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Table 10 Clinicopathological features of HCC with regard to Fas expression

Factors FSSH%Oig'Dve FDa sngeglag ve p value

Gendef] male/femalel] 13/3 23/8 N.S3

Agél meant SDOJ 63.7+ 10.0yr. 64.4+ 8.8yr. N.S4

Hepatitis viral infectionl B/C/NBNC} 3/9/5 8/12/3 N.S3
AFR mediand 13.6 ng/ml 53.2 ng/mi 0.0945

0 rangel] [013—416000 [ 1.3—41,6000

Tumor sizél meant SDI? 3.9+ 2.7cm 5.2+ 33cm N.S4

Stage 1/1I/1/IV 2/10/2/2 2/16/9/4 N.S5

Cases with multiple tumors 25.0%] 4/160 12.9%] 4/310 N.S3

Cases with histological capsular formation | 75.0%] 12/160] 67.7%) 21/310 N.S3
Cases with histological capsular infiltration | 75.0%! 9/120J 85.7%] 18/210 N.S3
Histology! well/moderately/poorly? 2/11/13 1/14/16 0.0693
Cases with histological portal invasion 62.5%] 10/160 67.7%] 21/310 N.S3
Cases with histological metastatic foci 0% 29.0%] 9/310 0.0193

1B, positive for hepatitis B surface antigen[] C, positive antibody against hepatitis C virus
and NBNC, negative B antigen nor C antibodies] including two cases with both positive of

B and CO

2 In case of multiple tumors, tumor size and histology are expressed by examining the

largest tumor

3 Chi square test or Fisher’ s exact test
4 Student’ s t test

5 Mann-Whitney U test

Fig. 1 Disease-free survival curves for Fas-positive
and-negative patients, respectively. The disease-
free survival rate of Fas-positive patients was sig-
nificantly higher than that of Fas-negative patients
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Table 20 Clinicopathological features of HCC with regard to FasL expression

Factors FESIHS (ﬁ;gve Faél_ngezggaélve p value

Gendet] male/femalel 15/4 21/7 N.S3

Agél mean + SDO 65.7+ 10.8yr. 63.0+ 7.6yr. N.S4

Hepatitis viral infectionl B/C/NBNC* 1/15/3 10/5/5 0.0583
AFPI median 40.4ng/ml 26.4ng/ml N.S3

0 range [0 3—21,6000 |[11.3—41,6000

Tumor sizé] mean+ SDI? 5.7+ 3.3cm 41+ 29cm 0.0884

Stage 1/1/I/IV 1/10/4/4 3/16/7/2 N.S3
Cases with multiple tumors 21.1%] 4/190 14.3%] 4/2801 N.S3

Cases with histological capsular formation | 68.4%] 13/190 | 71.4%)] 20/280] N.S3
Cases with histological capsular infiltration | 76.9%] 10/130 | 85.0%] 17/200 N.S3
Histology! well/moderately/poorly? 0/9/10 3/16/9 N.S3
Cases with histological portal invasion 68.4%] 1371900 | 64.3%] 18/280 N.S3
Cases with histological metastatic foci 21.1%) 4/190 17.9%) 5/280 N.S3

1 B, positive for hepatitis B surface antigenl] C, positive antibody against hepatitis C
virus and NBNC, negative B antigen nor C antibodied] including two case with both

positive of B and CJ

2 In case of multiple tumors, tumor size and histology are expressed by examining the

largest tumor

3 Chi square test or Fisher’ s exact test
4 Student’ s t test

5 Mann-Whitney U test

Table 30 Results of multivariate analysis for predictive factors associated with intrahe-

patic recurrence

. Hazard ratio  95% confidence p value!
variabes intervals
Fas positive vs. negative 0.035 0.004—0.291 0.002
FasL positive vs. negative 1.486 0.518—4.258 0461
Histological grading well, moderately vs. poorly 0.287 0.061—1.256 0.106
Histological portal invasion posiftve vs. negative 5.082 1.252—20.639 0.023
Histological capsular positive vs. negative 0.181 0.0540—0.606 0.006
formation
Sizél cmO continuous variables 1.085 0.913—1.290 0.353
AFPI ng/mi0 continuous variables 1.000 1.000—1.000 0215
Multiplicity solitary vs. multiple 9.924 1.497—65.793 0.017

1 Cox proportional hazards regression model
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Table 40 Relationship between Fas/FasL system and apoptotic index and

p53 status
Fas FasL
positive negative | P value positive negative | P value
OnO160 0O nO310 OnO190 Ond280

apoptotic index 2.69 117 . 110 1.79 N
mediafl rangel |0 08—4.30 0 04—220 | PO 0.003' |7 04310 004—430| 0066
p53 positivity 0% 38.7% ,| 368% 17.9% R
O 12/310 | PO0004% | 177190 0572800 N.S.

1 Mann-Whitney U test
2 Fisher’ s exact test
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Progression of Hepatocellular Carcinoma and the Host Immune System

Michiyoshi Hisanaga, Yoshiyuki Nakajima, Mitsuo Nagao, Hiromichi Kanehiro, Yukio Aomatsu,
Saiho Ko, Takatsugu Yamada and Hiroshige Nakano

Department of Surgery 1, Nara Medical University

We investigated the expression of Fas receptor] Fas)/ligand FasLO in 47 patients with hepatocellular
carcinomald HCCUO Fas and FasL expression were detected in 16 patients and 19 patients by immunohisto-
chemistry and RT-PCR, respectively. An inverse relationship was noted between Fas and FasL expression in
HCCs. In noncancerous liver tissued n=37[] Fas expression on the cell surface was upregulated in 18 cases,
and FasL expression was detected in 6 cases. In the Fas-positive cases, there was more tumor cell apoptosis,
and the disease-free survival rate was higher, compared with the Fas-negative cases. The soluble Fas

0 sFasCand soluble FasLl sFasLlevels of the HCC patients were significantly higher and lower, respectively,
than in healthy volunteer. Generation of sFas was detected in the hepatocytes and tumor-infiltrating cells
rather than in the hepatoma cells. These results indicate that hepatoma cells may stop expressing Fas on
themselves and let the hepatocytes and tumor-infiltrating cells generate sFas to escape the host immune sys-
tem and to produce metastasis. The fact that hepatocytes in the pericancerous pseudolobules expressed FasL
suggests that FasL may contribute to malignant transformation and carcinogenesis.
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