% at 20 years. Carcinogenesis rates
were calculated in subgroups according to initial platelet
count: high (=150,000/mm?), intermediate (100,000-
149,000/mm?), and low (<100,000/mm?). Cumulative car-
cinogenesis rates in the subgroups of high, intermediate, and
low platelet counts were 5.1%, 14.2%, and 32.1% at 5 years,
14.0%, 34.2%, and 63.4% at 10 years, and 26.1%, 57.5%,
and 74.9% at 15 years, respectively (Figure 1). The carci-
nogenesis rate was significantly different among the 3 sub-
groups (P <<.0001).

Survival in the elderly patients without IFN therapy was
92.9% at 5 years, 76.6% at 10 years, 54.3% at 15 years, and
37.2% at 20 years. Survivals in the subgroups with high,
intermediate, and low platelet counts were 97.9%, 95.9%,
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and 86.8% at 5 years, 90.7%, 78.6%, and 52.5% at 10 years,
and 72.7%, 47.8%, and 25.0% at 15 years, respectively
(Figure 2). A significant difference was observed among the
3 subgroups (P <.0001).

Adverse Effects and Effect of Interferon in

the Elderly

Thirty-nine patients discontinued IFN therapy because of
adverse effects: severe fatigue or anorexia in 10 patients
(25.6%), depression in 10 patients (25.6%), hematologic
disorder in 6 patients (15.4%), ophthalmic disorders in 4
patients (10.3%), and other side effects in 9 patients
(23.1%). Duration of the therapy ranged from 2 weeks to 8.1
years, with a median of 24 weeks.

Among 393 patients with available judgment of IFN
effect, 140 (35.6%) had a sustained virologic response, 80
(20.4%) had a biochemical response, and 173 (44.0%) had
no response.

Hepatocarcinogenesis Rates in Elderly
Patients with or without Interferon
During observation, hepatocellular carcinoma developed in
334 (17.4%) of 1917 patients: 285 (19.5%) in the untreated
group and 49 (10.8%) in the IFN group.
Hepatocarcinogenesis rates in the untreated and IFN groups
were 13.1% and 7.0% at 5 years, 29.9% and 13.9% at 10 years,
and 45.5% and 33.4% at 15 years, respectively. The carcino-
genesis rate in the IFN-treated group was significantly lower
than in the untreated group (log-rank test, P <.0001).
Carcinogenesis rates also were evaluated in the sub-
groups with sustained virologic response (N = 140), bio-
chemical response (N =80), and no response (N =173).
Cumulative carcinogenesis rates were 2.5%, 1.3%, and
9.1% at 5 years, 2.5%, 11.0%, and 18.1% at 10 years, and
2.5%, 39.6%, and 41.2% at 15 years, respectively. A sig-
nificant difference was found among the 4 groups, including
the untreated patient group (P <<.0001).

Survival rates
1007
(%)

Platelet = 150x10%mm?3

50
Platelet =]
100-149x10¥mm

Platelet <100x10%mm?
0
0 5 10 15 20 (Year)
Figure 2 Cumulative survival in patients without IFN ther-

apy, according to initial platelet count. Survival of patients with
high platelet count was significantly higher than those with a
low or intermediate platelet count (P <.0001).

Carcinogenesis rates were compared between those with or
without IFN treatment in a subgroup with a high platelet count
of 150,000/mm°> or more. Cumulative carcinogenesis rates in
the untreated (N = 585) and treated groups (N = 228) were
5.1% and 3.7% at 5 years, 14.0% and 13.1% at 10 years, and
26.1% and 25.9% at 15 years, respectively. The carcinogenesis
rate in the IFN therapy group was slightly lower than in the
untreated group, but no statistical significance was found in the
high platelet subgroup (P =.69). Next, carcinogenesis rates
were analyzed between those with or without IFN in a com-
bined subgroup with low and intermediate platelet counts of
less than 150,000 mm®>. Carcinogenesis rates in untreated (N =
459) and treated (N = 217) groups were 19.5% and 10.9% at
5 years, 43.0% and 21.6% at 10 years, and 65.3% and 39.4%
at 15 years, respectively (Figure 3). The carcinogenesis rate in
the group with IFN therapy was significantly lower in the
untreated group (P = .0005).

Carcinogenesis rates
Carcinogenesis rates
100
100
%,
(%) (%)
Platelet <100x10%mm? IFN()
'“ Platelet 50
50 100-149x10%mm?
IFN(+)
Platelet = 150x10%mm?
0 0
4] 5 10 15 20 (Year) 0 5 10 15 (Year)
Figure 1  Hepatocarcinogenesis rates in patients without IFN Figure 3  Hepatocarcinogenesis rates in patients with a low

therapy, according to initial platelet count. The lower the initial
platelet count was, the higher the hepatocellular carcinogenesis
was in the untreated cohort (P <.0001).

or intermediate platelet count. Carcinogenesis rate of patients
with IEN therapy was significantly lower than those without
therapy (P = .0005). IFN = Interferon.
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Table 2

