Table 2. Association between liver metastasis and clinicopatho-
logical factors in all samples

Table 3. Association between liver metastasis and immunohisto-
chemical molecular markers

Characteristics Liver metastasis pvalue  Characteristics Liver metastasis p value
. positive negative positive negative
(n=49) (n=390) ‘(n=21) (n=129)
Age ' i -Catenin: membranous
<65 years . 27 226 <70% 3 21
265 years - 22 164 0.759 270% 18 108 1.000
Gender B-Calenin: cytoplasmic
Female 18 154 : <50% 9 54
Male 31 236 0.758 250% 12 75 1.000
Tumor location B-Catenin: nuclear
Colon 35 238 <50% 12 88
Rectum . 14 152 0.210 250% 9 41 0.328
Maximum tumor diameter COX-2
<4.5 cm 30 191 <10% 12 76
z4.5cm 19 199 0.129 >10% 9 53 1.000
Pathological tumor status Dysadherin
T, 1 31 <50% 5 75
T, 46 345 - 250% 16 54 0.004
T, 2 14 0.351 E-cadherin
Lymph node metastasis Reduced 4 77
Absent i1 183 Preserved 17 52 0.0006
Present 38 207 0.001 Ki-67
Histological grade <30% 11 55
Gy 18 170 230% 10 74 0.480
G; 30 201 Laminin5y2
G; 1 18 0.474 <10% 2 40
Lymphatic invasion 210% and <50% 12 67
Absent 8 93 >50% 7 22 0.005
Present 41 297 0.282 Matrilysin
Venous invasion <30% 5 69
Absent 11 149 230% 16 60 0.017
Present 38 241 0.039 MUC-1
<10% 12 72
T, =Tumor invades the muscularis propia; T3 = tumor invades >10% g 57 1.000
through the muscularis propia into the subserosa or peritoneal  p53
tissues; Ty = tumor directly invades other organs or structures <10% 9 48
and/or perforates the visceral peritoneum; G; = well-differenti- >10% 12 81 0.801
ated adenocarcinoma; G, = moderately differentiated adenocar-
cinoma; G; = poorly differentiated adenocarcinoma including B-Catenin: membranous/cytoplasmic/nuclear = Membra-

signet-ring cell adenocarcinoma and mucinous adenocarcino-
ma.

gression model, three markers — dysadherin, E-cadherin
and matrilysin — were selected as candidate markers to
establish a formula using a stepwise selection procedure
in the multivariate logistic regression model (table 4).
This combination set of markers showed an AIC vahie of
104.9. The receiver-operating characteristic curve of this
combination setin the 150 individuals of group I is shown
in figure 2. The area under the curve value was 0.807.

36 Qncology 2008;75:32-41

nous/cytoplasmic/nuclear staining of B-catenin.

We carried out a stepwise method using the minimum
value of the AIC as the selecting criterion. In cases where
the model included dysadherin and E-cadherin, the AIC
was 106.9. On the other hand, when the model included
dysadherin, E-cadherin and matrilysin, the AIC was
104.9. As aresult, although matrilysin was not significant
in the multivariate regression analysis, it was included in
the formula. Additionally, we obtained the Hosmer-
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Fig. 2. Receiver-operating characteristic curve of the immuno-
histochemical mectastatic scores for 150 independent patients
(group 1).

Table 4. Summary of the stepwise seleciion of the logistic regres-
sion model

Variable Estimate  Standard Qdds ratio (95% p
error confidence interval) value
Intercept -4.4458  0.787 <0.0001
Dysadherin = 1.4216  0.569 4.144 (1.357, 12.66) 0.013
E-cadherin 1.7611  0.603 5.819 (1.782, 19.01) 0.004
Matrilysin 1.0931  0.573 2.984 (0.969, 9.186) 0.056

Table 5. Scoring formula for predicting liver metastasis in CRC
paticnts: IMS

IMS = 3 x dysadherin score + 4 X E-cadherin score +
2 X matrilysin score
Dysadherin score
0 for low expression (<50% of tumor cells positive)
1 for high expression (>30% of tumor cells positive)
E-cadherin score
0 for preserved (>80% of tumor cells positive)
1 for reduced (<80% of tumor cells positive)
Matrilysin score
0 for low expression {£30% of tumor cells positive)
1 for high expression (>30% of tumor cells positive)

