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Abstract

Elevated YKL-40 plasma concentration has been found in several malignancies and is associated
with poor prognosis and short survival time of the cancer patients. It has also been shown that YKL-40
can stimulate the growth of tumor by regulating angiogenesis. We previously showed that YKL-40
plasma concentration is significantly increased in CCA patients. Overall survival is worst in patients with
elevated YKL-40 plasma concentration. However YKL- 40 is rarely express in CCA tumor cells, but
highly expressed in liver cells and connective tissue at intratumoral stroma. In this study, we demonstrated
further that YKL-40 has an autocrine and paracrine functions in CCA progression. We expressed and
purified recombinant YKL-40 (rYKL-40) in mammalian system for investigating the paracrine effects.
Purified rYKL-40 protein significantly enhanced growth, cells adhesion, and migration of CCA cells.
Similar effects were seen in CCA cells with exogenous YKL-40 overexpression that cell proliferation,
anchorage-independent growth, and migration of CCA cells were increased. Moreover, overexpression of
YKL-40 also led to an increased resistance to cisplatin. In summary, the present study showed that YKL-
40 had an autocrine and paracrine functions to promote CCA progression and chemoresistance of CCA
cells. Hence, YKL-40 expression level in plasma or CCA cells may use as a marker for monitoring
disease progression and chemotherapeutic response in CCA and YKL-40 may serve as a potential

therapeutic molecular target for treating CCA.



