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il : Colonoscopy—Preparation, Practice and Diagnosis of Colorectal Cancer
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1. B IER)R— I AKGRE (HNPCC) DiBEnF2 &

BN ZEEICBT2BEISEROHNPCCEFDE K EEFHEHETERREEF
(AMSHZ2, hMLHT) DB FREEENFTTOIEMICHEILLTER. 2LT, CORBICEINT
HNPCCOEBIEZFEZEDEMRERH TV, EFIZR, V)0 —, JAMgED RN — RS EFF B
TlRADEBRIEHEBETHS DD, BE, FHABRRIECFREGABREGEAZTSD
HNPCCHIZ 7OV ID MBSk - RFEL, AEMBRIENFHIZEIATLOBEIOVWTRELT
IKFETHD. LNEAFRMLBERMEAFELT, HNPCCEHERFINEE KB IZFHFHICEINT, XB
fEEEHNPCCRLEZDE R Z(CRITTE —RONVRE BB EEL, ZOREEEICOVTFE
TAEEERRLL.

2. KO AL DT FIVERE

KIGEOD AL DT FIVIRZEDI S5 A Lidrash bp-cateninAED T LTV, CNETIC, REFEICHIT
BB-cateninD4FHETEMAL) H— 2 RHL, KITRBAERICHTEFEMEH I’ NAVOEBSEZS
HJEERUZRIE, p-cateninh'FEN AN DR - B518ICL iz 5 RER BV D T BN NIBIGF CHILZEE
FEODRICH U THREE L D& U TEHEI SN TL VS (Gastroenterology 2002;122:60-71). #ULTC, COHh1E
IUFIVAEEREMHED D FRIBOMBTICLDKIGZOREZ I AERICE ALEHRNEI NS L
EHEELT, KAREEDTEL. B-DTZUB AL DT FHILEIENICERN S RTEEIE D & D 7 FELTAPCH
~FEIEEFDAEIL, RashPhlb D FILELUPTrCP (E3 ubiquitin ligase) DFEIRICDLVTEBIICHR
U, RBEOREZEICERBIHRNFIONTNS. £z, B-cateniniB L)\ A—VDEITBEEZIC
BIIHELFHRIREDNATLAICENLEE L, CONAIE DT IV OEERESEDOHIER F i E1E
KB FEORIEZRA CTL\D.

3. HILEE(CHIISEEFREFFT DS

BIEICHITEEFRITIOT7MIENICED, MAREECERICENSEEFRZREL, 2P
AERICERALRS FENZRIE TS EZBB9ELT, SAGE (serial analysis of gene expression) i&% F(
THEEITHO TS, £ BB IEEIRFEIELIMRNAZSAEEL, SAGEAICENRABMEICFEMNTG
FUAD)T b= LOEEMFHIRTOI71IVEEBELODHD. BEOETELRFHD I AE(IC
FRGEND FORITEEVVOIREBMICIIELRETE TV, SAGEREHTOERERFE ChdtagDifEE
BIEEDT7THENTEEDT, S&RIEFENTtacBE ILRERICE ML TIEEBRRBERYHEED M50 R
DUT b= LOFEEHILLE BT ZE T T8, FrEAD B M ZER UL, FYVNEERBREICONTE MY
29T b= LTA771 EEDRIERFEE TR T LTVWIDT, REEBEDELFHKIREDLLEICLD, ¥
BEEEEFORIEICOLFL.

4. ZTRERABH T F WA R DA

BPABEEND FOREY-ILELTIRAINERETHEEDS LV EES F (DNA ligand) ZF
FHTIEHIC, SFTEHES FELFMFEICLZADI-ZUT %A TS, DNA RELEHERPTOE—
A= AFIAEIC LB DL FIEIEEFOREH L ENVIEEEFEEE(CE DIV -ERB D FEBEL
TEERINTNDS. HRIFNETICKIGEES DIEZEREMECM DO T34 + DNA RLEHEN
BRESNIEEHRELTER. TNICMA T DNA BEEBRELFOrAFIVERFERAVIADICIVDT S
ELVOENRMD, epigenetic EILDEEMBITEORFEZEEENOENH TS, BEFRTIIEE,
FEMICIEATERERBEETE TV
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. Ougolkov A, Yamashita K, Bilim V, Takahashi Y, Mai M, Minamoto T. Abnormal
expression of E-cadherin, 3-catenin and c-erbB-2 in gastric cancer with liver
metastasis. Int J Colorect Dis (Clin Mol Gastroenterol Surg) 18 (2): 160-166, 2003.

