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Figure 3 Comparison of CD147 intensity between categories of clinicopathological
valiables in tumor biopsies.

associated with and without cirrhosis and between well-
differentiated and moderately differentiated HCC, no
significant difference was observed (Figure 4).

DISCUSSION

CD147 is an adhesion molecule that binds to endothelial
cells and fibroblasts, and stimulates the expression of
several matrix metalloproteinases associated with the
invasiveness of HCC™', In a resent study, a significantly
positive correlation was identified between the CD147
immunostaining intensity and the histological grading
and clinical stage of HCC"". Moreover, this marker
may be valuable to differentiate between benign liver
nodules and HCC, especially in small lesions with good
differentiation!"”. Most previous reports were based on the
analyses of surgically removed tissues. This study observed
tumor nodules obtained by the 21G fine-needle aspiration
kit before treatment. To enhance the diagnostic efficacy,
the most sensitive detection of CD147 in HCC tissues
was also investigated. Therefore, the tissue specimens
were stained using microwave-stimulated processing
with DAKO antigen retrieval solution. The antigenicity
of the CD147 protein was activated with microwave-
stimulated processing which resulted in the expression of
CD147 in some non-tumor tissues. This result showed
that the peritumoral tissues, pathologicaly diagnosed as
the non-tumor tissue, may be related to the biological
development of the malignant phenotype with CD147.
Nevertheless, the CD147 expression in tumor lesions was
significantly stronger, even in small tumors. Furthermore,
the non-tumorous normal liver tissue and tumor tissue
demonstrated significant differences in the expression of
the antigen, even in small tumors measuring less than 15
mm in size. This indicates that this marker is therefore
useful in the diagnosis of small HCC and also when
considering the most appropriate treatment.

Previous studies have demonstrated that CD147 can
potentially serve as a target for antitumor therapy. They
showed that the CD147 expression could frequently be
detected in the vast majority of human malignancies
as well as in a subset of benign tumors. Nevertheless,
there are significant differences both in the intensity and
distribution of CD147 staining among different malignant
tumors as well as benign lesions!"”. In fact, tumors
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Figure 4 Comparison of the CD147 intensity in tumor biopsy specimens: cirhosis
and tumor differentiation.

expressing high levels of CDD147 compared to their normal
M . . 1

counterparts include carcinomas of the urinary bladder' s‘,

204 .2y 112} . 122

, oral cavity ", esophagus’ ™ ”, skin™",

1,
breast, lung'
23,24 . .

[ ], and malignant peripheral nerve

malignant lymphomas
sheath tumors™™.

In this study, the staining intensity of CD147 was
confined to cell membrane expression of this antigen.
CD147 expressed on the tumor cell surface and stimulates
nearby fibroblasts and endothelial cells®™™. CD147 has
been shown to be an important mediator of tumozr-stroma
cross-talk, based on the findings that it mediates not only
MMP production but also angiogenesis via the stimulation
of vascular endothelial growth factor (VEGH)™, and
anchorage-independent growth and mult-drug resistance
in a hyaluronan-dependent fashion™"", Further
investigation is necessary to examine the expression of
CID147 associated with fibrosis.

In this study, expression of CD147 in HCC biopsies
was much stronger than the peritumoral tissue. This result
may illustrate the intensity of CD147 expression in a
tumor biopsy is rare in peritumoral tissues.

The CD147 expression was higher in the HCC
specimens from patients with lower levels of serum AST
and y-GTP. This result may indicate that the CD147
expression of HCC can thus be determined even when the
liver function is weak.

In this study, the HCC tissue biopsy specimens were
small in size, therefore we could not use an automated
method to objectively evaluate the expression of CD147.
We therefore require further examinations be used to
evaluat the automated method.

In conclusion, HCC tissue biopsy specimens, even from
small tumors, expressed CD147 protein at significantly
higher levels than non-tumorous liver tissue. The
immunohistochemical analysis of the murine monoclonal
antibody, MAb12C3, is very useful for the detection of
HCC in even needle biopsy specimens. Therefore, CD147
can potentially serve as a useful target for cancer detection
in HCC.
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