IMS = Immunohistochemical metastalic score,

Formula for Predicting Liver Metastasis

Lemeshow x* with 6 degrees of freed
and p = 0.852. It appeared, therefore, ¢
was acceptable.

m equal to 2.647
hat our model fit

Predictive Formula for Liver Metastqg;

A formula for predicting liver Metastasis was estab-
lished using the above three markers. T e predictive for-
mula: 3X dysadherin score [0 for low ®Xpression (<50%
of tumor cells positive) or 1 for high X Pression (>5~0% of
tumor cells positive)] + 4x E-cadherin score [0 for pre-
served (>80% of tumor cells positive) or 1 for reduced
(=80% of tumor cells positive)] + 2x matrilysin score [0
for low expression (<30% of tumor cellg Positive) or 1 for
high expression (>30% of tumor cells Positive)] was es-
tablished (table 5). Total scores calculateq using this fo;‘—
mula predicted liver metastasis with a Sensitivits of 85.7%
(18 of 21) and a specificity of 58.9% (7¢ of 12’9) in -the
training cohort (group I).

Confirmation of the Evaluation of

Immunohistochemistry by the Third I”dependent

Pathologist

Slides immunostained for dysadherin) E-cadherin
and matrilysin were also evaluated by the third indepen-
dent pathologist, and the expression of thege mmarkers was
significantly correlated with liver metastagig; = the train.
ing cohort (group I), confirming the eValuation done by
the other two pathologists. Each conc:ordanCe rate for the
dysadherin, E-cadherin and matrilysin XPression scores
between a third pathologist and the othey two patholo-
gists was 72, 70 and 78%, respectively. The concordance
rate for the risk of liver metastasis caleulateq by our new
formula between a third pathologist and the other two
pathologists was 69%.

Confirmation of the Prediction Formula ;

Validation Cohort (Group II)

The discriminating performance of the prediction
formula was validated in a blinded manner Using an in-
dependent validation cohort (group II), Consisting of 190
patients. The same calculation showed a Predictive accu-
racy with a sensitivity of 87.0% (20 of 23) ang , specific-
ity of 66.5% (111 of 167).

M the

Confirmation of the Prediction Formula i, e

Second Validation Cohort (Group I1I) fron, the

Kitasato University

The discriminating performance of the
formula was validated in a blinded manner usj
ond independent validation cohort, group I1y

prediction
g the sec-
» Consisting
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of 99 patients from the Kitasato University Hospital. The
same calculation showed a predictive accuracy with a
sensitivity of 80% (4 of 5) and a specificity of 60.0% (56 of
94).

Discussion

We used a supervised learning method which requires
the use of a training data set of known markers to iden-
tify the best combination of immunohistochemical mark-
ers for predicting liver metastasis in patients with CRC
after curative surgery, and dysadherin, E-cadherin and
matrilysin expression was found to be the best combina-
tion for this purpose. Patients were divided into two cat-
egories — a high-risk group for liver metastasis and alow-
risk group for liver metastasis - based on the scores ob-
tained using the formula. The choice of a threshold should
primarily depend on the purpose of the overall clinical
scheme; some investigators may require a higher senzsitiv-
ity for clinical applications while sacrificing specificity,
whereas others may choose the opposite. In this study, we
determined 5 as the threshold, for which the sensitivity
was >80%, and can be regarded as sufficient for use as a
screening test. Liver metastasis was predicted with an ac-
curacy of 85.7% in terms of sensitivity and 58.9% in terms
of specificity using our formula. Pathological risk factors
for liver metastasis have been reported to be venous, lym-
phatic and serosal invasion, tumor dedifferentiation,
lymph node metastasis and white streak sign, observed
macroscopically at the invasive front of the cut surface of
a tumor (1, 8-14]. We used stepwise multivariate analysis
to look for the best combination set of markers for pre-
dicting liver metastasis, including conventional clinico-
pathological factors. However, no conventional clinico-
pathological factors were selected as candidate markers
useful for constructing a predictive formula for liver me-
tastasis, indicating that our formula is able to predict liv-
er metastasis more precisely than conventional clinico-
pathological factors. Additionally, we applied survival
analysis to liver metastasis event data. The results ob-
tained were similar to those of logistic regression analy-
sis, and the selected markers were the same as those se-
lected by the Cox regression models (data not shown). We
also performed multivariate analysis using the logistic re-
gression model between liver metastasis and immuno-
histochemical molecular markers for patients with 219
colon cancers and patients with 140 rectal cancers scpa-
rately. In both cancer groups, all three selected mark-
ers - dysadherin, E-cadherin and matrylsin - showed a

