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able cisplatin solution to obtain an effective chemoem-
bolization agent, as previously reported.**-*’

After cisplatin powder became available from Decem-
ber 2004 to December 2008, we mixed it with lipiodol
(1A-call; Nippon Kayaku). Lipiodol was mixed at a ratio
of 1 mL per 10 mg cisplatin.*®

Imaging and confirmation of diagnosis

Pretreatment imaging studies included abdominal ultra-
sonography (US), contrast-enhanced dynamic com-
puted tomography (CT), dynamic magnetic resonance
imaging (MRI), digital subtraction angiography (DSA),
angiography combined with CT during arterial portog-
raphy (CTAP) and hepatic arteriography (CTHA). All
tumors were diagnosed by distinctive findings on US;
dynamic CT, dynamic MRI, or both; DSA or CTAP; and
CTHA. Diagnosis was confirmed by early enhancement
in the arterial phase and hypo-attenuation in the portal
venous or equilibrium phase on contrast-enhanced
dynamic CT or dynamic MRI or by hypo-attenuation on
CTAP and hyper-attenuation on CTHA. In addition,
changes in serum tumor markers (o-fetoprotein [AFP]
or des-y-catboxy prothrombin [DCP]) were used to
support the imaging-based diagnosis.

Transcatheter chemoembolization

Chemoembolization was performed through the
femoral artery with use of the Seldinger technique with
local anesthesia. Arteriography of the celiac trunk and
superior mesenteric artery was performed to visualize
the arterial vascularization of the liver and to evaluate
portal vein patency. An angiographic catheter was
inserted into the hepatic artery where the target tumor
was located. Chemoembolization agents were injected
through the hepatic artery. Gelatin sponge particles were
used after chemoembolization in patients with a
membrane-covered lesion and a segmental lesion in the
periphery, as these patients had relatively little liver
damage.

From 1983 to June 2000, chemoembolization was
performed under DSA. From June 2000 to December
2008, chemoembolization was performed under CTAP
and CTHA.

Evaluation of therapeutic effect of
chemoembolization

The efficacy of chemoembolization was evaluated by CT
at 3 months after treatment as follows: when lipiodol
was seen in more than 90% of the tumor, efficacy was
considered grade [; in 50-90% of the tumor, grade If;
and in less than 50% of the tumor, grade II1.** Grading
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for lipiodol retention was based on quantitative mea-
surement of tumor diameter in all tumors, based on the
assumption that the tumor portion with retained lipi-
odol was necrotic tissue.*®

Follow-up protocol

Concentrations of serum tumor markers, including AFP
and DCP, were measured once a month after chemo-
embolization; follow-up US was performed every
3 months; and CT or MRI was performed every
6 months. Patients showing an increase in tumor
markers, diminution of lipiodol accumulation or new
nodules remote from the treated nodules were readmit-
ted for an additional round of chemoembolization
using the same procedure. On follow up, patients
treated with chemoembolization who did not show
complete uptake of lipiodol (i.e. those classified as grade
I) but did show the presence of a viable tumor, namely
by arterial phase enhancement on CT/MRI, were
retreated with chemoembolization within 3-6 months
of the first treatment. Patients with tumor progression,
appearance of portal vein tumor thrombosis (PVIT) and
liver failure were excluded from further treatment.

Statistical analysis

Cumulative survival rate was calculated from the initial
date of chemoembolization and assessed by the
Kaplan-Meier life-table method, with differences evalu-
ated by the log-rank test. Univariate analysis of predic-
tors of survival was assessed by the Kaplan-Meier
method and differences were evaluated by the log-rank
test. Multivariate analysis of predictors of survival was
assessed by a Cox proportional hazards model. Statisti-
cal significance was defined as a P < 0.05. We also cal-
culated hazard ratios and 95% confidence intervals
{95% CI). All P-values less than 0.05 on two-tailed tests
were considered significant. Variables that achieved sta-
tistical (P < 0.05) or marginal significance (P < 0.10) on
univariate analysis were entered into a multiple Cox
proportional hazards model to identify significant inde-
pendent factors. Parameters used for the prediction of
survival were lipiodol accumulation, tumor number,
PVIT (presence or absence), liver damage, AFP, DCP,
age, sex, etiology, embolization (with or without), CT
scan during hepatic arteriography and arterial portogra-
phy (with vs without), and tumor size. To validate the
prognostic value of these staging systems, the survival
curve was obtained and analyzed by the Kaplan—Meier
method; and to compare discriminatory ability and pre-
dictive power, the likelihood ratio (LR) % and Akaike’s
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Table 2 Transcatheter chemoembolization using cisplatin and
lipiodol suspension

No. of procedures 2 (1-9)

Mean dose of cisplatin per single 35 (5-67.5)
session (mg)

Total dose of cisplatin per single case (mg) 60 (10-390)

Lipiodol accumulation after 55/33/12

chemoembolization {grade I/II/IIT) (%)

information criterion (AIC) score were used in 95
patients with grade [ accumulation. The AIC statistic was
defined as AIC =-2 log maximum likelihood + 2 x the
number of parameters in the model. A smaller AIC
value indicated a more desirable model for predicting
outcome. The Cox proportional hazards model was
used to calculate the LR %* to determine homogeneity
(small differences in survival among patients at the
same stage within each system). The model with the
higher %? by the LR test was considered the better model.
All analyses were performed with SPSS software (ver. 16,
SPSS, IL, USA).

RESULTS

Therapeutic effects of transcatheter
chemoembolization using cisplatin and
lipiodol suspension

HE MEDIAN NUMBER of chemoembolization pro-

cedures per patient was two (range, 1-9). The mean
dose of cisplatin per single session of chemoemboliza-
tion was 35 mg (range, 5.0-67.5), and the median total
dose of cisplatin per patient was 60 mg (range, 10~390).
Lipiodol accumulation was evaluated after first
chemoembolization as grade I in 58 patients (55%),
grade II in 36 (33%) and grade III in 13 (12%)
(Table 2).

Survival rates

Cumulative survival curves of patients treated with
chemoembolization using cisplatin and lipiodol sus-
pension for unresectable HCC showed survival rates of
92% at 1 year, 40% at 3 years, 18% at 5 years and 12%
at 7 years (Fig. 1).