Independent Factors Associated with Hepatocellular Carcinogenesis in Elderly

Patients with Hepatitis C Virus-related Chronic Liver Disease

Factors (Category) Hazard Ratio (95% CI) P
Platelet count 1: =150,000/mm? 1

2: 100,000-149,000/mm? 2.42 (1.71-3.40) <.001

3: <100,000/mm? 5.64 (3.88-8.22) <.001
Alanine aminotransferase  1: <75 IU/L 1

2: =75IU/L 2.02(1.48-2.77) <.001
Gender 1: Female 1

2: Male 1.79 (1.35-2.37) <.001
IFN 1: No therapy 1

2: No response 0.74(0.44-1.25) .26

3: Biochemical response 0.52(0.17-1.65) .27

4: Sustained virologic response  0.063 (0.009-0.449) .006

CI = confidence interval; IFN = interferon.

Factors Affecting Hepatocellular
Carcinogenesis

In the first proportional hazard analysis using IFN therapy
factor as a time-dependent covariate, factors associated with
carcinogenesis were explored in the entire elderly cohort.
Hepatocarcinogenesis is independently associated with low
platelet count (P <<.001), high alanine aminotransferase
value (P<.001), male sex (P<<.001), and IFN therapy
(hazard ratio = 0.67, P = .045).

Next, multivariate analysis was performed using factors
of each IFN effect: sustained virologic response, biochem-
ical response, no response, and no IFN therapy. Carcino-
genesis was significantly associated with platelet count,
male sex, alanine aminotransferase value, and sustained
virologic response after IFN therapy (Table 2). Patients with
low and intermediate platelet counts showed high hazard
ratios and high alanine aminotransferase value; male gender
showed high hazard ratios. Sustained virologic response
significantly decreased the hazard ratio to 0.063 (P = .006).

The role of IFN treatment factor was not significant
(hazard ratio 0.87, P=.67) in the high platelet group
(2150,000/mm3), but it was significant (hazard ratio 0.56,
P=.035) in the low or intermediate platelet group
(<150,000/mm?).

Survival of Elderly Patients

A total of 276 patients (14.4%) died during observation: 255
(17.4%) in the untreated group and 21 (4.6%) in the treated
group. Crude survivals in the untreated and IFN groups
were 92.9% and 98.7% at 5 years, 76.6% and 92.6% at 10
years, and 54.3% and 70.4% at 15 years, respectively. Sur-
vival in the IFN-treated group was significantly higher
(P <.0001).

When a subgroup with high platelet counts (=150,000/
mm?*) was analyzed, survivals in the untreated and IFN groups
were 97.9% and 99.6% at 5 years, 90.7% and 94.5% at 10
years, and 72.7% and 76.9% at 15 years, respectively. Survival
was not significantly different (P =.08). Survival also was

analyzed in a subgroup with low or intermediate platelet count
(<150,000/mm?>). Cumulative survivals in the untreated and
treated groups were 93.2% and 97.5% at 5 years, 70.8% and
89.9% at 10 years, and 41.2% and 64.9% at 15 years, respec-
tively (Figure 4). Survival in the IFN therapy group was sig-
nificantly higher than in the untreated group (P = .0001).

Factors Affecting Survival in the Elderly
Independent factors associated with survival were explored
in all the elderly patients. Multivariate hazard analysis dis-
closed that survival is independently associated with low
platelet count (P <<.001), male sex (P <.001), older age
(P <.001), and IFN therapy (hazard ratio = 0.56, P = .041).
In the high platelet group (=150,000/mm?), only gender
and age were independently associated with survival. The
factor of IFN therapy only showed a hazard ratio for death
of 0.70 in the multivariate analysis. In the low or interme-
diate platelet group (<150,000/mm?), platelet count, age,

Survival rates
100
(%) IFN(+)
IFN(-)
50
0
0 5 10 15 (Year)

Figure 4 Cumulative survival in patients with a low or inter-
mediate platelet count. Survival of patients with IEN therapy was
significantly higher than those without therapy (P = .0001). IFN =
Interferon.
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Table 3
Virus-related Chronic Liver Disease

Independent Factors Associated with Survival Period in Elderly Patients with Hepatitis C

Factors (Category) Hazard Ratio (95% CI) P
Subgroup with High Platelet Count
(=150,000/mm?)
Gender 1: Female 1
2: Male 2.81(1.46-5.41) .002
Age by 1y 1.11(1.04-1.18) .002
IFN 1: No 1
2: Yes 0.70 (0.32-1.18) .39 (NS)
Subgroup with Low or Intermediate
Platelet Count (<150,000/mm?)
Platelet count 1: 100,000-149,000/mm?® 1
2: <100,000/mm> 3.14 (2.19-4.50) <.001
Age by 1y 1.09 (1.05-1.13) <.001
IFN 1: No 1
2: Yes 0.43(0.24-0.77) .005
Gender 1: Female 1
2: Male 1.56 (1.09-2.22) .015

CI = confidence interval; IFN = interferon; NS =

IFN therapy, and sex were independently associated with
hepatocellular carcinogenesis. IFN significantly decreased
the hazard of death by 0.43 in the subgroup of low or
intermediate platelet count (P =.005) (Table 3).

