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therefore, we may expect a decrease in the CD4*/CD8*
ratio after splenectomy. A decrease in Treg cells that
stimulate TGF-B1 may lead to alleviation of fibrosis.

Because the immune function of CD4* CIL, CD8* CTL
and the CD4%/CD8" ratio is affected by a wide variety of
factors including recent exercise, poor nutrition and
coincident acute viral infections, it is difficult to evaluate
immune function using only CD4* CTL, CD8* CTL and
the CD4*/CD8" ratio. However, in our study, the ratio of
CD4* T cells to all lymphocytes in PB was significantly
decreased in cirrhotic patients after splenectomy, while
the ratio of CD8" T cells to all lymphocytes slightly
increased, resulting in a significant decrease in the
CD4*/CD8* ratio. The CD4*/CD8" ratios in PB, spleens
and livers were significantly higher in patients with
hypersplenism and in those in whom liver fibrosis had
progressed than in the controls. As a positive correlation
was observed between the CD4*/CDS8* ratios in the
spleens, livers and PB, it is possible to expect to predict
the immunological state of the liver and spleen from the
immunological state of PB. In addition, carcinogenesis
was significantly lower in groups in which a large differ-
ence in the CD4*/CD8" ratio was observed between
before and after splenectomy or in those with a high
CD4%/CD8" ratio before splenectomy though there were
few cases that we could observe. The CD4'/CD8" ratio is
likely to be a key parameter for appropriate tumor-
infiltrating lymphocyte function, and was shown to be
different in different types of cancer.”*-** Host immune
responses to cancer were reported to depend on T lym-
phocytes, particularly CD8* lymphocytes.'89243%-3 An
increase in their ratio after splenectomy and the conse-
quent decrease in the CD4'/CD8" ratio observed in
this study may be a positive change in terms of immu-
nology against HCC. Such a change was particularly
marked in patients with a high CD4*/CD8" ratio before
splenectomy.

In our study, the CD4*/CD8" ratio also significantly
increased as the fibrosis of non-tumor areas in the liver
tissue progressed. These significant differences were
observed regardless of the HCC status. Although the
cause of these differences is unknown, it appears to
depend on the background of histological factors in the
liver such as fibrosis. Many studies have investigated the
relationship between tumors, Treg and TGEF-§.20-222540
Guo-He et al. showed that the expression of TGE-§
appeared to be positively correlated with Treg in HCC
tissue. The 5-year survival rate was significantly lower in
patients with HCC tissues with high Treg cell infiltration
than in those with low infiltration.?*?23¢*" Qur study
also revealed that Treg cells were positively correlated
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with TGF-31 positive cells even in “non-tumor areas”
of liver tissue, and that TGF-B1 positive cells were
positively correlated with liver fibrosis. There were
no significant differences of TGF-B1 before and after
splenectomy. The reason for the chronological changes
in TGF-B1 levels after splenectomy is unknown because
various factors including platelets may be involved in
the production of TGF-B1. We also found a slightly
higher number of TGF-1 positive cells in non-tumor
areas in the liver tissue of patients with HCC than in
those without. Furthermore, the number of TGF-B1
positive cells significantly increased with the progres-
sion of liver fibrosis.*?"2%

In conclusion, splenectomy in cirrhotic patients with
hepatitis may be able to improve liver fibrosis, cause
beneficial immunological changes and lower the risk of
carcinogenesis. It seems necessary to accumulate further
cases to establish a convincing conclusion.
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