We then investigated the relationship between sur-
vival after the initiation of chemoembolization and
various clinicopathological variables by univariate
analysis. Results showed that survival correlated signifi-
cantly with grade I accumulation (P=0.003), absence
of PVIT (P=0.001) and liver damage A (P=0.005)
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Figure 1 Cumulative survival curves of patients treated with

chemoembolization using cisplatin and lipiodol suspension

for unresectable hepatocellular carcinoma showed survival

rates of 92% at 1 year, 40% at 3 years, 18% at 5 years and 12%

at 7 years.

(Table 3). Grade I accumulation, absence of PVTT, liver
damage A and number of tumors = 1 were then entered
into the multiple Cox proportional hazards model,
which identified grade I accumulation (P<0.001),
absence of PVIT (P<0.001) and liver damage A
(P=0.026) as significant and independent determi-
nants of survival (Table 4).

Table 3 Univariate analyses of predictors of survival by the
log-rank test

Variable P-value
Grade (Ivs II and III) LDP accumulation 0.003
Portal vein tumor thrombus (absent vs present) 0.001
Liver damage (A vs B and C) 0.005
Child-Pugh (A vs B and C) 0.11
Total number of tumors (1 vs 22) 0.091
o-Fetoprotein (<200 vs 2200) 0.365
Des-y-carboxy prothrombin (<200 vs 2200) 0.63
Age (<60 vs 260) 0.133
Sex (M vs F) 0.98
HBV/HCV/non-B, non-C (HBV vs HCV and 0.33
non-B, non-C; HBV and HCV vs non-B,
non-C; HBV and non-B, non-C vs HCV)
Embolization (with vs without) 0.108
CT scan during hepatic arteriography and arterial 0.71
portography (with vs without)
Tumor size ( <20 mm vs 220 mm) 0.817

CT, computed tomography; HBV, hepatitis B virus; HCV,
hepatitis C virus.
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Table 4 Multivariate analyses of predictors of survival by Cox proportional hazards model

Factor Category Hazard ratio 95% CI P-value

Grade LDP accumulation 1,1 0.467 0.314-0.697 <0.001
2; TI/II

PVIT 1; Absence 0.200 0.09-0.461 <0.001
2; present

Liver damage 1; A 0.722 0.534-0.961 0.026
2; B/C

Total number of tumors 1; one 0.723 0.493-1.059 0.096
=; multiple

CI, confidence interval; PVTT, portal vein tumor thrombus.

Patient distribution, survival according to DISCUSSION

staging system and discriminatory ability of
each staging system in 95 patients with
grade | accumulation

To improve the statistical power of our analysis, we
compared predictive ability among the staging systems
in a subgroup of 95 patients with grade I accumulation
after first chemoembolization. Distribution of the 95
patients with grade [ accumulation among the different
classes for each staging system is described in Table 5.
Distributions of patients in all staging systems showed
similar results. Using the Kaplan-Meier method, all
staging systerns, except the LCSGJ/TNM system, cor-
rectly differentiated survival for patients in different
stages.

The m-JIS system showed the best discrimination
ability and monotonicity of gradient as confirmed by
AIC score test (279.7). Using the Cox regression LR
x2-test (6.53), we confirmed that the m-JIS system also
had the best homogeneity ability (Table 6). AIC score
was in the descending order of m-JIS, JIS score, BCLC
stage, LCSGJ/TNM and CLIP score. Next, we omitted
stage IV (n =5) in LCSGJ/TNM, score 3 (n =2) in CLIP
score, stage C (n=1) and D (n =4) in BCLC stage, score
0 (n=3) and score 4 (n = 3) in JIS score, score 0 (n =4),
score 4 (n = 1) and score 5 (n = 2} in m-JIS due to small
sample and re-analyzed by AIC score test. As a result,
AIC score was in the descending order of m-JIS (237.0),
LCSGJ/TNM (248.3), JIS score (248.4), BCLC stage
(255.5) and CLIP score (264.6). Therefore, we con-
firmed that the m-JIS system also had the best homoge-
neity ability.

Cumulative survival curves of patients treated with
chemoembolization using cisplatin and lipiodol sus-
pension for unresectable HCC showed survival rates
according to the five staging systems in 95 patients with
grade I accumulation (Figs 2-6).
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LINICAL STAGING SYSTEMS for HCC patients

should provide guidance for patient assessment
and appropriate therapy and are useful for decisions on
when to treat patients aggressively while avoiding the
overtreatment of patients who would not tolerate
therapy or whose life expectancy rules out any chance of
success. Current examples include the m-JiIS,2® JIS,®
BCLC staging system,” LCSGJ/TNM?** and CLIP score.?
Clinical staging is also an essential tool for comparison
between groups in therapeutic trials and between differ-
ent studies. In this study, the m-JIS system also showed
the best discrimination ability and monotonicity of gra-
dient in a subgroup of 95 patients with grade I LDP
accumulation after first chemoembolization.

These five different staging systems were developed in
and depend on different groups of patients. The differ-
ences between them are strongly dependent on the par-
ticular characteristics of the group of patients they are
used in. Moreover, different treatments have a marked
influence on the prognosis of patients in these staging
systems. It is possible that the different staging systems
should be evaluated separately in specific groups of
patients. Moreover, when comparing the performance
of staging systems, consideration is likely necessary of
both the type of treatment and its efficacy. In the present
study we therefore evaluated the prognostic power of
each of these staging systems in the same group of
patients after chemoembolization. We first identified
factors related to survival in univariate and multivariate
analyses. Results showed that a significant and indepen-
dent determinant of survival was grade I accumulation
of lipiodol after first chemoembolization such as in our
previous report.'* We then therefore evaluated the prog-
nostic power of each of these staging systems in these
grade [ patients after chemoembolization.
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Table 5 Survival of 95 patients with grade I accumulation after chemoembolization by different staging systems (Kaplan-Meier

survival analysis; comparison by log-tank test)

P-value of log-rank test

Staging system No. of patients Median survival Range (months)
(months)
LCSGJ/TNM 0.084
I 13 36 (6-114)
1I 48 21 (1-99)
1l 29 16 (2-104)
v 5 10 (5-55)
CLIP 0.004
0 22 18 (1-99)
1 43 26 (1-144)
2 28 13 (2-104)
3 2 14 (7-21)
BCLC 0.009
0 9 26 (6-37)
A 48 17 (1-114)
B 33 21 (2-104)
Cc 1 56 56
D 4 11 (9-27)
JIS <0.001
0 3 9 (6-79)
1 36 26 (1-114)
2 43 20 (1-104)
3 10 16 (9-56)
4 3 7 (5-10)
m-JIS <0.001
0 4 60 (6-114)
1 29 26 (6-99)
2 46 17 (1-104)
3 13 19 (7-61)
4 1 7 7
5 2 8 (5-10)

LCSGJ/TNM, Liver Cancer Study Group of Japan/Tumor-Node-Metastasis; CLIP, Italian score; BCLC, Barcelona stage; JIS, Japan

Integrated Staging; m-JIS, modified Japan Integrated Staging.

