FREATPFLAER P HS 22

B H A T b R o TS 1 el A 9 (1/2)

Fhae clEYAE OFsA4
24 %5 1 NSC90-2314-B002-167
MM 90 87 1p 3 91& 77 30p

%Wﬂ?§3331%43imﬁ§ﬁ

ki

IJ;J—% : ?'),Lé: #f& :

RN

TR

K4

AUV RAF LA IV RS R GARRE LI - R
ALHZE R

PV 2 TR E RS
| EEERERGE S P RO A e

BEERIGE SR S 4
(&P &g EE L P

WEHE S FE - wF e

P EARAY - #7082tz




A

TR D I HBEER S ER NS AT A BAG KHA
%ﬁﬁﬂ&&%%ﬁ—ﬁéﬂ’e«ﬂ@p;viﬂﬁﬁaﬁﬁﬁ?gﬁ
*Ei CORTREEASFE IV RALP R ERNEP I FE AT P

~

el E#&b“ﬁiﬁéf'lifrﬁ%ﬁ% BB AFIR L o FRYAFB T 2 F
B2 PAeind Fle 35 F R G 0l A o2t > 2 TR AR ST F BN A 0 B
A B A ket i FlRe < 2 (CGH) e @ s+ a8 a7 &) % SL(LCM)#® % 5k
SR PR FIEE o B TR R e HMOATIR I A7 0 m 2V B eiFi 2 B
Tlds 85I o

2R G ORES DT A Y- EantF Ry A2 CGH 2
LCM engkjis o 1% CGH > = 7 3 & 47 53 & § e FI12 1 (B 1) o p 4= en
SEETRFLY R BAMLI BT > F s RRE- Ht RS
MEEALFRIPERIE LY KRG B R I Mg o ¥ I
LCM > B i #30 #rd s v 22 2008 8 o ve S B 8 0 42 () 2) o o At
& LCM B~tFmPe 5 DNA £ 7 &0 e i {7 CGH» £ A & * degenerate
oligonucleotide primed-polymerase chain reaction (DOP-PCR):#-Jj 3 8 2 3%
(T) ~ 3 4 #6828 (M) e 258 %7 38 (N) 77 DNA = 54 3 2 4 (] 3) > i3 22+ H DNA
K ig s CGH > A & 72 2% CGH profiles -

Fi* % - Eora g B I en LCM/DOP-PCR e & CGH = 5 - 873 »cAs 15
BB BifcE AT BAFIR L hg 2232 0 2 A AY - Eantd ke #
S R - E TR A R I T B TR R R
HAFIRNZ R > U BRERRM GXEREEFSG Y SR wiES R o

BAERE R0 AR R TP RBACT M A BETEE R



Abstract

Gastrocarcinogenesis is consistent with the theory of invasive cancer
arising from a series of histological abnormalities in the multistep process
with accumulation of multiple alterations of critical growth-regulatory genes.
Although genetic changes associated with progression that may be used for
tumor characterization are beginning to be defined for GC, the range of
genetic abnormalities that are involved in metastases, their frequency of
occurrence, and their clinical and biological significance remain poorly
understcod. Furthermore, there have been no published data directly
comparing systemic genetic alterations in primary GC and their metastases.
The reasons why previous studies in this field were incomplete and lacking
are due to technical problems including inefficient microdissection and
incomprehensive investigations of whole genome. To overcome these
limitations, a comprehensive molecular cytogenetic technique called
comparative genomic hybridization (CGH) and a powerful microdissection
technique named laser capture microdissection (LCM) have recently been
developed. In the first year grant period, we have successfully established
the technique of CGH and utilized CGH to analyzed genetic alterations in 53
primary GC (figure 1). Our preliminary results have demonstrated
genomewide chromosomal alterations in primary GC and such genetic
profiles could provide a basis for further comparison with metastatic GC.
These findings also revealed histology and stage-related chromosomal
alterations. In addition, the application of LCM could precisely dissect
tumorous and nontumorous components from histologic sections (figure 2).
Since genomic DNA from LCM cells were not sufficient to perform CGH, we
used degenerate oligonucleotide primed-polymerase chain reaction
(DOP-PCR) to amplify DNA (figure 3). The amplified DNA then could be
subjected to CGH and the analyses were accurate to reflect the genetic
profiles of original cells.

With the aforementioned CGH, LCM, and DOP-PCR, we have
established an effective method to analyze genetic aberrations in primary
and metastatic GC. In the second year grant period, we will adopt these
methods to analyze genomewide alterations of primary and metastatic GC
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from different locations (e.g. lymph nodes, liver etc.)collected in the first year.
Such efforts might elucidate the clonal relationship between primary and
metastatic GC and disover useful predictive markers for GC.

Key Words: Gastric cancer, comparative genomic hybridization, laser capture

microdissection, degenerative oligonucleotide primed-polymerase
chain reaction
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