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Neutrophil elastase as a diagnostic marker and therapeutic
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ABSTRACT e
Colorectal cancer (CRC} is known as a common malignant neoplasm worldwide. sk, sl eguchuction In sy meam, prosder e orighesd e v Smuce e efler.
The role of EGFR/HER2 in CRC is unclear. Afatinib is an irreversible EGFR/HER2 ABSTRACT:
inhibitor. There were few studies of afatinib on CRC. Here, we investigated the protein elasta tod
(NE), by neutrophils, contributes.
levels/expressions of HER2 in sera and tumors from CRC patients and the therapeutic 1o the ot e ‘o ; ad Tthas
effect of afatinib on HER2-overexpressed CRC in vitro and In vivo. The increased el progression the ""“"h‘. """"“""m" SAIRION M et artaste. busn
HER2 levels were detected in the collected sera and tumors of patients with CRC. raposted uutm“ reg o) o ““""‘“‘"z
The serological HER2 levels were correlated with the tumor HER2 expressions in :" damarubad with Inerased ANE gl
patients. Afatinib also inhibited the HER2-positive tumor cell growth and caused Figh dug Mk s ecrimed
in HER2 human cancer HCT-15 cells but not in sxpressional level of NE in patients with colorectal cancer (CRC) may repressnt as one
low HER2 expressed human gastric cancer MKN4S cells. Tn vivo study showed that of putative biormarkers far CRC. The aim of this study was to evaluate and assure our
afatinib reduced tumor growth in HER2-overexpressed xenografts. Moreover, afatinib- bry level of NE in the -'-::‘M-
micelles higher activity in HCT-15 cells and were from CRC patients. we alsa a by
more effective for tumor growth suppression in HCT-15-induced tumor xenografts blocking enzymatic activity of NE using . tumor
than afatinib performance alone. Taken together, these findings suggest that higher The 4 frem tissues of CRC
serum HER2 levels reflect the higher HER2 contents in tumors of CRC patients, and the patiants, and the secreted forms of NE b the serd were quantRatively massured and
improved afatinib-encapsulated micelles possess high therapeutic efficacy in HER2- compared. To evaluate the serum NE as one of putative biomarkers of CRC patients,
averexpressed CRC in vitro and in vivo. the receiver operating characteristic (ROC) curve was made to determine the cut-off
value of NE in sera for of ERC diagnosis. To NE as
e . : target for CRC, sivelestat, a NE inhibitor, was used and administrated into the CRC
INTRODUCTION for tumor therapy, but is still not capable of preventing NE ion cou with tu, wal and
recurrence of CRC in patients [4]. Monoclonal antibodies vy Rrvall smuplad mor walnma wens w.'_h'“d“"u
between the control and sivelestat-treated .
Colorectal cancer (CRC) is a major worldwide and ofher biologicals, targeting tumor-associated proteins compared of and e xmnoprafis. et
health problem with tish incidsece and mortality [13]. In and blocking essential processes of fhe tumor, were e oy exp wers
‘present, CRC accompanied with higher martality is due extensively studied. A crucial step in fhis process is cancercus tissues compared to the normal tissues. The serum NE concenitration in
to the disease that is frequently diagnosed in the advanced the identification. of tumor specific proteins that can be CRC patiants was statistically higher than that in the healthy controls (0.56:+0.08
stage without reliable biomarkers. In arder to decrease targeted by these componnds. pofml vs. 0.2240.03pg/ml) (p<0.08), indicating that serum NE can potentially be
the mortality of CRC, searching for CRC biomarkers is Human epidermal growth factor receptor 2 (HERY/ a putative marker of CRE. To characterize the role of NE in tumerigenesis, the NE
weent and important. In sdvance, developing targeted ErbB2) is a receptor tyrosine kinase member of the avtivity was detected in HCT-15-xenografts using in vive imaging system (IVIS).
therapy ean also effectively reduce mortality. In the past, epidermal growth factor receptor (EGFR) family [5, 6]. Compare to normal mice, the amounts of active NE in xenografts are significantly
chemotherapy has been shown to be an efficient strategy HERVErbB2 contains an extracelluler ligand bindmg higher than normal control animals. In the therapeutic characterizing studies, we
www.impactjournals.com/oncotarget 1 Oncotargat

wiww_impactjournals. com/ancatarget 473 Oncotarget
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