Table 6 Performance evaluation of five scoring system in 95
patients with grade I

Staging system Homogeneity LR y*-test AIC
P)

mJIS 6.53 (0.011) 279.70

JIS 5.83 (0.016) 280.63

BCLC 0.49 (0.480) 282.40

TNM 1.74 (0.189) 282.55

CLIP 2.99 (0.083) 283.55

m-JIS, modified Japan Integrated Staging; JIS, Japan Integrated
Staging; BCLC, Barcelona stage; LCSGJ/TNM, Liver Cancer Study
Group of Japan/Tumor-Node-Metastasis; CLIP, Italian score; AIC,
Akaike’s information criterion; LR, likelihood ratio.

The m-JIS and JIS showed good stratification of our
patients among the different stages, with good discrimi-
nation. Qur patients were classified with m-JIS and JIS
primarily into the lower classes, suggesting that these
staging systems were created primarily for intermediate
to early HCC. The m-JIS and JIS differed with regard to
liver damage and Child-Pugh class. A significant and
independent determinant of survival in our study was
liver damage. This finding may suggest that classification
of liver damage is useful in the evaluation and predic-
tion of outcome of patients with early-stage liver dis-
eases.* Accordingly, we consider that the discriminant
ability of the m-JIS score is substantially better than that
of the JIS score. Our patients were classified by CLIP

© 2010 The Japan Society of Hepatology
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Figure 2 Overall survival according to modified Japan Inte-
grated Staging (m-JIS) score in 95 patients with grade I accu-
mulation after chemoembolization.

primarily into the lower classes, suggesting that these
staging systems have been created primarily for interme-
diate to advanced tumors. In our cohort, the LCSGJ/
TNM system had no prognostic value. This observation
confirms its major drawback, namely the absence of
variables related to hepatic function, a variable associ-
ated with prognosis in most of the surgical and nonsur-
gical studies.*” The BCLC was derived from the results of
surgical treatment of early tumors and the natural
history of untreated HCC.*
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Figure 3 Overall survival according to Japan Integrated
Staging (JIS) score in 95 patients with grade I accumulation
after chemoembolization.
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Figure 4 Overall survival according to Barcelona (BCLC)
stage in 95 patients with grade I accumulation after
chemoembolization.

The discriminate ability of the m-JIS score is substan-
tially better than that of the other staging systems and
has better prognostic predictive power in patients
undergoing chemoembolization with cisplatin and lipi-
odol. Therefore, when the m-JIS score is high, treatment
methods for HCC may require reconsideration on
account of the limit on repeated chemoembolization.
Ineffective repeated chemoembolization may cause
poorer hepatic reserve, and subsequently fail to further
treatment. Because PVTIT and liver damage A were not
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Figure 5 Overall survival according to Liver Cancer Study
Group of Japan/Tumor-Node-Metastasis (TNM) in 95
patients with grade I accumulation after chemoembolization.
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Figure 6 Overall survival according to Italian score (CLIP
score) in 95 patients with .grade I accumulation after
chemoembolization.

changed, we recommend changing repeated chemoem-
bolization using cisplatin and lipiodol when lipiodol
accumulation is of grade II and III. That includes addi-
tion to ablation against the main tumor because of the
limit on repeating chemoembolization, change of anti-
cancer drug because of poor sensitivity and change of
drug delivery such as hepatic arterial infusion chemo-
therapy without use of lipiodol*~* or recent developing
molecular targeting therapy such as sorafenib.*”*’ In the
future, which treatment strategy is better for those
advanced HCC patients requires further investigations.

We could not conclude whether embolization is nec-
essary for transcatheter chemoembolization in our
study. Gelatin sponge embolization was not a signifi-
cant prognostic factor in this study. Ikeda et al. also
reported that although transarterial infusion chemo-
therapy with embolization had a stronger antitumor
effect than transarterial infusion chemotherapy without
embolization, it did not significantly improve survival.*”
In contrast, Yamamoto etal. reported that complete
embolization after injection of cisplatin-lipiodol sus-
pension resulted in higher survival than incomplete
embolization.>® We consider that gelatin sponge embo-
lization was locally effective in the tumor, but because
survival rates were also related to liver function, gelatin
sponge embolization was not a significant prognostic
factor in this study.

Our study had two important limitations. First, the
study period was long, during which time remarkable
advances in the diagnosis and treatment of HCC were
achieved. Thus, the background characteristics of the
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patients were likely different. Nevertheless, in bias of
treatment, we did restrict the study population to
patients treated repeatedly with chemoembolization
using cisplatin and lipiodol alone and analyzed the
prognostic value of these staging systems. Moreover, we
further restricted the population to 95 patients with
grade I accumulation of lipiodol after first chemoembo-
lization and analyzed the prognostic value of these
staging systems. We therefore consider that any bias
resulting from this extended study period would have
been minimal in bias of treatment. Furthermore, in bias
of diagnosis, chemoembolization was performed under
DSA from 1983 to June 2000, and under CTAP and
CTHA from June 2000 to December 2008. However, CT
scan during hepatic arteriography and arterial portogra-
phy (with vs without) were not predictors of survival by
the log-rank test. We therefore consider that any bias
resulting from this extended study period would have
been minimal in bias of diagnosis, too.

Second, the sample size of the study was small, which
may have limited our use of the AIC score. However, we
omitted stage IV (n = 5) in TNM, score 3 (n=2) in CLIP
score, stage C (n= 1) and D (n =4) in BCLC stage, score
0 (n=3) and score 4 (n = 3) in JIS score, score 0 (n = 4),
score 4 (n = 1) and score 5 (n = 2) in m-JIS due to small
sample and re-analyzed by AIC score test. As a result,
AIC score was in the descending order of modified-JIS
(237.0), LCSGJ/TNM (248.3), JIS score (248.4), BCLC
stage (255.5) and CLIP score (264.6). Therefore, we
confirmed that the m-JIS system also had the best
homogeneity ability.

