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1. MiEESE DNA Z FHLM = MYON SIS D RSHIR

PR s - (BeY] HEEE OFRMML I 8B ROWEHE DNA NESNIEET 5 S5 B
L. MmiFdEE DNA 2 AV 7z MYCN BIBHIEEZ BB Lo, ERAMEZRET 5, K
% L J7iE] IMTEERE DNA F O MYCN(2p24.1)8 L Ot R i& =+ NAGK(N-acetylglucosamine
kinase, 2p12)% Real-time PCR TE& L. MYCN/NAGK fE7>5 MYCN HIEDOH E L 5T L
2o BRIV 7oy MEZK > T MYCN HIBOHENLHR SN TV 5 87 Hl Dbkt
EEGITH D, & HICHIRARSEKRT O MYCNDNA OREMHIZOWN TR LT, [ER]
MYCN/NAGK B3 1EH] (median 199.3, range 17.1-901.6) TIIFEHEIERF (median 0.87, range
0.25-4.6) IZHA~FEIZE < (p <0.001), MYCN/NAGK fED cutoff % 10 & LizHE,
sensitivity, specificity, PPV, NPV & ${Z 100%% Z 7=, 6 5> MYCN HEIEEEF IO\, il
ZiE-> THiET O MYCN/NAGK EABEIE LG, TORBR, BREBIC—H L TES,
ETZxRL7Z, 7BMiE+H MYCNDNA OZEMEIL, HRIER LEZ-80CH 5 25CIREFR
(LA L THEAEET . MEFRETH >, [BE] miFilERE DNA © MYCN/NAGK B9
BIEEMYCNEIROAFELHETEORECESVFIEL L THfEIN S,

FEFPEk : [Aim] We aimed to develop a diagnostic tool to predict MYCN status using serum DNA,
which, in cancer patients, predominantly originates from tumor-released DNA.  [Materials and
Methods] MYCN status in serum DNA from 87 neuroblastoma patients was evaluated using
real-time quantitative PCR (TagMan). And, stability of MYCN DNA in culture supernatants from
NB cell lines with MYCN was examined. [Conclusion] Measurement of the serum MYCN/NAGK

ratio appears to be a promising method for accurately assessing MYCN status in NB.
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72, MRHEFEINE] & TR b — o A DR RITMIAHETE T v £ A k& TUNEL #ETHRE L7z,
Caspase 3/7 DIGEIIBEROITEL VA Z T oy METRE LT,

NB #fa#kid EGFR 238 L TV /=, gefitinib 7% NB MIREELZ 5t U C RS FE NI 202 4 R
L., BIRETIEIT R b=V AFEYRLZEEOZ L AR ENT-, & 5IT gefitinib T2 E K
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[Abstract] The prognosis of neuroblastoma (NB) has been improved by the development of
improved therapy. However, the prognosis of advanced cases is still poor. Recently, some
molecularly targeted drugs have been used clinically. For example, imatinib has been used for
chronic myeloblastic leukemia and gastrointestinal stromal tumors, and gefitinib, a selective
epidermal growth factor receptor (EGFR)-tyrosine kinase inhibitor, has been used for non-small cell
lung cancer. These results led us to investigate whether gefitinib has anti tumor effect on NB cells.
Two NB cell lines (KP-N-TK and KP-N-SIFA), established in our laboratory, were used.
Expression of EGFR by the two NB cell lines was examined by RT-PCR, immunofluorescence, and
western blot analysis. The effects of gefitinib on cell growth and apoptosis were examined by cell
growth assay and terminal deoxynucleotidyl transferase mediated nick and labeling (TUNEL) assay.
Caspase-3/7 activities were examined using an enzymatic assay and western blot analysis.
Expression of EGRF was detected in both NB cells. Gefitinib inhibited cell growth, and a high
concentration of gefitinib induced apoptosis in vitro. At 20 1 M, gefitinib also elevated caspase-3/7
enzymatic activity. Moreover, at 30 4 M, gefitinib induced the degradation of pro caspase-3/7 and
the cleavage of caspase-3. Our results demonstrate that gefitinib has anti-tumor effects and induced
apoptosis cell death in NB. Gefitinib might be a novel therapeutic agent for improving the prognosis

of advanced NB cases.
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