38 Oncology 2008;75:32-41

similar tendency in the stepwise logistic regression mod-
el (data not shown). Our formula was validated using in-
dependent sets of patients, including 190 from our insti-
tution and 99 from another institution. Furthermore, our
new predictive formula was validated not only in cases
from an outside hospital but also by a third independent
pathologist who was instructed to evaluate immuno-
stained slides without prior knowledge of the cases. This
predictive formula might be helpful for selecting patients
who should undergo adjuvant chemotherapy after cura-
tive surgery, or who require close follow-up to detect liv-
er metastasis at a sufficiently early stage for curative re-
section, and ultimately for avoiding unnecessary adju-
vant chemotherapy in patients who are unlikely to
develop liver metastasis. In order for our formula to be
applied for practical clinical care, however, it must be val-
idated in a large-scale prospective clinical trial.

‘We examined the differences in immunohistochemi-
cal positivity for the three molecular markers between
older samples (resected between 1995 and 1996) and rela-
tively new samples (resected between 1997 and 2001) in
order to evaluate the suitability of older samples for im-
munohistochemical study. There were no differences in
immunohistochemical positivity for the three molecular
markers between the two sample groups (data not shown).
Therefore, we consider that even older samples, such as
specimens resected over 10 years ago, are reliably appli-
cable for immunohistochemical study for prediction of
liver metastasis.

Our study showed that E-cadherin, dysadherin and
matrilysin expression was significantly correlated with
liver metastasis, confirming the results of previous stud-
ies [15, 18-38]. Although multivariate logistic analysis
failed to reveal a significant association between lamin-
in5+y2 expression and liver metastasis, the x* test showed
that laminin5vy2 was significantly associated with liver
metastasis, confirming the results of previous studies [17,
39]. The expression of p53, Ki-67, COX-2, B-catenin or
MUC-1 failed to demonstrate any significant association
with liver metastasis, even though these markers were se-
lected on the basis of the fact that their prognostic sig-
nificance had been reported in several previous papers {3,
16, 19, 26, 28, 34]. These discrepancies could be explained
on the basis of differences in treatment modalities, scor-
ing system, sample size analyzed, tumor heterogeneity
and interobserver variations in evaluating immuno-
stained slides.

A number of previous studies have investigated the
usefulness of combining several molecular markers for
predicting liver metastasis in CRC patients [46-48]. Na-
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gai et al. [11] analyzed 100 patients, comprising 48 with
liver metastasis and 52 without evidence of liver metasta-
‘sis, and established a predictive formula for liver metas-
tasis using a combination of factors such as tumor loca-
tion, host inflammatory cell reaction, p53 staining, and
extent of tumor and venous invasion using multivariate
analysis. The predictive value for liver metastasis was
81.3% in terms of sensitivity and 92.3% in terms of spec-
ificity [11]. Barozzi et al. [49] investigated five clinico-
pathological factors and seven molecular markers - TGF-
o, IGF-II, MMP-2, VEGF, CD34, c-erb B2 and EGFR - in
101 patients, comprising 49 patients without evidence of
metastasis, 27 with synchronous liver metastasis and 25
with metachronous liver metastasis. Using multivariate
analysis, they found that TGF-o, IGF-IT and MMP-2 were
independent predictors of liver metastasis. They reported
that if the expression levels of all three of these molecular
markers were high, then the probability of liver metasta-
sis was 99.5%, whereas if the expression levels of all three
were low, then the probability of liver metastasis was only
0.3% [49]. Although the sensitivity and specificity in
these previous reports were high, their sample sizes were
rather small in comparison with our present study. Also,
before drawing any conclusions about their usetulness,
these previous reports need to be vatidated in patients
from an outside hospital and by another independent pa-
thologist to confirm the accuracy of the immunostaining
evaluation.

