#R= C-19
HEREMHBIEHERRBESE

SR 2 34E6 H 1 0 AHE

HEEES : 72602
HEFER - ABHE (O)
HZEHARS - 2008~2010
EHEES 20590358
MRREL (FIX) MHENDHEORBNEBITICEIEREMSOBBE LERZHADEH
HZEREERL (EX) Comprehensive analysis of pulmonary neuroendocrine carcinoma
Evaluation of pathologic classification and application for
clinical diagnosis
HEREKRE
JstFH #2F (MOTOI NORIKO)
BEZEANEMESR - EHERERS - XS
MEEES: 70292878

WIERR RO (Fi30) -

HE : AN WIS O [ERE72 20 & IBIE D 72 12 . MR NI L % 753 il O 8 (5 1.
BARBL T a7 7 A NVERAT L, RELEREEBHEA OB, 2. 1REEEICH A B0
fiRBA 21T 9,

FE D 22 0> THRRN Wb 2 R OB R T REB L O% 7 FEL, A F bk
REIZBE U CHEBREM) TIE 2 O THRENT L, MRS . BRI BRSO, T 1% & O BEFR & fifdT L7z,

AER RN T, fEsk. ERARRERA, TEREAIC EEEE SR E O R E LS 2
SHEENTWDN, B TFREMT CHRBRICKE S 2B TE 72, BB T ORDH
5. ASCL1 72 E DR W LI R0 72 8 A - RE S © &, U 7V ¥ A L PCR, S ie(s
TEDRBAMR LTz, FEAERN U O 72 s THRRN W~ — 1 — B FEBL L TW D EEIE, #h
RNWIES L X872 707 7 AV ER LTz, fRNDW~ — I —ORID B DRI OEE
CLERT D b AR AR L CHEFERE S RV MBI 23 b o 72, ASCL1 D A FIUARIRREIZ A &
TREMW IR o T2,

SO - AREN WAL OFLE & 3 5 A 20 72 e o BB AR I WV T BRRRY
BEOOHDLIEELTDDIVEND D, EEOZYHIZOWNTIE, SR ILIIHRFNTILENRD
7 RN LTS I OV TR, EBICHIERSLELEZEZ 5N D,

WFZERC R OB (3530) -

Background: The underlying oncogenic molecular alterations can influence the
clinical features and phenotypes of lung cancer. Pulmonary neuroendocrine tumors
include various histologic categories; high grade neuroendocrine tumor (HGNET) (e. g.
small cell carcinoma (SCLC) and large cell neuroendocrine carcinoma (LCNEC)), low
grade NET (LGNET, e.g. typical and atypical carcinoid). It is still controversial
whether non—small cell lung carcinoma (NSCLC) with neuroendocrine (NE) morphology
or with NE phenotype should be included to NET or not. The goal of this study is to
clarify the genetic and immunohistochemical profiling of pulmonary neuroendocrine
tumors and to evaluate the clinicopathologic relevance of each tumor category,
including NSCLC with NE features and with NE phenotypes, and to investigate new
candidate for diagnosis and therapy.

Methods: Surgically resected lung cancers, including HGNET and LGNET, 5 NSCLC with
NE-morphology (NS—-NEm), NSCLC with NE-phenotype (NS-NEp), and NSCLC, were examined.
Comprehensive gene expression analysis was done using Affymetrix U133A-plus2. Out
of differentially expressed NE-related genes, expression levels of selected genes
(ASCL1, CDH2, NeuroDl, etc.) were examined by quantitative realtime—PCR (qRTPCR) and
by QuantiGene Assay (QG). Protein expressions of neuroendocrine markers were examined
by immunohistochemistry (IHC) using tissue microarray (TMA) of formalin—fixed
paraffin—embedded materials. Methylation status of ASCL1 promoter region in NET was
also examined.



Results: Molecular profile revealed that HGNET and LGNET were differentially
clustered. Among HGNET, SCLC and LCNEC showed similar mRNA expression profile of
examined neuronal differentiation, cell proliferation and apoptosis related genes.
LGNET showed different profile to both HGNET and NSCLC. NS-NEm and NS-NEp showed very
low level of NE marker genes, but high level of KI67 and Survivin expressions. IHC
expression levels of ASCL1 and KI67 (MIB1) were correlated well with mRNA expression
levels of each gene. No difference of methylation status of ASLC1 gene in NET was
revealed.

Conclusions: Both SCLC and LCNEC could be categorized as a high grade neuroendocrine
tumor (HGNET) from a molecular stand point. In contrast, gene expression profile of
SC-NEm and NS-NEp showed different from that of HGNET. ASCL1 could be used as neuronal
differentiation markers for clinical differential diagnosis. On the methylation
point of view, no difference was detected between NET and other lung cancer. Further
examination will be needed to clarify the mechanism of neural gene expression in NET
and criteria of NE differentiation marker for practical use.
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