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The new approach method for the vascularization mechanism elucidation of the non-sma
Il-cell lung cancer and the clinical application
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We examined a role of five genes ( LINE-1, SLIT2, MAL, IGFBP7, IRF8 ) including th
e gene which relates to angigogenesis, in terms of the carcinogenesis and invasion of non-small cell lung
cancer (NSCLC). As a result, in NSCLC, LINE-1 was hypomethylated and expressions of other SLIT2, MAL, IGF
BP7, and IRF8 were lowered by hypermethylation of their genes. Because the changes were tumor-specific wh

en compared with non-malignant lung tissues, further study will clarify the mechanism of carcinogenesis of
NSCLC and will contribute to the new treatment of NSCLC.
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ABC-1, H358; lung cancer cell lines, T; lung cancer tissue,
N; non-malignant lung tissue, ' PC; positive control,
NC; negative control

K K 1 MSPEIC & % SLIT2 methylation /

Pyrosequence
9
2010 2011
80
SLIT2
LINE-1

MAL IGFBP7
/ SLIT2 methylation level in non-malignant fung tissue, 6% \

6% 7% * 5%

SLIT2 methylation level in tumor tissue, 18.7%
20% 20% * 16%

|
BTN R

*; C which is not CpG. Successful bisulfite conversion.

K 2  Pyrosequencingx(Z & % SLIT2 methylation /

Pyrosequencing EGFR
Direct sequence
SLIT2 MAL
IGFBP7
ROC curve cut-off
LINE-1 53
SLIT2 MAL
IGFBP7 67% 42% 55%



SLIT-ROBO
SLIT

/ ROC %%
1
o]

/.
T
00 02 0.

4 UIG UI3 10
1-HR

K3 ROCHHFRIZKBSLIT2AFILIED
Cut-off pointM R TE

13 interferon regulatory factor
8 (IRFS)
Pyrosequence IRFS8
Y
IRF8
Irf8
Y
IRF8
10 IRF8
mRNA

IRF8

191

191 94 IRF8

IRF8
IRF8
IRFS8 EGFR wild type
IRF8
IRF8
EGFR wild type
SLIT2
Methylation Specific PCR
(MSP)
Pyrosequence
MSP

SLIT2

5 LINE-1 SLIT2

MAL IGFBP7 IRF8
LINE-1
SLIT2 MAL

IGFBP7 IRF8

LINE-1 (Long interspersed nucleotide
element 1)
Indicator of global DNA methylation

SLIT2 (Slit homolog 2 (Drosophila))
Suppressing tumor growth by
coordinating regulation of the B-catenin
and PIBK/AKT pathways

MAL (Myelin and lymphocyte protein
gene)
T-cell differentiation protein

IGFBP7 (Insulin-like growth factor
binding protein 7)

Apoptosis in malignant tumors
IRF8(Interferon regulatory factor 8)
Transcription factor that plays critical
roles in the regulation of lineage
commitment and in myeloid cell

maturation.
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Aberrant methylation and silencing of
IRF8 expression in non-small cell lung
cancer.
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