The Japan Lung Cancer Society

Bi HE:8E47%, 55 2007410 A
P-313 EM B BB 1) 5 PISK/AKT #5%,

' PTEN #ZTFER DM
SARHRER? - M E F#P IO RE A0 B
BEANEHR-ThH B -BF F
FHBENFAY Y YRR SFEEEN EHBRE
B2 BRENR PBAE AaREHNER EGE
AP
(%5 - Biy) ERWESEE MPM) B7 XXX MEEHK 30~40
FEOBRIM 2R THRET A FHEARLEETH 2. BRZBWTSHE
BEROBMBFTEINTE ), ARRERERRLT L LTHTFED
FHEROBEFETIhTwA, F4OEMERICS T PIBK/AKT
BEOBEHALIZED b, BEMROME, AFFICEST5Z LA
BhTws, MPMIZBWTHH 2/3 DEHICH T AKT G
EENTWES, BB S AKT EHALD A H = XA RSHTH D
7%, MPM 2BV Tid Testa 1+ 512 X ) PTEN &3 Glifatk 1/9 #,
TSR 2/26 H) AHE SN TV BDATH D, 72 THHERA IIB
FORRK A B % MPM Jlark 78Rz, YRS CHLLZBARA
MPM B i Miatk 11 8k, 218 Btk v, PISK/AKT BRI
55 b0 FOREFER, BB % 117 L7, (BRIJAKT oMbz
MPM #ERak 17 Bk 5 ¥kic R 72, PIK3CA BIEZTEEBI TR, £
exon % genomic PCR, direct sequencing %% IV CHTT 5 b BIET
ERIAD SN b oz, —7F PTEN Bz TEEEHHT Cit, MPM fifz
P18 ¥k 1 BRICBWTRER RO, T72 LKBl Bi5 T CIRER
RADL o7, (KEIMPM Tik AKT EHAL OB S HRE S iz ds,
PIK3CA BEETFEEMT TR 1IBMMKTERIZD b b o /2.
PTEN &K%% 1 Mifbkic B TRO LA MOEE & ) 2 0BEEIKS,
SBELIE NS OHBKE Y LREZIT) FETH 5.

P-314 gaﬁm@ocmm PTEN O EIL & € O H
HEARKES - % BE -2k RE-ZF HhE
HHE ER-DAR B-NFPEER AR BT
R EHd-FER EHE - REACT - & B
T #H—
HARER K

PTEN BIK T3 O F # % Gefitinib % & © 2 HLE A
DEATE L BRIVHZ L VbR TW5, RAZIEDOAH=
ALEWELPITAHLOBREKT 2RI HREAL BOICE
B, &{5F, epigenetic DE LEMFE L7, 25 MMM
BB 65 (24%) CEARBBUKT 280, FRFIC mRNA
DEBUKT H DT W72, PCR-SSCP #:Tid 2 (8%) i Ho-
mozygous deletion 2%, ¢ HIEARBFET 2RO T
7-. %72 MSP-PCR #% Tl 2 #(Z promotor ® Hypermethyl-
ation % 9, 5-AZA % 5-12C mRNA R UEBEBHRIIER L
72. PCYO DBERBHRTH U Gefitinib MK TS H 5 PCY/D,
PCY/f14 13 BZWMTDH 5 PCO I mRNA RUEHEH
DEWPLIET 28D 72, TSA (HDAC inhibitor) #512TZ
5O mRNA RUBHERIIEA L. D ELVEARHD
BT DA A =X E LT Homozygous delation {24l 2 His-
tone deacethylation, 7 &€& — % —4HI%.® Hypermethylation
MHEZBNB. 7 gefitinib BHEARICB VT, TSAPEAICX
D BB BN R % /2 (MTT assay). PTEN % &AL
& & % HDAC inhibitor % demethyltransferase & Gefitinib
Zihd LT A MOFUER R G FEMEOHHIIMEHRICE
BThHsr9.

603

M2 51T 5 RASSF2 Bz F OV %
P-315 74 v 7 A

mE R -BE O - 58 B e A

L3k AME - EBE BB BEAH A

A% A TiE A I A e F

& i

BEAPARYEE WEHMARSE BRE-7TLLVEF-A
B BERYE Bt BVRREBBREREERRE PR
BRE BEAEAFER RREERESE

[ B 1) gtk 20p13 SEIMICAIE T 5 RASSF2 B5Fi&, RASSF
1 family ®—2T, &4F, KBERLEREICBY T, ToE—¥F—
FEROBREAF ML IV BROBTIZDON: [NRLH
E] ek 69 bk & R IR/ NIRRT B H 106 AEBI % FH v,
RASSF2 0%#% RT-PCR %I L Y, $72 RASSF2 D7/ E—
¥ — B O FRE A F VA% Methylation Specific PCR I & D
War L7z, [ER] 26% o/hMilaEiiate (7/27) & 50% O
MRaMRIMR (21/42) 12 RASSF2 ORBET 23807k, $£7227%
D/NERISERLRE (6/22), 65% DIE/AMEKLHINIK (17/26) (22
HAF VLR RO, I MRMRaRIC B B RE A F VLK
B, AR LR TE B EH o /2. RASSF2 O%H
1, 5-aza-2 —deoxycytidine, trichostatin-A, 7l ZFDWH D
WLHE % 4T o 2B Rk TR U7z AR/ MR #E 106
BN TAFNMALOIFT 2 L2 L 25, 31% (33/106) ICR¥E 2
FUALZ RO, BEAFVLOBEEIEREECERIIED -
7= [#8E] FaEe— 7 —EEORE A F VbIZ X 5 RASSF2 #
FEFORIERIZ, MBS 5, B, FERERCBIT 2NN
FEORECEELRREAEZRLLTCWEEEL LN,

P_316 Frequent Aberrant Methylation of gene SAMD
14 in Human Pulmonary Adenocarcinoma
% B - SRE AR - ¥ dEF - AR B
HTHLE - Xg TF -HO HZ
PERFEAER ABGSHREIRER | RIS Jum e
Methylation is known to play an important role in neoplasia by
inactivating tumor suppressor genes. The aim of this study is to
detect the abnormally methylated gene in the adenocarcinogene-
sis using A/J mouse lung adenoma tissue. The PCR-based methyl-
ated CpG island amplification technique, modified suppression
subtractive hybridization and differential screening were used to
identify the differentially methylated sequence. Four genes were
identified from A/J mouse adenoma tissue. These were Kif21a,
Samd14, EG436235 and Vwal.Quantitative RT PCR result showed
differences in expression level between A/] mouse normal lung
tissue and adenoma tissue for Kif21a (p<0.005), Samd14 (p<0.005)
and EG436235 (p<0.01) genes. Using homoloGene software, human
homologue genes were detected. Further study of the human
homologues of KIF21A (p=0.045) and SAMDI14 (p =0.007) showed
that they were expressed in normal lung tissue but markedly
down-regulated in lung adenocarcinoma tissue. Bisulfite sequenc-
ing and MSP revealed that the promtor region of SAMD14 in hu-
man lung adenocarcinoma was methylated more frequently than
that of its normal counterpart. These data suggest that promotor
methylation of this gene is a specific event in pulmonary adenocar-
cinogenesis, and that their down-regulation may be functionally
associated with malignant progression of lung adenocarcinoma.
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