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About the Study
One of the histological features of mesothelioma is co-existence of

heterogeneous components in the same tumor. Biphasic subtype of
mesothelioma is defined by the criteria that each of epithelioid and
sarcomatoid components represent at least 10% of the tumor [1], and
biphasic mesothelioma accounts for 20%-35% of all pleural
mesothelioma [2]. It means that, if the criteria of "at least 10%" is not
concerned, more than 20%-35% of mesothelioma contains two
components. We consider this co-existence of epithelioid and
sarcomatoid components is a significant character of mesothelioma,
because it is known that prognosis of sarcomatoid mesothelioma is
worse than that of epithelioid one [3] and that proliferative activity of
sarcomatoid cell is higher than that of epithelioid one [4]. Why is less
aggressive epithelioid cell not completely replaced by more aggressive
sarcomatoid one? The maintenance of heterogeneity seems to give
some advantages to mesothelioma for its survival. The heterogeneity
may make mesothelioma more evasive from host immune system, and
more intractable to the medical treatments. There should be the
mechanisms to keep this heterogeneity.

Our recent report showed that the mesothelial cells with
monophasic and spindle-shaped morphology in the culture formed
mesothelioma containing both spindle-shaped and polygonal
components in mouse xenograft model, and this result suggested the
reversibility of histological subtypes of mesothelioma, between
epithelioid and sarcomatoid ones [4]. Although we have not proved
the reversibility, several findings are compatible with our idea. Normal

mesothelial cells are known to have the ability to change their
phenotypes, and to behave as multipotent cells [5]. It is possible that
the multipotency is maintained even after the acquirement of
malignant potency. Mossman also hinted reversibility of characters in
mesothelioma by epigenetic changes [6]. Mesothelioma is more fluid
and changeable than other solid tumors, and this reversibility keeps
the heterogeneity.
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