. Sabet EA, Okai T, Minamoto T, Mai M, Sawabu N. Visualizing the gastric wall with a
30-MHz ultrasonic miniprobe: ex vivo imaging of normal gastric sites and sites of
early gastric cancer. Abdom Imaging 28 (2): 252-256, 2003.

. Morita H, Hasegawa T, Minamoto T, Oda Y, Inui K, Tayama H, Nakao N, Ideura T,
Yoshimura A. Collagenofibrotic glomerulopathy with a widespread expression of type
V collagen. Virchow's Archiv 442 (2): 163-168, 2003.

. Okai T, Minamoto T, Ohtsubo K, Minato H, Kurumaya H, Oda Y, Mai M, Sawabu N.
Endosonographic evaluation of c-kit-positive gastrointestinal stromal tumor. Abdom
Imaging 28 (3): 301-307, 2003.

. Kawashima A, Tsugawas, Boku A, Kobayashi M, Minamoto T, Nakanishi I, Oda Y.
Expression of av integrin family in gastric carcinomas: increased avf36 is associated
with lymph node metastasis. Pathol Res Prac 199 (2): 57-64, 2003.

. Zhang B, Ougolkov A, Yamashita K, Takahashi Y, Mai M, Minamoto T. 3-catenin and
ras oncogenes detect most human colorectal cancers. Clin Cancer Res 9 (8): 3073-
3079, 2003.

R FIER, BECRIESS. M & K-rashd AR 1. THE LUNG perspectives 11 (3) : 289-297,
2003.

. Shakoori A, Fujii G, Yoshimura S, Kitamura M, Nakayama K, Ito T, Ohno H,
Nakamura N. Identification of a five-pass transmembrane protein family localizing in
the Golgi apparatus and the ER. Biochem Biophys Res Commun 312: 850-857, 2003.

. Takahashi Y, Kitakata H, Yamashita K, Yasumoto K, Omote K, Minamoto T, Mai M.
Pilot study of low dose, divided maximum tolerated dose of CPT-11 in 21 consecutive
patients with metastatic colorectal or gastric cancer. Surg Today, 2004, in press.
Minamoto T. Detection and characterization of oncogene mutations in preneoplastic
and early neoplastic lesions: K-ras oncogene in non-neoplastic tissue and aberrant
crypt foci of colorectal cancer patients. In; Keohavong P and Grant S, eds., Molecular
Toxicology Protocols/Methods of Molecular Biology, Humana Press, 2004, in press.

. Yamamoto K, Yamamura'Y, Noshiro H, Sakai K, Yokota J, Kohno T, Tokino T, Ishida
S, Ohyama S, Ninomiya I, Uesaka K, Kitajima M, Shimada S, Matsuno S, Yano M,
Hiratsuka M, Sugimura H, Itoh F, Minamoto T, Maehara Y, Takenoshita S, Aikou T,
Katai H, Yoshimura K, Takahashi T, Akagi K, Aoki M and Sasazuki T. Genome-wide
scan for gastric cancer susceptibility genes. Int J Cancer, in submission.

. Hikichi T, Minamoto T, Imai-Akasofu M, Oda Y, Nakada N, Mai M, Kawahara E.
Loss of imprinting in IGF2 marks colorectal cancer. Cancer Res, in submission.

. Ougolkov A, Zhang B, Yamashita K, Bilim V, Mai M, Fuchs SY, Minamoto T.
Up-regulation of B-TrCP, an E3 ubiquitin ligase receptor, in colorectal cancer. J Natl
Cancer Inst, in submission.

. Ougolkov A, Zhang B, Yamashita K, Shimizu-Kaneda A, Mai M, Minamoto T.
Distinct patterns of 3-catenin activation and APC inactivation in human colorectal
cancers. Am J Pathol, in preparation.

. Zhang B, Yamashita K, Wang H, Takahashi Y, Mai M, Minamoto T. Alternatively
spliced Hdm2 proto-oncogene activates progression of colorectal cancer. Clin Cancer
Res, in preparation.

. Minamoto T, Bhoumic A, YuZW, Mai M, Ronai Z. Activation and subcellular
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localization of activating transcription factor 2 (ATF2) associate with malignant
potential of colorectal cancer. Cancer Res, in preparation.

