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BT E & ICRERNAI T 2REBHRNPATHY . TE THERAICE S X e
i o R O 2 DI KB SN BEREBHTEIND Z ENRNEhotz, L LEBOFICIX
FRRSE R ZRRNE 2 R RIS N A 7200 & THFELE L, TER DKM /748 & FHEAR IS 2 — % — CRE-S
TAHZEIIREETHD Z ENHAL T, T THRAII~A 7 0T T4 MARZENE (MSI)
IR L UCHMET LSS, MSTiTmind, 2ottt AElve & REBRMEIE CRETH D
ZEERM LT, Z OEEE ISP BRSBTS microRNA 70 7 7 A L ERRI L& 2
A K & B2 (B TIE microRNA 7' 7 7 A )L & MSI & ORFEMITERD b e do 7z,
ZAUTBEOZERMEIZBER L T Db Livy, £70, Ko b o Fe M L IEFFEA L T
X725 microRNA 712 7 7 A VAR LT- 2 L b, FEFEM L IEFRFEM L 1T R 5 R &
CHRAET D ATREMEDVURIB S T2,

WRZERR DML (330) -

Gastric cancer is representative malignant neoplasm which increases with aging, and
its carcinogenesis has been commonly studied based on the histological classification:
differentiated type and undifferentiated type. However, gastric cancer often has
histologic diversity within the tumor and it is difficult to explain a close relationship
between histological classification and carcinogenesis. Therefore, we examined
microsatellite instability (MSI) as a marker and found that MSI was significantly
related with older age, occurrence in women, papillary adenocarcinoma and solid-type
poorly differentiated adenocarcinoma. Unlike colorectal cancer, MSI was not
associated with microRNA profile in gastric cancer. This may be due to variety of
gastric cancer. Then, we focused on gastric poorly differentiated adenocarcinoma which
often occurred in the elderly and found that microRNA profile in solid-type poorly
cancer was different from that in nonsolid-type cancer. This result indicated that
solid-type cancer may develop in the different way from nonsolid-type cancer.
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1. WH7ERRAR LMD =

HEITINE & & BT RAERN AT B
FTHIRDATH DD, ZORFERIIT KGR
IZHER, REFMA I N TRV ENREZN,
T AR RS & A - Rk
IR D 2 DIZ KB &, BIFEE CTZ OfHRS
BT > TR P I N Tz, L
L B9 O ISR 0 28R 2 R T B
D72 B TIEE L, (eSO 3E & 5
R a —x—TCRHESITAZ S IIREETH
HZENHBHALCE T, £ LizH, Bz
~ A 7aVT T4 MREZENE (MSI) OifkeE
THET D HFIENIER S (Simpson Ad, et
al Trends Mol Med 2001) . B DI
XK & ARy TR B G R AR
LEVER K & MSI &I & ST 5 HIER
e INT,

EEE B CIX T e A T EMEICEE L=
YRR LZENERBEIMEN.TH D HOD, i
i d & HIT MST RREE D LRI L, 80 %At
TIXHERAERDOK 1/ 3I12ET 5, MST &R
THEORAEIZIII A~y FEEHEBLEFT
10— — I D A F AN 5T 508, ]
BOIERIZ K 0 IEINT 203 RBHTH 5,

T, BEEEREIT. MST OEEREL,
MR 2T 2 E NS (Arai T, et
al Gastric Cancer 2004), U2>L. ISz
VAR 00 BRI S T B IR IS D WD TR
o s ThRny,

—7J7. microRNA (miR) 1XiEE % L~
TIEWB IR T OB 2 MEl 3 286+ A9
%, FALEEETO CpG island ® A F/uAkiC
XV, IAxA v FEERERT L L HIZ mIR
OFEBRLIMFI SN TWBAREM N H H, ZD
XUz, s & & HITHENd 5 A F 14k - MST
R T EHEORAICNRBEHOZE Y = X7
o4 v ZHERRE 5T 2 EH LTS,

2. WO BEW

BHE - KGR & R R B2, 0 TR B
FHNTHRNT U725 5. MST &2 /R4 B IR A
BN ERIRIE CRA L, #ITE & HITR
IERYEICBIT T A 2 &, iz & b
LAY Y FEEBLETFOATF MERA LR
HIEEALNILCE R, £2T, 4H
X Z OMSTZ /-7 B AR I T HmiR
WELDT VY = X7 1 v 7 72 Hil A 2 B
LMNZTDHZEEMIEOREMET S, £
ZALDOBLENBERE DO TV D EEE
HBiZoWTHRiIT5 22T 5,

3. WHED Sk

(1) EiE G0 MSI &R & o B fig
BT 464 JRE O BREEYIRREZ v, A~
U UREE, N7 7 4 e b L
DNA Z #7842 LT, BAT-25 & BAT-26 ® 2 -
@ mononucleotide marker % ffi fi L T MSI %]
TE LTz, & ORES &R 72 & QNTF L, .
HETAL, BEREERE, U L RHiiER 2 L Ol
RIFEFRFE L ORFEIC OV THREFM
WRRET LT,

(2) EEE EH D microRNA 717 7 A 1
Y7 EE I K< BB D T ERURS R
i 6 B 2 5 e ' e T 12 BB 10 1, &
PE 2 B, 66~85 7% ; MSI 51k 6 51, MSI [k
6 )& xt5 & LT, JEE & FRIEEERIE ) &
fhH L 7= total RNA12 #i % H . Toray
3D-Gene® miRNA oligo chip (DNA chip, 1,212
BT HL, 868) THRMNICAZ ) —=
7L,

