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UNANEBN1NDINgE (Abstract)

Early and specific diagnosis is critical for treatment of malignant cancers. Increased
expression of tumor-associated markers has been shown to be highly predictive for
cholangiocarcinoma (CCA). In this study, a S27 monoclonal antibody (mAb) which recognizes
a cancer-associated modification of serum MUCSAC with Lewis-a (Le”) associated epitopes
was established. The carbohydrate antigen was designated as carbohydrate antigen-S27 (CA-
S27). A SBA-S27 mAb sandwich ELISA to determine CA-S27 in serum was successfully
developed. High level of CA-S27 was detected in serum of CCA patients and could
differentiate the patients of CCA from those of gastro-intestinal cancers, hepatomas, benign
hepatobiliary diseases and healthy subjects with high sensitivity (87.5%) and high negative
predictive value (90.4%). CA-S27 detected in serum of CCA patients was of tumor origin as
CA-S27 was detected in CCA tissues and the level of CA-S27 in serum was dramatically
reduced after the tumor removal. A prognostic value for serum CA-S27 was revealed,
because patients with high serum CA-S27 had significantly shorter survival periods than those
with low serum CA-S27 regardless of serum MUC5AC levels. Fucosyltransferase-lll (FUT3) was
shown to be a regulator of CA-S27 expression. Suppression of CA-S27 expression with siRNA-
FUT3 or CA-S27 neutralization with S27 mAb significantly reduced growth, adhesion, invasion
and migration potentials of CCA cells in vitro. A similar treatment had no effect on the CCA
cell line without FUT3 expression. Conclusion: This study is the first to demonstrate that
serum CA-S27, a novel carbohydrate antigen, has potential as diagnostic and prognostic
markers for CCA patients. CA-S27 has a functional role in promoting cell growth, adhesion,

migration and invasion of CCA cells.
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1 Correlation of tissue S27 antigen staining pattern with patient’s clinical data
2 Correlation of serum S27 and clinical data of CCA patients

3 Multivariate analysis of serum S27 antigen in CCA patients
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Ange ALAY
°C Degree Celsius
CCA Cholangiocarcinoma
CEA Carcinoembryonic antigen
CA 19-9 Carbohydrate antigen 19-9
ELISA Enzyme linked immunosorbent assay
KDa Kilo Dalton
L Litre
B-ME B -Mercaptoethanol
mAb Monoclonal antibody
mmol Milli molar
PBS Phosphate buffer saline
SAGE Serial Analysis of Gene Expression
SBA Soybean agglutinin
SDS Sodium dodecyl sulphate
uL microlitre