In condusion, this study shows that the discriminate
ability of the m-JIS score is substantially better than that
of the other staging systems and has better prognostic
predictive power in patients with grade I accumulation
of lipiodol after first chemoembolization.

REFERENCES

1 Okita K. Management of hepatocellular carcinoma in
Japan. ] Gastroenterol 2006; 41: 100-6.

2 Taylor-Robinson SD, Foster GR, Arora S, Hargreaves S,
Thomas HC. Increase in primary liver cancer in the UK,
1979-94. Lancet 1997; 350: 1142-3.

3 El-Serag HB, Mason AC. Rising incidence of hepatocellular
carcinoma in the United States. N Engl ] Med 1999; 340:
745-50.

4 El-Serag HB. Hepatocellular carcinoma: an epidemiologic
view. J Clin Gastroenterol 2002; 35: S72-8.

5 Kamangar F, Dores GM, Anderson WEF. Patterns of cancer
incidence, mortality, and prevalence across five continents:

© 2010 The Japan Society of Hepatology



1090 T. Kawaoka et al.

10

11

12

i3

14

15

16

17

18

19

defining priorities to reduce cancer disparities in different
geographic regions of the world. J Clin Oncol 2006; 24:
2137-50.

Livraghi T, Festi D, Monti F, Salmi A, Vettori C. US-guided
percutaneous alcohol injection of small hepatic and
abdominal tumors. Radiology 1986; 161: 309-12.

Seki T, Wakabayashi M, Nakagawa T et al. Ultrasonically
guided percutaneous microwave coagulation therapy for
small hepatocellular carcinoma. Cancer 1994; 1: 817-25.
Amin Z, Donald JJ, Masters A et al. Hepatic metastases:
interstitial laser photocoagulation with real-time US moni-
toring and dynamic CT evaluation of treatment. Radiology
1993; 187: 339-47.

Rossi S, Buscarini E, Garbagnati F et al. Percutaneous treat-
ment of small hepatic tumors by an expandable RF needle
electrode. AJR Am ] Roentgenol 1998; 170: 1015-22.
Buscarini L, Buscarini E, Di Stasi M, Vallisa D, Quaretti P,
Rocca A. Percutaneous radiofrequency ablation of small
hepatocellular carcinoma: long-term results. Eur Radiol
2001; 11: 914-21.

Saneto H, Kobayashi M, Kawamura Y et al. Clinicopatho-
logical features, background liver disease, and survival
analysis of HCV-positive patients with hepatocellular car-
cinoma: differences between young and elderly patients. J

Gastroenterol 2008; 43: 975-81.

Miki D, Aikata H, Uka K et al. Clinicopathological features
of elderly patients with hepatitis C virus-related hepatocel-
lular carcinoma. J Gastroenterol 2008; 43: 550-7.

Noda I, Kitamoto M, Nakahara H et al. Regular surveillance
by imaging for early detection and better prognosis of
hepatocellular carcinoma in patients infected with hepati-
tis C virus. J Gastroenterol 2010; 5: 105-12.

Yamada R, Sato M, Kawabata M, Nakatsuka H, Nakamura
K, Takashima S. Hepatic artery embolization in 120
patients with unresectable hepatoma. Radiology 1983; 148:
397-401.

Kamada K, Nakanishi T, Kitamoto M etal. Long-term
prognosis of patients undergoing transcatheter arterial
chemoembolization for unresectable hepatocellular carci-
noma: comparison of cisplatin lipiodol suspension and
doxorubicin hydrochloride emulsion. J Vasc Interv Radiol
2001; 12: 847-54.

Kawaoka T, Aikata H, Takaki S et al. Transarterial infusion
chemotherapy using cisplatin-lipiodol suspension with or
without embolization for unresectable hepatocellular car-
cinoma. Cardiovasc Intervent Radiol 2009; 32: 687-94.
Ikeda M, Maeda S, Shibata ] et al. Transcatheter arterial
chemotherapy with and without embolization in patients
with hepatocellular carcinoma. Oncology 2004; 66: 24-31.
Llovet JM, Real MI, Montana X et al. Arterial embolisation
or chemoembolisation versus symptomatic treatment in
patients with unresectable hepatocellular carcinoma: a ran-
domised controlled trial. Lancet 2002; 18 (359): 1734-9.
Lo CM, Ngan H, Tso WK etal. Randomized controlled
trial of transarterial lipiodol chemoembolization for

® 2010 The Japan Society of Hepatology

20

21

22

23

24

25

26

27

28

29

30

31

32

33

Hepatology Research 2010; 40: 1082-1091

unresectable hepatocellular carcinoma. Hepatology 2002;
35: 1164-71.

Bruix J, Llovet JM, Castells A et al. Transarterial emboliza-
tion versus symptomatic treatment in patients with
advanced hepatocellular carcinoma: results of a random-
ized, controlled trial in a single institution. Hepatology
1998; 27: 1578-83.

Pelletier G, Ducreux M, Gay F et al. Treatment of unresec-
table hepatocellular carcinoma with lipiodol chemoembo-
lization: a multicenter randomized trial. Groupe CHC. J
Hepatol 1998; 29: 129-34.

Llovet JM, Bruix J. Systematic review of randomized trials
for unresectable hepatocellular carcinoma: chemoembo-
lization improves survival. Hepatology 2003; 37: 429-42.
Bruix J, Sala M, Llovet J]M. Chemoembolization for hepa-
tocellular carcinoma. Gastroenterology 2004; 127: $179-88.
The general rules for the clinical and pathological study of
primary liver cancer. Liver Cancer Study Group of Japan.
Jpn J Surg 1989; 19: 98-129.

Kudo M, Chung H, Osaki Y. Prognostic staging system for
hepatocellular carcinoma (CLIP score): its value and limi-
tations, and a proposal for a new staging system, the Japan
Integrated Staging Score (JIS score). J Gastroenterol 2003;
38: 207-15.

A new prognostic system for hepatocellular carcinoma: a
retrospective study of 435 patients: the Cancer of the Liver
Italian Program (CLIP) investigators. Hepatology 1998; 28:
751-5.

Llovet M, Bru C, Bruix J. Prognosis of hepatocellular car-
cinoma: the BCLC staging classification. Semin Liver Dis
1999; 19: 329-38.

Nanashima A, Sumida Y, Morino S etal. The Japanese
integrated staging score using liver damage grade for hepa-
tocellular carcinoma in patients after hepatectomy. Eur J
Surg Oncol 2004; 30: 765-70.