Several recent studies have demonstrated the poten-
tial clinical utility of gene expressiua proiiles, including
the identification of prognostic subclasses. Eschrich et
al. [50] reported that in 78 patients with Dukes B and C
stage disease, a 43-gene signature was demonstrated to
identify 3-year survival significantly better with a sensi-
tivity of 73% and a specificity of 84%. Wang et al. {51]
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Combination of Hepatic Arterial Infusion Therapy and FOLFOX for Colorectal Cancer with Multiple Unresectable Liver
Metastases Causing Severe Liver Dysfunction: Takeshi Suto™!, Toshihiko Sato*!, Naoki Mori*!, Naruhisa Takano™',
Koshiro Ishiyama Naoki Sakurai*', Kiyohiro Saito*?, Hajime lizawa*' and Eiichi Ikeda™*! (Dept of*'Gastroenterological
Surgery, “*Radiology, Yamagata Prefectural Central Hospital)

Summary

Purpose: The purpose of this study was to evaluate the efficacy of the combination of hepatic arterial infusion thera-
py and FOLFOX for colorectal cancer with multiple unresectable liver metastases causing severe liver dysfunction.

Subjects and Methods: The subjects were 13 colorectal cancer patients who had undergone resection of the primary
tumor, and showed multiple, unresectable liver metastases and severe liver dysfunction. They consisted of 8 men and 5
women, with a median age of 63 (29-77) years. Of these patients, 7 and 6 had colon and rectum cancers, respectively.
They had an average of 8 (3-22) liver metastases of 4.6 (1.5-14.5) cm in diameter. During surgery, extrahepatic
lesions were found in 3 patients (P in 2, and CY in 1). The preoperative serum LDH and ALP levels were high, at 1, 099
(322-1,418) and 1,011 (644-2, 384), respectively. The follow-up period was approximately 500 (248-928) days. Only
5-FU in FOLFOX4 or 6 m therapy was infused into the hepatic artery, and LV and L-OHP were injected into the central
venous port about every two weeks. Response rates and adverse events were evaluated according to the RECIST
criteria and CTCAE ver 3. 0, respectively.

Results: The therapy was performed 14 (6-22) times, with a response rate of 84. 6% for liver metastases, facilitating
hepatectomy in 1 patient. The overall response rate was 61. 5%, with 1 patient dying of the primary cancer on the 265th
day. Grade 3 adverse events were neutropenia and anorexia in only 1 patient each, and no adverse events were specific
to hepatic arterial infusion.

Conclusion: Since the follow-up period after this therapy was still short, only 13 patients have received the therapy.
However, it appears that it can be performed relatively safely, and is effective for the control of extrahepatic lesions as
well. Therefore, this therapy provides good control, and can be a treatment option. Key words: Colorectal cancer,
- Multiple liver metastases, Hepatic arterial infusion, FOLFOX (Received Apr. 2, 2008/ Accepted Jul. 3, 2008)