RLA
. Minamoto T. Colonoscopy—Preparation, Practice and Diagnosis of Colorectal Cancer. 5"

Japan—Russian Medical Exchange Symposium, February 12, 2003, Moscow (invited).

. JBFEE—, ERERER], Ali Arjomand, JR Rk, DNA AF LB O T L A ~D)GH. Ak 14

FUETATH AT AR B R0 TR AT JRo— R BT,
2003 ©F2H 24-25 A, <.

. Minamoto T. Distinct pattern of oncogenic B—catenin activation in colorectal cancer.

2" International Symposium on Tumor Biology in Kanazawa, March 12-13, Kanazawa

(invited).
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REEZE] X DHFEED 1. 55 96 [5] A A basii 7k 3 pls, 2003 46 A
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BinZhang, [T %, @&if &, BEOTER, B FlER. KBTS Hdn2 277 A A
ZEFAR L DSARE - 588 & OB 5 12 [AlH Al e, 2003 426 A 27-28 H, &I

Andrei Ougolkov, U B, & & BJEZE, JR Flgk. Abnormal expression of
E-cadherin, beta—catenin and c—erbB-2 in advanced gastric cancer: its association
with liver metastasis. %5 12 [Bl H AR FE, 2003 426 H 27-28 H, &iR.

CPRORIRE, RO, T O, & 5, BONEE. KIBEICRIT DS hdn2 27T A A%

FURORE & 23 AJRRER2 M. 5 58 [B] H ARV kas Rl aii e, 2003 4F7 H 16-18 H, HU.
e B AeEH—, T B, BATNAE, £ OfE, W OFlRk, BJHEX. 2nd line
BT 5 LWHEFR EEE, individualized maximum repeatable dose (iMRD) D& F—
HREIZE 1T D weekly paclitaxel (ZX 25— 55 14 BIACEERRESEMICS, 2003 45 7
H 19 H, &R.

Mai M, Minamoto T. Endoscopic diagnosis and treatment of colorectal cancer (CRC)

including mass screening. The 10 Japan—Russia Medical Exchange International
Symposium, August 22-23, Yakutsk, Russia (invited).

Andrei Ougolkov, & &, IUF %, & &, BEB{FIEF, Serge Y. Fuchs, Ji Flpk.
Up-regulation of BTrCP, an E3 ubiquitin ligase receptor, in colorectal cancer.
14 [B] A ARV bam R A i, 200349 A 11-12 A, 4R

9% &, Andrei Ougolkov, IR ZE, &if &, BEOHER, W FEk. p-A7=rBX
O ras NABIRFIIRE O S RIBEICEREI NS, 5 14 B HARE IR SR
2, 200349 H 11-12 H, 43R,

B Rk, 5B ¥, IUF ZE, Abbas Shakoori, Andrei Ougolkov, EfE & B EZE.
KIGFEIZIRIT D hdmn2 27T A ZAERKOHELL pb3 RNiEMAL. 5 62 [ A AR SRE,
2003 4= 9 H 25-27 H, 4 &R,

Andrei Ougolkov, #E &, IUF ZZ, Abbas Shakoori, mifE &, BEFIER, R FlEk.
KIGHEZ 1T D= T = D BT DR RATEMH(L & APC 23 AN s AN EMHEAL D
B3 (LOH of APC and oncogenic P-catenin activation in human colorectal cancer).
95 62 [0 H A2 ARE, 2003459 A 25-27 A, 4 HR.

FHFH—, W FIRL, & &, BONER, TS, SERY EEE L IR Sy
{EFEOMZEED 141, 5 82 [ B AT L as N SR A dbei 72, 20034211 H 16 H, =
B Ca)l.

Zhang B, Ougolkov A, Yamashita K, Takahashi Y, Mai M, Minamoto T. f-catenin and ras
oncogenes detect most colorectal cancer. 95" Annual Meeting of the American
Association for Cancer Research, March 27-31, 2004, Orland, Florida.

