%= C-19
FemREMWEMARRBEE
VR 2 248 6 1 HEUE

HrzRiER - E8HE B

BRZREAR - 2007 ~ 2009

AEES 1 19390339

MEREL (FI30) : HEREICH 1T HEREME E ) 2/ \ERBUNLBE OBRRIES

EEESRL (EX) : Clinical Significance of Circulating Tumor Cells and Lymph Node
Micrometastases in Gastrointestinal cancer

HERRE

+ZE F— (UENOSONO YOSHIKAZU)
BREXRE - BEZE - @2 IMERE - B
MEEES : 60398279

MR OE (Fns0) -
ABFETIEME B LY B FET A RUNMEMEZ B L, Z OERKRERZ B 5
THZEHEMNE LT,
O BT B I e (Circulating tumor cells=CTC)
PER I CTC DIFENER SN TEY ., BBV TOLHEBLEOMERH D L35 & OWEMN
b5, HEEEOD CIC % CellSearch T LIRFTA21T 72, T1-3 UIBREEEE 50 412\ T
FIRZEYIBRATIC AR M3 L OPINRIM A 10m] £REL L, CellSearch (Z X 0 frH L7z, KA 18%,
FAMRIL T 24% T CTC 2SMEH S 4u, T1: 8%, T2: 26%. T3: 44% Tt Si7-, FERIRIRHEZMER T
& ORSE Tl Stage (p=0. 007), vessel invasion (p=0.008), lymphatic invasion (p=0.007) ,
lymph node metastasis (p=0.01) [ZAHBAZ R, T#% & OREMENRIZ I 72, (p=0.0049)
@V v HiINEE 2T & BRI E S

B, BB T, B F R AU o3 (SN) Ao RulEz2k & Ut H AT 7
GeneSearch |Z & 5 RT-PCR {ED A[REMEIZ DWW THET 21T o 7,
1. HEOD RT-PCRIEIC LDV VA HHRB 2BV T, kX Y VB T& 7= LightCycler
& GeneSearch |2V % SmartCycler 112 & DERFE 2 IIHE D LLE G 24T o 7=, B LRl )
UoSER AT R E . TER Y o8 22 8% VT CEA B LN CKL9 & 7T A v— & L7- RT-PCR {E#:
H O 2 54l L 7=, LightCycler TOIEFZSR CEA: 91.5%, CKI19: 70.2%, Multiplex: 91.5%
TdH . SmartCycler I ®IEFZRIL CEA: 97. 9%, CK19: 95.7% Multiplex: 97.9% Cdh -7, ffF
HORGEEZ ML & L C D GeneSearch X LightCycler & g U T H RIS EOKEE 2> = L 23k
WEhr,
2. FLIBITIIT D SN O Y & D T IR B2 & GeneSearch (2 & 5 RT-PCR yE72 W & D Lbiik
AT o T2, X503 117 BIOFIEERE T SNAEREFEIT L, 2 TO U U 3FiZ2 5| L, 45 % CK19
& Mammaglobin & 75 A = —IZ U 7= GeneSearch TEEMi L. 78V @245 T HE 4ufa & oy yufa
TRl L7z, SN 204 fH> T, HE el TEAREGME LI TH D . T CK Sy Getaiz T 6 fH o
AR MRS S hL7z, GenSearch Tl 32 JEH] 40 fHD U N EiNEETH - 70, THREEZ W ORE R
IZHHBI L (p<0.001). TNM SJEIC X AHEBIEM THMET A & Macrometastasis: 95. 7%.
Micrometastasis: 60.0%, ITC : 55.6%DKE ThHo72, TN HD 2 ~—h—% 7= SN A
DT RREZ WIS H T & 2 aREMEDN RIE S T,