EE BN BECHERERELHIUBRTESRERES AT 2 KBEER T 2 FEiEH A FOLFOX B0 &
KOWTHRH T 5. HREHE SELHRERELE I VIBRTELRFEB*E L, EREZUBRLAABSEN 136%
HERE LIz, BHSH, HKMESH, FHiIPRIEES (29~77) BThol. BEHTH, EB6H, FEREMILS (3~22)
i, K&34.6 (1.5~14.5) cm TH Y, WRFFELEIRIF P24, CY1H) CZD, #idift LDH 1,099 (322~
1,418), ALP 1,011 (644~2,3%84) L BETH o7 BELEIZHI 500 (248~928) HTH o 7o FOLFOX4 ¥ 711 6 m ik
DS-FUDHFBEL DEEL, LV & L-OHP B0 RE— F X DEEL, H2B8M T ICHITLA. 23FiL RE-
CISTiZ, HEFRIXCTCAE ver 3.0 ICHEWVEF L 7o R BITEEIZ 14 (6~22) BThot. FiCH TSP
84.6% T, 1HIIYIRTIBECTH olce EERTI6L.5%DENETH Y, FBTHIL 1H (265 B BEMEI) Thoro grade3
NDHEER T neutropenia 1 Bl anorexia 1 FIOATHEEFFOEEBRIIAD Loz, L& FENEH A FOLFOX
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FHMIZ45~1252BERESN TS, 2T
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DERDbNLNE, BEOFBREBEELAETLUBRNE
ZRIGBFERESICH L, BRFIHSREOSE Y 5-FU
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tin (L-OHP) & BZ#E5 - OFBEEFHITL. F0OF
B EZEHII OV THE L. {bEEERDERE N
213 RECIST (Response Evaluation i
AAKTA4 v, HEEFHIE CTCAE ver. 3.0 (Common
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<on.d Tumors)

I. AREELUHE

DS
2005 5 6 A~2007 £ 8 A £ T L’ﬁJJFTT BB E
TBRBEENIA L, BRI CEREREBRE first-line

Tablel Subjects

Gender

Male/female 8/5
Age 63 (29~77)
Performance status

0/1/2/3/4 11/2/0/0
Tumor location

Colon/rectum 7/6
Number of liver metastases 8 (3~22)

Diameter of liver metastases (cm) 4.6 (1.5~14.5)
Extra hepatic metastases

yes/no 3/10

P/CY 2/1
GOT (1U/L) 104 (31~228)
GPT (IU/L) 110 (32~208)
7-GTP (IU/L) 252 (85~631)
T-Bill (mg/mL) 0.8 (0.3~1.3)
LDH (1U/L) 1,099 (322~1,418)
ALP (IU/L) 1,011 (644~2,384)

CEA (ng/mL)
CA19-9 (U/mL)

362.1 (65.6~3,832)
451.3 (46.9~73,816)

AL L

{2 T FOLFOX ﬁ&’%ﬁﬁﬁ L7- AT KIBIEAEH] 65 Fi,
BEOHBEEEELF THERFERICTHEZ 258K
R @ﬁﬂ:ﬁ’%x bR 13FlERRE L7z, 13BIORIKR
ABFRAFRZ Table 1 10R ¥ FOVRERE T HER
3B (ATHRET RIS TIEIRIETE 2 61, FFPIERY v EifE
FE1H) ICRD 7z, AT ALP EOHH{EIX 1,011 (644~
2.384) tEETHo,

2.5 i

JhustiE r%LEEm:c’ZU IVRICTE+Z ?Eﬂﬁ*‘flﬁ”
=3

3ﬁm’wf—7wé§EL %—b%&T:@
DBATI, FFICHABEMICI NEETEHRL ) FLOE
MAE-TIPOHEETHITL 2. #2555 FOLFOX4 £
E6m DL YA ERRRICHET LA, 5-FU DAKEF
BiER— ML DEAL, LV & L-OHP # F .08 IR A —
PEDEALZ W2BEAITEIICPD 1248 HKEE
b, BEFRIZITHIEE 25 F THITL

I. # 8 (Table2, 3)

. EBERR
H‘Eﬁ&ﬁtﬁﬁ FOLFOX O MITE I P RE T 14
(6~22) Bd o7z, 4 PINEEREFRTHY, FLOHE
BT 1 FIZFIRTBRIC L b, 3FAPDIC LD, 1 FIAHF
FIRMAZICLYD, 4P EEERRETH T

Table 2 Response rate and prognosis

Response Liver Overall
Complete response, No 0 0
Partial responses, No 11 9
Stable diseanse, No 1 1
Progressive diseases, No 1 4
Response .
No. 11 8
% 84.6 61.5
Death
No (days after chemotherapy) 1 (265 days)
Courses of chemotherapy 14 (6~22)
Table3 Adverse events
Adverse grade 2~3 No. (%)
events 1 2 3

Neutropenia 1 1 1 2 (15.3)
Hb 1 0 0 0 (0
Platelet 1 0 0 0 O
Anorexia 1 0 1 1(7.7)
Nausea 1 1 0 1 (7.7
Diarrhea 1 0 0 0 (0
Paresthesias 7 2 0 2 (15.3)
Allergy 0 0 0 0 )
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Fig.