Ougolkov A, Zhang B, Yamashita K, Bilim V, Mai M, Fuchs SY, Minamoto T. Up—regulatiuon
of B-TrCP, an E3 ubiquitin ligase receptor, in colorectal cancer. 95" Annual Meeting
of the American Association for Cancer Research, March 27-31, 2004, Orland, Florida.
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17. Minamoto T, Ougolkov A, Yamashita K, Mai M, Minamoto T. Oncogenic f—catenin activation

in late—stage clinical colon cancer. 95" Annual Meeting of the American Association
for Cancer Research, March 27-31, 2004, Orland, Florida.
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=5 Clinical Zhang B, Ougolkov A, Yamashita K, Takahashi Y, Mai M,

Cancer

research | Minamoto T. B-catenin and ras oncogenes detect most
2% | human colorectal cancers. Clin Cancer Res 9 (8): 3073-9,

2003.
[PubMed: http://www.ncbi.nlm.nih.gov/pubmed/12912959%itool=EntrezSystem2
.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed RVDocSum&ordinalpos=37]

Abstract

Purpose and Study Design: Recent studies have shown that -catenin translocated into the
cell nucleus functions like an oncogene. Accumulating evidence suggests that activation of
the B-catenin oncogenic signaling cascade along with its twin, the K-ras cascade, may
exert syngeneic or synergistic effects on tumor development and progression. In the study
reported here, we analyzed oncogenic 3-catenin activation on the basis of its nuclear
accumulation (NA) and compared the results with those of mutational activation of K-ras
in 74 patients with colorectal cancer to determine whether the two oncogene-mediated
signaling cascades interact.

Results: We found two distinct patterns of $-catenin activation, i.e., diffuse NA in 20 cases
(27%) and selective NA at the tumor invasion front (NAinv) in 19 cases (26%). The
presence of the NAinv pattern was significantly correlated with advanced Dukes’ stage
tumor (P = 0.0005) and the presence of distant metastases (P _ 0.0064). K-ras
protooncogene was mutated in the tumors of 31 cases (42%). Activated (3-catenin or K-ras
was detected in most (78%) colorectal cancers analyzed, although a weak inverse
correlation was found between the activities of the two oncogenes in the tumors.
Importantly, most (7 of 8) patients with tumor showing both K-ras activation and the
NAinv pattern of 3-catenin activation were in Dukes’ stage C at surgery, and half of them
developed distant metastases to the liver and lungs.

Conclusion: The results suggest that although oncogenic activation of 3-catenin and K-ras
is independent in the process of clinical cancer development, combined analysis of the two
major oncogenes can detect most colorectal cancers and identify a subset of patients with
poorer outcomes. Consequently, activation of either or both of these oncogenes may serve
as a genetic marker for molecular diagnosis.

11
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& Ougolkov A, Yamashita K, Bilim V, Takahashi Y, Mai M,
Jsolorectal Minamoto T. Abnormal expression of E-cadherin,
B-catenin and c-erbB-2 in gastric cancer with liver
metastasis. Int J Colorectal Dis (Clin Mol Gastroenterol

Surg) 18 (2): 160-6, 2003. [PubMed:
http://www.ncbi.nlm.nih.gov/pubmed/12548420%itool=EntrezSystem2.PEntrez.P
ubmed.Pubmed ResultsPanel.Pubmed RVDocSumé&ordinalpos=44]

Abstract

BACKGROUND AND AIMS: We investigated expression of E-cadherin, 3-catenin, and
c-erbB-2 in gastric cancer to identify molecular factor(s) relevant to development of liver
metastasis, which is a frequent cause of mortality in gastric cancer patients. PATIENTS
AND METHODS: We analyzed by immunohistochemistry and compared expression
patterns of E-cadherin, 3-catenin, and c-erbB-2 in the tumor between 40 cases of gastric
cancer (GC) without (GC-H(-)) and 16 with concurrent liver metastasis (GC-H(+)).
RESULTS: Loss of E-cadherin expression in the primary tumor was found in 18% of
GC-H(-) and in 19% of GC-H(+). Oncogenic -catenin activation, represented by its
nuclear translocation, was detected in 13% of GC-H(-) and in 31% of GC-H(+). There was
no statistical difference in incidence of alteration in these molecules between the two
groups of patients. c-erbB-2 overexpression was more frequently observed in GC-H(+)
(10/16, 63%) than in GC-H(-) (5/40, 13%) while the distribution of histological types of
the tumors was similar in the two groups of patients. This overexpression was also detected
in metastatic liver tumors and biopsy specimens in the ten of the former group of patients.
CONCLUSION: Our results strongly suggest a role of activated c-erbB-2 in the process of
liver metastasis, and an importance of detection of this overexpression in biopsy specimens
to identify GC patients who are at high risk of developing liver metastasis.
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