Yen YH, Changchien CS, Wang JH et al. A modified TNM-
based Japan Integrated Score combined with AFP level may
serve as a better staging system for early-stage predominant
hepatocellular carcinoma patients. Dig Liver Dis 2009; 41:
431-41.

Guglielmi A, Ruzzenente A, Pachera S et al. Comparison of
seven staging systems in cirthotic patients with hepatocel-
lular carcinoma in a cohort of patients who underwent
radiofrequency ablation with complete response. Am J Gas-
troenterol 2008; 103: 597-604.

Huo TI, Lin HC, Hsia CY etal. The model for end-stage
liver disease based cancer staging systems are better prog-
nostic models for hepatocellular carcinoma: a prospective
sequential survey. Am J Gastroenterol 2007; 102: 1920-30.
Luo KZ, Itamoto T, Amano H et al. Comparative study of
the Japan Integrated Stage (JIS) and modified JiS score as a
predictor of survival after hepatectomy for hepatocellular
carcinoma. J Gastroenterol 2008; 43: 369-77.

Testa R, Testa E, Giannini E et al. Trans-catheter arterial
chemoembolisation for hepatocellular carcinoma in



Hepatology Research 2010; 40: 1082-1091

34

35

36

37

38

39

40

41

42

patients with viral cirrhosis: role of combined staging
systerns, Cancer Liver Italian Program (CLIP) and Model
for End-stage Liver Disease (MELD), in predicting outcome
after treatment. Aliment Pharmacol Ther 2003; 15: 1563-9.
Kim JH, Choi JH, Kim CH et al. Value of the model for
end-stage liver disease for predicting survival in hepatocel-
lular carcinoma patients treated with transarterial
chemoembolization. Scand J Gastroenterol 2009; 44: 346~
57.

Chuang VP, Wallace S. Hepatic artery embolization in the
treatment of hepatic neoplasms. Radiology 1981; 140:
51-8.

Ohishi H, Uchida H, Yoshimura H et al. Hepatocellular
carcinoma detected by iodized oil. Use of anticancer
agents. Radiology 1985; 154: 25-9.

Nakamura H, Hashimoto T, Oi H, Sawada S. Transcatheter
oily chemoembolization of hepatocellular carcinoma.
Radiology 1989; 170: 783-6.

Takayasu K, Arii S, Matsuo N et al. Comparison of CT
findings with resected specimens after chemoembolization
with iodized oil for hepatocellular carcinoma. AJR Am ]
Roentgenol 2000; 175: 699-704.

Omagari K, Ohba K, Kadokawa Y et al. Comparison of the
grade evaluated by “Liver damage” of Liver Cancer Study
Group of Japan and Child-Pugh classification in patients
with hepatocellular carcinoma. Hepatol Res 2006; 34: 266—
72.

Toyoda H, Kumada T, Kiriyama S et al. Comparison of the
usefulness of three staging systems for hepatocellular car-
cinoma (CLIP, BCLC, and JIS) in Japan. Am J Gastroenterol
2005; 100: 1764-71.

Uka K, Aikata H, Takaki S et al. Similar effects of recombi-
nant interferon-alpha-2b and natural interferon-alpha
when combined with intra-arterial 5-fluorouracil for the
treatment of advanced hepatocellular carcinoma. Liver Int
2007; 27: 1209-16.

Uka K, Aikata H, Takaki S et al. Pretreatment predictor of
response, time to progression, and survival to intraarterial

43

44

45

46

47

48

49

50

Chemoembolization for HCC and staging system 1091

5-fluorouracil/interferon combination therapy in patients
with advanced hepatocellular carcinoma. J Gastroenterol
2007; 42: 845-53.

Urabe T, Kaneko S, Matsushita E, Unoura M, Kobayashi K.
Clinical pilot study of intrahepatic arterial chemotherapy
with methotrexate, 5-fluorouracil, cisplatin and sub-
cutaneous interferon-alpha-2b for patients with locally
advanced hepatocellular carcinoma. Oncology 1998; 55:
39-47.

Sakon M, Nagano H, Dono K et al. Combined intraarterial
5-fluorouracil and subcutaneous interferon-alpha therapy
for advanced hepatocellular carcinoma with tumor
thrombi in the major portal branches. Cancer 2002; 15:
435-42.

Ota H, Nagano H, Sakon M et al. Treatment of hepatocel-
lular carcinoma with major portal vein thrombosis by
combined therapy with subcutaneous interferon-alpha
and intra-arterial 5-fluorouracil; role of type 1 interferon
receptor expression. Br J Cancer 2005; 5: 557-64.

Obi S, Yoshida H, Toune R et al. Combination therapy of
intraarterial 5-fluorouracil and systemic interferon-alpha
for advanced hepatocellular carcinoma with portal venous
invasion. Cancer 2006; 1: 1990-7.

Llovet JM, Ricc S, Mazzaferro V etal. Sorafenib in
advanced hepatocellular carcinoma. N Engl ] Med 2008;
24): 378-90.

Cheng AL, Kang YK, Chen Z et al. Efficacy and safety of
sorafenib in patients in the Asia-Pacific region with
advanced hepatocellular carcinoma: a phase III ran-
domised, double-blind, placebo-controlled trial. Lancet
Oncol 2009; 10: 25-34.

Rimassa L, Santoro A. Sorafenib therapy in advanced hepa-
tocellular carcinoma: the SHARP trial. Expert Rev Anticancer
Ther 2009; 9: 739-45,

Yamamoto K, Shimizu T, Narabayashi I. Intraarterial infu-
sion chemotherapy with lipiodol-CDDP suspension for
hepatocellular carcinoma. Cardiovasc Intervent Radiol 2000;
23: 26-39.

© 2010 The Japan Society of Hepatology



BHES - 55668 - 5595 (2010 9 AS AR

e v IV ZFRDOREEMEIA &
TR D S

AY

U A VTR OEE

Sl TS wE E -+



(2010,9)

¥R U4 VARROREHEY L aROESR

17

13(1839)

=
H

BAENCBIT DR A VAR EZORE»OHE L) 2T, 5BOFEY
ANVAFXYTHELELDLE, [HREIANVZAOTHBBREOB AL - fEEORY
Biibtsk] 2k LoD, [BREZMOBZVEFEEL TS XY ) 7] ~OxtE,
(BELLTTTILER - ABBLTWwAFx Y 7] ~OxtK, [Bifzio 0%
HBWEFTTVEEFYY T ~NOWEE, LI 40D ENTHILINTEXAS. Tk
DEVPEOHFPAFRTEDE L2 AR EEIET I A TEETH A.