DISCUSSION

This retrospective study was undertaken to evaluate whether
IFN therapy could decrease hepatocellular carcinogenesis
and increase survival in HCV-positive elderly patients aged
60 years or more at the initial hospital visit. Because it
seemed to require at least 5 years to obtain a statistical
difference in carcinogenesis rates and survival between
IFN-treated and untreated groups, a prospective randomized
trial with untreated control patients is difficult to perform
from both ethical and medical viewpoints. We therefore
attempted to carry out this retrospective study to show an
impact of IFN treatment with a statistical adjustment and
stratification using a large number of patients under a long-
term observation period.

There were significant differences in carcinogenesis and
survival among patients with HCV, according to initial
platelet count. Because this study dealt with all patients with
HCV-related hepatitis who visited Toranomon Hospital ir-
respective of IFN treatment, evaluation of liver histology
was performed in approximately two thirds of the patients.
Platelet count has been considered a simple indicator for the
progression of hepatitis, and the patients without liver bi-
opsy were well stratified by the initial platelet count in our
study. From statistics of the nationwide census for the lon-
gevity of each age group in 2003, the life expectation was
21.9 and 27.5 years for 60-year-old Japanese men and
women, respectively, and 18.0 and 23.07 years for 65-year-
old Japanese men and women, respectively. In view of the
median age (65 years) of the untreated cohort with HCV

not significant.

infection, the survival of patients with high platelet counts
was almost the same as that of the general population in
Japan (Figure 2). Physicians should consider the longevity
without IFN therapy and the cost, side effects, and risks
caused by IFN for more stratified age groups of the elderly.

Although several authors have shown that effects of both
IFN monotherapy®*?®?’ and IFN plus ribavirin combination
therapy®®** were not different between elderly and younger
patients with chronic HCV in regard to viral elimination and
normalization of transaminase, recent reports'®?' have shown
lower virologic response rates. A possible low response rate in
the elderly was closely associated with a high rate of adverse
reactions,'®**2! and hematologic side effects seemed signifi-
cant in the elderly group.”* The low discontinuation rate (43/
454, 9.5%) in the current study was partly attributable to the
low rate of IFN plus ribavirin combination therapy. Horiike et
al,”” Floreani et al,'® and Koyama et al?! recommended IFN
therapy for select patient groups with a low HCV RNA titer,
non-genotype 1, or relatively young age of less than 65 years.

We previously reported a high carcinogenesis rate in
elderly patients with chronic HCV who underwent IFN
therapy.®® When crude hepatocarcinogenesis rates were
compared between untreated and IFN-treated groups in the
current study, IFN significantly decreased the carcinogene-
sis rate in the elderly patients with varied severity of liver
disease. As was found in the general results of patients,
including the younger age group,'® carcinogenesis in pa-
tients with sustained virologic response was significantly
lower than that of patients with no response or without IFN
therapy. The carcinogenesis rate was low for several years
after cessation of IFN administration and increased gradu-
ally after 8 years in the group with a biochemical response
(Figure 3). The cancer appearance curve of the biochemical
response group implied that the normal and stable hepatitis
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state in the early years contributed to suppress the process of
carcinogenesis, and that reactivation of hepatitis induced the
progression of hepatic oncogenesis in the later years.

Among patients with a high platelet count and mild liver
disease, IFN did not decrease the rate of hepatocarcinogen-
esis. IFN significantly decreased the carcinogenesis rate in
patients with a low or intermediate platelet count. In view of
the less effective rate and high adverse reaction rate by IFN
in elderly patients, IFN therapy should be considered pri-
marily for those with a low platelet count of 150,000/mm?
or less. Because low platelet count was closely associated
with advanced disease and high risk for carcinogenesis,
treatment efficacy appeared prominent in the subgroup with
low and intermediate platelet counts. The best candidates
for IFN therapy were those with a low platelet count, also in
regard to cost-effectiveness. Because a low platelet count is
closely associated with advanced stages of liver disease,
IFN therapy should be avoided for elderly patients with
decompensated cirrhosis or severely decreased platelet
count of less than 50,000/mm>. A sustained virologic re-
sponse improves clinical symptoms in decompensated cir-
rhosis,>! but IFN often induces severe complications even in
young patients with decompensated cirrhosis.**> An elderly
patient with hepatitis without decompensation can be a
candidate for IFN therapy if careful, close hematologic
monitoring is performed. Low-dose, intermittent, long-term
IFN therapy also should be considered for these patients to
obtain a sustained biochemical response without creating
profound and irreversible side effects. Because elderly pa-
tients generally showed some difficulties with IFN treat-
ment, our current study demonstrated practical information
about carcinogenesis and the life expectancy of elderly
patients with HCV and the order of priority in management
of IFN for these patients. IFN administration is preferably
considered and initiated at the age of 60 years or less to
reduce side effects.

CONCLUSIONS

IFN for a subgroup with low and intermediate platelet
counts had significant advantages in regard to hepatocarci-
nogenesis and survival of elderly patients with chronic
HCV.
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