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Establishment of Integrated Molecular Subtyping Method for Bile Duct Cancer

Fukushima, Noriyoshi

2,400,000

PDGF-D matriptase matriptase
10
S100P IMP3 p53 S100A4 Maspin

S100P IMP3 matriptase

To establish integrated molecular subtyping of biliary tract cancer, we
investigated platelet-derived growth factor-D (PDGF-D), a receptor-type tyrosine kinase, and
matriptase, a protease. We found that tumors with high expression of matriptase in the tumor stroma
have a poor prognosis. We also proposed a new histological scoring system for extrahepatic
cholangiocarcinoma that can predict prognosis by taking tumor heterogeneity into account.
Furthermore, in order to select useful markers for improving the diagnostic accuracy of biopsy and
cytological diagnosis of cholangiocarcinoma, 10 antibodies were examined by immunohistochemical
staining. In terms of sensitivity and positive diagnosis rate, S100P and IMP3 performed relatively
well. On the other hand, p53, S100A4, and Maspin had low sensitivity (less than 50%) but specificity

(100%), and were considered useful for diagnosis in some cases.
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2 (a) Kaplan—Meier curves for recurrence-free survival of patients with
stromal expression of matriptase. (b) Kaplan—-Meier curves for overall survival of
patients with stromal expression of matriptase.

WSS FET S 2 E LM Lz (K 1 Multivariate analyses of factors associated with
recurrence-free survival (RFS) and overall survival (OS)
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2. Score each area Score 1: Well differentiated

based on tumor cell Score 2: Moderately differentiated AR EEZ N, ZOREIZ
differentiation. Score 3: Poorly differentiated or undifferentiated

3. Add the two scores. Diagnostic Cytopathology F&lZ¥i
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3 Steps to evaluate the differentiation degree of a tumor.
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B4 Recurrence-free survival analysis (Kaplan—-Meier curves) according to
classification based on histological glandular differentiation (HGD) score and
lymph node metastasis. N—, N-negative; N+, N-positive.

%% 2 Immunohistochemistry of tissue microarrays from of 257 cases of extrahepatic bile duct carcinoma

S100P IMP3 GLUT1 p53 S$100A4 Mapsin MuUC17 CD10 MDM2 SMAD4?
Negative 31 54 111 132 151 151 199 224 213 143
Positive 226 203 146 125 106 106 58 33 44 114
Sensitivity 88% 79% 57% 49% 41% 41% 23% 13% 17% 44%
Specificity 90% 50% 90% 100% 100% 100% 90% 30% 100% 100%
Accuracy 88% 77% 59% 52% 46% 46% 27% 14% 23% 48%

?Loss of SMAD4 expression was classified as positive.
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