D AECOFERER & ZDREA

BEEOREOE 1L THLHEUTAEY
WL AT EZEHMIICASL L, TH] B X
O IFRRE o B A, ANDOBEFE,
2008 4E) 2 X AT, HiAA (B31/AO
10 AAx), B A (398/F) IZKRNT,
# 3 (BETEHK 33665 A, 267/F) L&
fiZ DTS, FRAREOERERICO
WTiE, A 10 AAX 10 BETH o725
TEEDS 1975 F LR Z 13 U, 2002 412
¥—7 (ANO 10 TAR 275) &%, X9
R EmAsIEE o REBICHS (K1), L
L, BHELXED 2EORTEERLTE
y, ZTHEOFRTEERIE 2008 ERETIIEKE
L CHEEMPRBD LN TS,

Y RBRFERFREREFRETRR
B - RREIHE 8%
[ B
F—7— K IHBV ¥v U7X, HCV ¥+ 7%,
FFHASEE, EF

—75, B 60 SEEF WA ZEHERL
L7 ERREIRTCROERERY 245 L,
1995 4EIZ ICD10 ~DBATIZRE ) B2 s
508, LMk, BREDIPLERPALNG.
EEOBRILOEELERL L, 2ROFRA
FEEDY A7 FEENRLEDEEIZL T
BIZBUYETERILTWAEZ EZRLTWS
A, FPEAICEATERITIITAZEZ,
BOEORER KL, EEREED 1DTH
5.

23 ADFRREFNC A2 TEERIZOWT, H
AFFEHFERIC & 2 RERE? L AOEER
FHERZ FHWCHETL, fERL72d D %RT
(E2). FPARED D BBRIFLEY L VA
(HBV) OFE#HRERET 5EE13, 1980
FRPOHBE VT FHEIES TS,
CERIFF£Y A VA (HCV) BREDOZHH
Loz 1992 FUREIIOWTABLE, Th
FCHMLTW/3EAEBROFIADIE L
A ED HCV Ot GEIERT 5 FAA T
Hol:Z ENHRTE L. 2000 ERIZA S
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|
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B G XEEFHE MRS © ADDEHE
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Y HCV HEQOEE? 3@ L, A
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REENTEY, RERLEREEIZOWTO

312, ZEWINB ORI ARELIET
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=140 BLL:

37.9~38.7
/10 T3 A%t

H (SMR, XA X#EEEBSHAK) 2R (2
WK S5Y). 2001 FEH05 2005 FEFTOD 5 ERH
ZELDbDOTHY, V6HARMIRE FLIC
DS AR DB HIEAYRIE L T 5B 2 & aF
5.

EAPTUCBTDFLR T 1A (HBY, HCV)
Ty UTIAEFRIAINAF v UTDE L

2000 fELBICE LN 2 DD RBEEEM
DEE? S, BIFEIZBIFAFRERYA VA
Fr U T ORGEEL D DPPCHASZENTE
5.

9, HARTFEMEL Y Y —D 2001 4
1A25 2006 4 12 HE TO 6 EBDOER
rRCTEETHS (H4). £EOWEH
Mm% 3748422 NOER»H AL LY, HBs
PLERE=R (HBV ¥x ) 7%) I&KTIE
031% TH 5%, BHOMKLEZLND 60
BREFLE LB OERKRE TR » 2 —
EEERL, €OEMERIZHITS HBV F v
DTERTI1%EETHS. —F, HCV Hifk
BRI SR TIE 026% TH DA, 20 @t

AFERE{EFETEE (Bayesian method)

15(1841)

2001~2005 |

24
16.2~17.2
YMOHAH

DIF (1985 ELFED HAR) T 0.1% T
EBDTEWNMER, T/ 60 mULEOERSE
AT 1% 2B 5BWEEZRLTVS, &
bieEE%Z S MIRIZHE L TRETd 5L, w
TNOHKIZBNTHERERINOF v 1) 7
T EE L FBEOBEMIFED 5N b I &HH
LMo TS (B, BIMRER ) —=
YZICHWSNA HCV B ZER T, T
PREGHEERIC 70% % F L7/-fE% HCV F+Y
TREGRABRZ LI LITELY).,
20B1%, BEARRBRICIZHERESZ S
BERRE LTCEBSN: [FETA VA
2] (2002 EEMS 5 » FEFTH) OB T
»% (E5). '
[FFge 4 VAR 1, 40 B’AD 70 &
FTO5BANADEH B OERICYS725 N2 0
L L/ [HE#E] &, —BOANCHRT
R A VR L TWE ) X7 BEWE
EZzoNBNENRE L [HBABRS] »
Lo Twb. HBV HA&EIZIZ HBs JiER
5%, HCV #2&2id HCV ks, HCV
a7 HEKRE, HCV RNA BREOHAED
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X4 HEFS L UCERANICHZ HBs MERRIER, HCV AR

BAFR+34 2001.1~2006.12
#EEmE 3,748,422 A

2.5 1
HBs HEIIEE (%)
2.0
1.5
10 »{%
it {Mﬂ‘i »iﬂ
0.5 {5575, — ,Wy@»qu»q«&ﬁ*@
____________ ”-,J ‘)ﬁ - )EJ);—’ : FERIRE
0.0 JMW:WJ’W T - T Y T T - )
1990 1985 1980 1975 1970 1965 1960 1955 1950 1945 1940 (H4«E%#E)
2.5
HOV HAARHESE (o) [
2.0 F1—
il
wﬂﬁ —
}ﬂ&%hﬁ}f}f}fﬁ{ PHEH
0.5 —
028% e e o
B o e ’f'ﬂﬂ | |

1990 1985 1980 1975 1970 1965
20 30 40

1960 1955 1950 1945 1940
50 60 (%% : 2005 FrEA)

FICLEZBEPHSLNTWD, 2006 F£E
FCIZ, HBV IZ2WTIld 8704587 A7%,
HCV 122w TiX 8634509 A% =17,
FNFNHBV ¥+ 71id 100983 A (r+ Y
TE 12%), HCV % 713 99950 A (Fx
Y 7ER 12%) BRWZENRTWS. 2005 F
BEOFEBICBEL Ty Y TEEAL L,
HBV F+ VU7X 50 RI21~15%D
V— 27 277D L, HCV ¥+ U 7E)Z
EVWERBTELS, BEHKBET1I~2%D
BEWEZRTEMSA LN, @R ER
DFAE L FROERZRT T L P00 5
2000 FELLBRICTHE 6&%L@20®ﬁﬁ&
£F ((ER4mZE] & [HERS=ZZE)D

IZBITA HBY v 7HEE HCV F+v 7
BB I OCEZRAENDE AT, 2005 £B
BHO [HEEFELTWS HBY Fv YT &
HCV ¥V 7] BoOHetai1-722 L 2 5,
HBV ¥ %V 7 O#eEHIL 903145 A (95%
CI 83.7~970 FA), HCV ®x 1) 7 0#st
i 807,903 A (95%CI 680~974 FA) &
Tholz.

