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Purpose: Growth factors are important modulators of proliferation of puimonary epithelial celis and
epithelial-derived tumors. Neutral endopeptidase(NEP)/CD10 that hydrolyzes bombesin like peptide has
been demonstrated to expressed at low levels in human lung cancer, thus can be candidate for negative
regulator of tumor growth. We analyzed NEP expression in NSCLC patients using TMAs.

Methods: Tumor samples were obtained from 193 patients diagnosed as stage I-Ill primary NSCLC at the
University of Colorado Cancer Center and the Johns Hopkins Medical institutions. The most representative
viable tumor portion in paraffin embedded tissue was sampled 3 times in each case for the TMAs and
stained by immunohistochemistry with antibody against NEP(primary antibody from RDI).

We analyzed NEP expression and clinical data of 182 surgically treated cases among 193 patients.
Results: Histologic subtype of 182 patients were 91 squamous cell carcinomas, 67 adenocarcinomas, 14
large cell carcinomas, and 10 bronchoalveolar cell carcinomas. NEP expression were negative in 78%
(142/182) of patients and positive in 22% (42/142). NEP expression grouped by variables like gender, age
at diagnosis, smoking status, TNM stages (including T, N stages respectively), histologic subtypes,
histologic grade, except tumor free margin (P=0.04), vascular invasion (P=0.03), and evidence of tumor
recurrence (P=0.02) were not statistically significant different. 100% (15/15) patients with microinvasive
tumor margin, 93% (27/29) patients with vascular invasion, and 87% {65/75) patients with evidence of
recurrent cancer were NEP negative. TNM stage, gender, age at diagnosis (below and after 65), tumor
free margin, adjuvant radiotherapy, evidence of cancer recurrence had prognostic value in univariate
analysis, but age at diagnosis, TNM stage, evidence of cancer recurrence were independent prognostic
factors in multivariate analysis. All of the NEP positive large cell lung cancer (6/6) and bronchoalveolar cell
cancer patients (3/3) were not recurred after surgery and survived, but does not show statistical difference
between negative and positive NEP expression group.

Conclusion: NEP expressions were positive in 22% of NSCLC patients, but It's expression was not
prognostic factor for survival. Negative NEP expression can be used predictive marker for higher tumor
recurrence but further study will be necessary.
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