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a) Introduction and Objective

Prostate specific antigen (PSA) is a diagnostic or therapeutic biomarker for prostate
cancer (PC). However, due to its low specificity and lack of relevance with

aggressiveness, novel biomarkers to complement PSA are definitely needed. We



previously reported that Nardilysin (NRDc) promotes ectodomain shedding of the
precursor forms of various growth factors and cytokines, such as heparin-binding
epidermal growth factor—like growth factor (HB-EGF) and tumor necrosis factor—a
(TNF«) (Nishi et al, 2006). The aim of our study is to evaluate the association of
NRDc with PC aggressiveness and its potential to be a prognostic marker.
b)Methods

NRDc expression levels in LNCaP and PC3 cells were analyzed by real-time PCR and
Western blotting. To evaluate the association with cell invasiveness, NRDc was
knocked—down in PC3, and in vitro Matrigel invasion assays and in vivo xenograft tumor
growth assays were performed in these cells. Then, NRDc expression levels in PC
tissues were evaluated by immunohistochemistry (IHC), and NRDc serum concentrations
were measured by enzyme—linked immunosorbent assay (ELISA) in serum samples obtained
from PC patients

¢) Results

The expression levels of NRDc were higher in PC3 than in LNCaP. NRDc knocking—down
suppressed in vitro cell invasion and in vivo cell proliferation. In IHC analysis
the NRDc expression levels tended to be positively correlated with biochemical
reccurence after surgical treatment (p=0.30). Serum NRDc concentrations in PC
patients (652 pg/ml =1950, n=161) were significantly higher than in normal controls
(303 pg/ml 510, n=20) (p=0.0269), especially in metastatic PC patients, and tended
to be correlated with patients prognosis. The serum NRDc levels were not correlated
with serum PSA levels in PC patients.

d) Conclusions

NRDc was associated with PC aggressiveness, being potential tissue and serum markers

for predicting PC prognosis.
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