COMFHMEOERIZIX, HEMNERELTW
5T LrmMb T FRILPHZIC L b 3B
L7-8EE (v )7 ZHWCHIILEC
Ern, FxUT (FFEY A VDR GRY
REICHHN) 23D ELRE, [
EHOBVWEEEELTCWAF Y Y 7] 0
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5 [BEFAYAILZBE] [CEIFA Y1 IILEE]
BE - BiESMERR], F8AICH~HBY F+1)7E (L), HCV X+ U 7ZE (T)

(%)
- 25 -
EiB%E ENE 4352
2.0
15 15 :
1.0 1.0 1 et T
0.0 HLLLLLL LTI o0 LU UL
407 45 65 70 ~6466~69 71~ (jf)
(%)
4.0 -
i B 41 4%E2
35 -
N 3.0 -
(0/0) < <
25 — - 25 -
HEBE -
2.0 - 20 - .
15 L 15 [ -
1.0 HIF 10 1 1 E
. L A
0.0 AN | . ; 0.0 : :

40%‘:'457{;‘50% 55 % eoﬁlesﬁﬁz'mﬁ'

T T 1 T T I
41~4446~4951~5456~5961~6466~69 71~ (%)

FHc ks EZ oS (H6).

DX x ) 7OHFEE LT, [TTICA
FELTCHEk - ARRLTWAF YU T] &,
[BEZ Moo —ELRZL TRV, &
LHVIE—EZBLIPREEZEZ Y LTwEn
FYT VEZONS.

[T CICEFL LCEk - ABBLTWwaA Ty
U7 OBFERTLICIE, 3EIC-ELH
OHHBAZICL VITbL TS [BERE]
BRERLOCEH SN AHFTERER» CHBTE
. LaL, [BERAL] CLBBHOH
FH2it 31 B EOZZEBTH HEAICD
WTONEM TP TE LT, REEZH
DERBLEHL TCHLTREENDHLLEEZDL
nas.

T/, [BpErzHo-—EdZZLTw

2w, HAVE—ERZLLEPBREZZE L
TWwawnF v 1) 7] BIZoWTiE, 2000 4
g, ZOEMBEIML TS EHEEIND,
1990 ERBFEPOITH - BRI Z S X5
BEEWEENIC L Y HBV - HCV Bz B Al
BHYBELZZER, STEIRFLEYAL
2t (BEBEcoORE, ERED, K
% — NAT REOEAL ) OB&T#
NFCEHBLTHREICHEZ-—FT, 20
BORBRBEZZERRZTZEOWLIE, BE
BADEEIZOVTOFMEIES»ITIE % -
T, EL 2008 FEE» O 7 FEHOBRR
MWEREHDHEZEALTBY, ZofE
DEMERPLIN TS, [BEio7-
P—EIZZLTVEY, HIENWEI—FEZD

a2
LB BESZ2 L TwinTdFy )7 OF
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6 *vUTDORE FFRIANVADERBERECH D A)

2. MEFELTTTICER -
ABLTWAXvUT

T, (MkEMbHVESE)
MELTWDRWYT

3. (BeEM - )
BERELEVWEETVWATUT

=1 HBV BFRETFRIERM - BICHE U /-FHER (1978~99 F£E) (CHF5 HBs MR - HikEBiE

EDWZ (n=115,855)
. HBs HERIE HBs ifdEE REH HBc iR
SESTE (%) (%) (HBs HHARB) (%)
EHEET 1978~1980 10,437 78 (0.75) 159 (1.52) 155 127 (81.9)
BEREARA 1981~1985 20,812 46 (0.22) 165 (0.79) 157 68 (43.3)
SEER

NEEHE 1986~1994 56,212 24 (0.04) 537 (0.96) 536 59 (11.0)
REREeE 1995~1999 28,394 6 (0.02) 264 (0.93) 264 9 (3.4)

* HBs FLEREE OHIZ 5D 5 HBe PUEREIHEE DHEOHR

BICRZIT, BREANOFESHF SR
TWa.

TEFEDOH A NEAD
R RIS DWW T

BAEO HBV B E 72 BERKII
FRETH- 2. BTFREFHIREED
1986 FEh L EEHBETEBS N2, €0
BIZHAE LR8BI S HBY %1 7
BRED TEWEERZ R L TWD (REMmNE O
B, Bl4).

EFRIIBWTCR, WRBEERIICHAE
L7-%H (1978~80 4 i4) Tid HBV F¥
)7 (HBs FUREBMERE) & 075% AL
72h%, 1986 ELIBHAE L/2EF Tk 002~
004% ¥ L7z (F1)7P. —F, HBs #i
KB EH IS 5D 5 HBe PUARREE % Y

%L, EhaiOERTIE 81.9%, EH TIX
34~11.0% ZRL, EWEONEKESE D
OB T 7 F UL BEDTHAZ LA
Lk oz, 1986 FEHAERITHE 24 L
Y, TNUrOHEERELZLZEND,
52 OB F RGBS IEN KT S E &L
s, BFREREIZES HBV F¥ )70
BIZEHICbTPICsrl el FHEEINS.
SROEFHBIEIFLINS.

—7 HCV BEDOFHFEE, ThbbEKF
BB L URFRGRIZ X BHr727 HCV ¥ v V)
T DFEEL, FEHEERVWTIZLEA L
DONBVIRRBIZH A ZERINE TOMmE
EZERNAEIVHELL I 2o TWAEI (%
2).