WRIERR O (330 -
@O Circulating tumor cells in blood detected by CellSearch System in gastric cancer
The purposes of this study are to evaluate CTCs of peripheral blood (PB) and portal vein
blood (PV) with gastric cancer patients using CellSearch System (CSS), and to investigate
the relation of the recurrence. [Methods] In 50 patients with T1-3 gastric cancer,
PB was collected 10ml before the gastrectomy, and PV was collected 10ml during operation.
[Results] CTCs were detected in 18 % from PB, 24 % from PV and 28% from PB and/or PV.
CTCs were found in 8% with T1, 26% with T2, 44% with T3. Detection rate of CTCs were
correlated with the results of Stage (p=0.007), vessel invasion (p=0.008), lymphatic
invasion (p=0.007) and lymph node metastasis (p=0.01). The recurrences were detected in



11 patients (78.5 %) with CTCs, and there was statistically significant difference in
over all survival between patients with or without CTCs (p=0.0049). [Conclusions] The
identification of CTCs is very useful to follow up after operation and to perform the
adjuvant chemotherapy in gastric cancer.

@-1 The utility of rapid diagnosis of lymph node metastasis in gastric cancer using a
multiplex real-time RT-PCR assay

The purpose of this study was to evaluate the utility of a prototype RT-PCR assay run
on the SmartCycler® that enables the rapid diagnosis of lymph node metastasis in gastric
cancer within 40 minutes. The purpose of this study was to verify the utility of the
SmartCycler® as compared to conventional RT-PCR using the LightCycler®. [Patients and
methods)] 47 overt metastatic lymph nodes from 8 patients with advanced gastric cancer
and 22 benign lymph nodes from patients without malignant tumor who received surgery were
obtained with informed consent. We examined the metastatic lymph nodes by RT-PCR using
multiple markers using CEA and CK19 by the LightCycler® and SmartCycler®. [Results]
In the singlex assay, the sensitivity of CEA and CK19 was 91.5% and 70.2% in the
LightCycler®, and 97.9% and 95.7% in the prototype assay system, respectively. In the
multiplex assay, the sensitivity was 91.5% in the LightCycler” system and 97.9% in the
SmartCycler®, respectively. [Conclusion] Rapid diagnosis for lymph node metastasis using
RT-PCR by the SmartCycler® has equally high precision for detecting lymph node metastasis
as the conventional LightCycler®. 1In this study the SmartCycler” is advantageous for
the diagnosis of lymph node metastasis in gastric cancer when run with the prototype assay.

@-2 Utility of the GeneSearch BLN Assay for Rapid Evaluation of Sentinel Lymph Nodes
in Breast Cancer

Our goal was to evaluate the clinical application of the Breast Lymph Node (BLN) assay
a real-time RT-PCR assay for SLN metastases, by comparing this test with routine
pathological examination. [Methods] One hundred seventeen patients with breast cancer
underwent breast surgery with SLN biopsy. Each SLN was cut in half along the plane of the
longest dimension. Half of each node was examined by the BLN assay’ s 2 markers, mammaglobin
(MG) and cytokeratin 19 (CK19), and the other half was examined by hematoxylin and eosin
staining (HE) and immunohistochemical staining (IHC) for pancytokeratins. [Results] A
total of 204 SLNs were obtained from 117 patients. HE identified metastases in 31 SLNs
(15.2%), and IHC detected metastases in 6 SLNs; 40 SLNs from 32 patients were positive
for metastasis by the BLN assay. The assay results correlated with the pathological
diagnoses by HE and IHC (p<0.001). BLN Assay sensitivity compared with pathological
findings classified according to TNM was 95.7% for macrometastases, 60.0% for
micrometastases, and 55.6% for isolated tumor cells. [Conclusion] The 2-marker BLN assay
has performance comparable to, and analyzes more tissue than, routine pathological
examination. Therefore, clinical intraoperative use of the BLN assay for SLNs may result
in reduction of the second surgery for axillary lymph node dissections
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Table 2. Evaluation of the results of the LightCycler and Smart-
Cycler systems

LC-CK19 p value

negative  positive

SC-CK19
Negative 22 2 0.0027
Positive 14 31
LC-CEA p value
negative  positive
SC-CEA
Negative 23 0 0.0833
Positive 3 43

LC-CK19 or CEA p value

negative  positive

SC-CK19 or CEA
Negative 22 0 0.0455
Positive 4 43

LC = LightCycler system; SC = SmartCycler system.
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