(3) EmE EED microRNA a7 71
7L MSI, MR L OB - ERRTELN
72 B microRNA &~ A 7 a5 T4 "RE
EWEDORERE 7 7 A2 —fffT LTz,

(4) BEOBTFE, FFIZ KRAS 25T
|2 BRAF {5 2 RIZO\T @ 278 il B i
IR Z . b= U CEE, 8T T 4
IR DAl L 72 DNA Z 8312 LT,
KRAS codon 12, 13 & BRAF codon 6000 M %8
Brv—r 2 RXH BT polymerase chain
reaction-restriction fragment length
polymorphism (PCR-RFLP) CHEHT L 7=, #& 54
B AR B RO SR & B R PRI LT,

4. WFIERE

(1) MSI &ML L DB : ~ A 7 u ¥
FA MREEMEIL 464 JFEOBFRED 5 5 82
i EE (17, T%) 13RO BT MST 12 B4 9. 6%,
et 27.1% & LA BICERIIR O b
770 MST 1% 65~74 7% 8. 5%, 75~84 % 18. 4%
85 kLA E T 35.3% & Nim & &bz
7o ALARFLBIRRS TlL, FEFEARUR S IR R
(porl) 43.0%. FLEAMYE (pap) 32.5% 13
M OFRAN L _REEICEHR ThH o T2, EIT
FE L AR MST D R A i+ 5 L B
W pap (41.7%). T porl (48.3%)
DHBEICERTHY . MST &R b A
HEAT & & B ISR IC BT T 5 Al HEME
R ENT (K1),
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(2) EWE SR D microRNA 727 7 A U
N

FERE T B RIS & el LT B
T 10 fEH D miRNAs (miR-106a, 106b, 126,
1290, 106b*, 21*, 10a, 107, 103, 10b) 233 HL
%7~ L7-(average log, rank ratio > 0.5; T/N
ratio > 1.4) . —7.9 fEHD miRNA (miR-133b,
125b, 125a-5p, 29c*, 143*, let-7a, 28-3p, 100,
193a-5p) I H ¥ TIRFE Bl & 7~ L 72 (average
log; rank ratio < - 0.5; T/N ratio < 0.7), Z#15
D—EIX. ZOWRE D BIREEROWME R B 5
NI DA AT MIRNA B30 b7,

(3) &EE EHED microRNA 717 7 A Y
v 7L MSI, RS & oo B

7T AR —RTOFER, BEIZBV» T
MIRNA 7’12 7 7 A )L & MSI & OBIHME TR
O Lo 7-, Lanza G, et al (Mol Cancer
2007) 1T MSI BEEBs MR T 5

(2RO A

MMM7D774wiM%k%%E%@M

BENDD ERE LTS, Earle SL et
al.(J Mol Diagn 2010) & KIGEIZH T 5
mﬁWA7m774»&M&%ﬁﬁe®%
PEWE LTS, L LKRIEGEEEARY,
B TIE mIRNA 727 7 A /L& MSI & DR
WY Lo Tn, ZAULBEEOLEE
PEICEIR LTV D0 s LvZeuy,

F7- miRNA 712 7 7 A /L L fiA & DR
@'I\ﬁi%mu&b %hiﬁﬁ)’) 71:_0 L/ipl/\ porl /Ctt
miR-106a, 106b, 125, and 1290 O EFEEAY,
miR-133b, 125b, and 125a-5p OIEFE IR O
DB ITZ,

WIZEmE BEORBO B CH S
por l O 2 5T 2 BT, (K01LiR
FZR T DFRER (porl) &IFFFEM (por2)
ammmfm774w%mﬁﬁﬁbtoﬁ£ﬂ
IR U 6 B, FEFFER 5 il Zxtge & LT,
B & JEREE ARG DS S fh L 72RNAZ A
BN AT ) == T L7 T AZ— R L
770 TOFER porltpor2 & TRIOERN
D HAVTZ, por2 TIEH KGR X 0 I TLE

L, porl TIET L TWARFEA 722 miRNALL .
miR-23b. 125b. 497, 29¢. 133a. 145, 125-5p.
30ak, 143 Th o7, ZOFEENS ., KSR
FEIIE 2 SO AN Z N E R B 72 miRNA
07y ANVINHELND AREME DN RIE S T
B2) o« ZNHLORRED LT, FrICAER
DORKENP->TmiRIZER L, HEo#ERIZH o
2= =T D BIPENOBRFEED DT
ETHD,

i

hsa-miR-31_MIMATO000089

hsa-miR-133b_MIMATO000770
hsa-miR-143 WIMATO004599
hsa-miR-29c*_MIMATO00 573
hsa-miR-29c_WIMATOD0OES
hsa-miR-1253- Sp_MIMATDUUDMH

hsa-m\R-SZUb MIMATOD05792

X2 FESEED S 7 25—
EIPIRFER, A3PDHEETH S,

(4) BEods 21k, FFIZKRASZ: HTNT
BRAFE 5 A FITHWT

BHRE2309F O 9 HKRASICE R TR AR
OO0 (4.3%) Thotl-y 2D
H 6% B 75 codon 12, 49% B A3codon 13@/751:1
o7z, KRASHE S A BIXEEE I W2
ﬁﬁfwmgntﬁwnxmwwﬁm 2~
yg‘ﬂk g?f\"/\ @77'* %h%r%fﬁi‘ qu&)
LIz, 2D & XY KRASIT &b B D
FBAICEGTAAREME N R SN, 55
RSB METH D, — ., BRAFREGE FARIZ
Egbf N 1r% qu&)%ﬂf\_@%kfgbofuo
BRAFZ BB O A G EVWL D &
Zz bz,
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