L2*L 2000 SELME, NAT 2L Rwnw/
SN MBI DRI D W T DRI R R
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=2 ZBEMICHS HOV BLOTHRES
1988~1997 1994 ~2004
R fERE - EA .
P DWEnE | EiESARE | COE | DREAEY
Hads N N e LE® g IN=Y LB
SRR ER 1992~1995 | 1992~1997 | 1992~1995 1988~1992 1094~2004 | 1999~2003
HRE 114,266 448,020 3,079 678 218,953 2,114
v )7L 3 59* 0 0 16 16
= AE 168,726 1,095,668 5,786 2,712 861,884 4,893
incidence rate 1.8 5.4% 0 0 1.9 3.3
HOFAE | HOBFAE /100 A& /100 A NOFAE | /1,000 AFE
(95%Cl) (0.4~5.2) (4.1~7.0) (0~0.006) (0~0.013) (1.1~3.0) (1.7~4.7)
MOAAE | HOBAE /100 A /100 A& 0 FAE | /1,000 AFE
* PR

26, HRI2 HBV 22w ik HBV &fETH
AN & B RBREEBIHHERTTER 2 H S IR D8 o T
I ENEHINTEYY, 4% 2010 £/
BT A—BREMABLOE) X7 £H % F.0
& L7z HBV BX U HCV O REEMMAL L
BGTFRI Kz, FlE3HET o T BER
HHEERS.

b 4IZ

R4 4 W ARG DO W TERWEED S
WA=, SBOFFRT A NVAF v ) THE
ELTIE, TFEY AV RADOHBEGE D)
A & BGRH IR R kR LoD, [RREE
EHSWEIBELTCRAEXFX YT ~D
M, TREL LTI TICHERE - ARRLTw
LX) T ] ~OXE, [BRErHoh%
ZLBVWETTVLEIF YU T ~ORE, &
WA LDODHEEVTAHZ ENTES,

[RERELZAMLEVWEEFHELTCVWSEF YY)
7T L TiE, BV AVABREOLER
ZRAL, NREFOYKREZED, NREFT
L ORBEREOFERZIRET LT LAE 2
bb. F7, TREELLTYTICERE - A
BELTWAFy ) 7] 1Zx LTI, FRIGE
WZ# L7 RERBE~NOT 7 L X, EFORE

R EOIEHMIEM, EEEMBOEM L)
RIZOWTOBRRMEZ S & FIFIC, &F
HOWBLHEETHLLEZONS.

Kol [BE2MoZBLEVEET
WAHF Y7 IR LTI, ZOHIRIEE L
BERGZIT) 72012, BB ETRVWAESR
N7z %) 7 ORERBZZRARELITH
TEHPEEND.

TAEDO T A VAFLEOBIRZE Z DK
S AR e SR T = N SR A B R (5
BT LW, BRROBRPEOFVAF LD X
LbEAZHIET ) A TERELER 5.

X o

1) BAFBEAEEEREMERE FK 20 FA0
EhREMEEr £ - T, 2008

2) BAFEMRS: £50~% 18 BeERBEF
EEHRLERE. BANEMESEER, 7K,
2009.

3) SHEE FPARCOMBEISA. T 21 £E
S BF AR B ST R ETRBEE K
B9 RN - RAFROBEZICHT 25
FEEREE, p41-153, 2010.

4) HPHF KREREFCBT 5 HEFHNOF v Y
TEEZTICLIF v ) 7THHERORA. T 21
FEEESBREF BB SN LERRER
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bBETIR, BEFEy T (FB X UFR
& OEMEF &Y, ADEIEEKETY, 2008 4E)
ik IR, B, BEICRWT, F3i
(BET-E % 33,665 A, 26.7/ A0 10 FAR) &
EE DTS, FEREEZAS L, 1975 F
BSB89, 2002 FEIC X 9L 77 b=
EL-REICHZ (K1 L), BETEIZED
2 fEDIRTRE R LPPWAERICH 93, &
PEIIMRAR ELTCHBL WS

—7%, FAFI60 4 (1985 F) =F NV AOZE
HER L L ERTHEIL TR OEXRERY % A
2 &, 1995 I ICD 10 ~DBATICHE ) By
3% 50, B ypdERIALND (B1
T) A DOERCORE L FE L - BT D
AR A 7 3R ERE TR L T\ 5038, FE
TOEBIZMEAE LT3 TAZBZ, bPED
BRRNE L, BEEREERDVLEDTH D,
SRR DOIFEET Ic2W»WT, HAFERLES
i BEREREY L ADBREREIER E 2V
THEIL72b02TRT (B 2), BREFR7ANV
A (HBV) DOFEEGcR T 3 FER0E
&, BERKESZTTI0 AN MTFOo—%E
ﬁ%?bfb%l%&iﬁ%Ciﬁ%ﬁ%»%
(HCV) BgozZlis gLz h, FEoi7
%Mnmvwﬁﬁ@muil? Z LM S H
Elpodeds, EAE, EBIECHEICHETIH
BOEEREED 15% % B2 AEIEICH 5,

14 (970)

IR AR AR A

TR EF - RS

NASH/NAFLD (37 N a— VAERERERF4/3E 7
WV a— VAERRRERTRER) & DBSEMEIRE X
Y, REDEREA IOV T OMBAIEIN
T3,

@ PHEICHBIFTBIHFXTAILA (HBY, HCV)

FrUTFREFRTAIVAF v U T O

DL HET 2000 EPBICB SN 2 DDKH
BER (THEELNE Y, 2002 5D 5 5 h4E
SHECEES N THERDEZRE D) ok
RER LI ZTEH L -EREEEl o FL
ANWAFY Y TEEZRIICRT, BLzgE
1%, 2001~2006 £ D 6 FE D H AR+ FIMK
v 7 — AL E 3,748,422 ADERD S, H
ERTFH-EDBID Y LI BEH BB G
e E LTEHR L7, 20~39 5% (2005 Ei 5N
DERIE) £ TD b I A DERHPER R HBs
FEBEER L O HCV FUEB R RS &,
BaS@Er» o nBEINT VS TFLE74 L2
B2, OB DY b, TEHEWZ, (40~70 &
D5 RAADEEDERICH -2 NENR L
L 72#822) D RED & B 1 FEEPERE) HBs #iE
BERELIVHCV ¥ 7RORETH 3,
72, 9 BUTORBICOWTIE, BFRICE
T2 EEHERORBERFAVTWw 39,

HBs FiEB R (HBV ¥ vV 7%) 3, &
ROt/ LE2 5 b 2005 ERFEOEHIE
T 60 RETBDERMBE TEPL 2 —IEER R
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