1 Casel

a: Before surgery and chemotherapy.
b: After 6 courses of combined hepatic arterial infusion therapy and FOLFOX6m.
¢: After 16 courses of therapy. Reduction rate: 61%.

Fig.2 Case2
a: Before surgery and chemotherapy.
b: After 17 courses of combined hepatic arterial infusion therapy and

FOLFOX6m. Reduction rate:

2. MEEHR
FRFECBT A HEEDREICRE2BDLZVLOD
#He%EBEBETHY, Fig 1~-412FWF%RTH. Fig
AVIEDRICIRTTAREFE 20, Fig 234 BUKRTE
Thb, BENEDERIZI6LS%TH), IFHEOCENLL
MFEOMIEIZ X D 4 FliZ PD % DS HEAIFNH
Eoaybru—i b BIFTH-o 7

72%.

3. FREBARIIONT

Pl 1 BloATIRS# 265 B Th o7z, REHE
EHIM AR RE T 495 (248~928) BEEWI L bH A
A 2EM EAFERIR 26 1 ED AT AL TR
THEMBFThol. 2REHEE LT8HIIC
FOLFIRI i %, IRRTTEEFII IR S-1 PIRR & $&1T
LTw3,

—289—



74 BoALB A

. Fig.3 Case3

a: Before surgery and chemotherapy.

b: After 9 courses of combined hepatic arterial infusion therapy and
FOLFOX6m. Reduction rate: 63%.

Fig.4 Case4

a: Before chemotherapy. Multiple metastatic lesions were observed in
both liver lobes.

b: After 9 courses of combined hepatic arterial infusion therapy and
FOLFOX4. A marked tumor reduction (56%) was observed and
tumor was resected.

c After 3 courses of FOLFIRI therapy. A 20% tumor reduction was
noted and rest tumor was resected.

4. EEER

grade 3 M\ EOH EZEFNIF AR 61 1 6 & ano- n= =

| rexial BT Y, grade2 BEEFEH d DD nausea FERBICHT A REERYBREESRBIFTHL L]

E2PE L-OHP KA ORMHZEEE 26 TH - E£3MTWw5HD, Ballantyne HIRERD 5V idPHiE

o BERT VAT L EEBDEI o7 (318) ER T THRENYBR OB EBXTVE, I
EOBERIEINLENIRBEEEDSRTHY, I
PBIC L 2EREOM LR 1~2% L BGRTWAY,
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AN ThY, DFENEDEAL ) FEh
KIEICSELZ. LaL, BLARBEATSHY
%705 O VIR AT BEFFEE R L a3 B (A IR I3 204E BT
DICEREDREEZ A B4 BIZED T CHKE
MEEBTHHLVEREREZALIIES> TN

2\, EORTC40983 [YIRRAT BE ARG A5 A FHECH 51
VX B AR B+ BT I FOLFOXAE 1 vs, 41t
FHOTBr B 5 1T ARRER ] 13, YIRTTRERTECR
HBBRE TR O & HbEEE vs. VIR ERD
KRBT > 5 LLHBHRER(RCT) TH Y, stage
IL IIL KB A3 A3 4 2 #iBh % C5FU/LV % £
[6] % fiff % /R L 7:FOLFOX4Y 2 G EHECH W T
BY, EETEDL. FRIZ2007EASCODER
RETHERREIN, 2 2 TIREORTC40983 D&
#, TONED, BLUENBRSB~DE
BIZOWTHRR S,

BEICITHhh ZRCT(EE 1)

RIS ASFEERA AT 2 JEOIIR 1L 5 22 7o
H30~60% - | B IIAT, HEHHIET A

®1 BECTHAAYBRFETRERR Y ARFEBICH T 3RCT
SHERBR MERAERY P SEEFE AEHM 0P

g ERE O prm(w) MeRE(f) value | (%) HRME(H) value
FFEhiE (SFU+FA) 108 - 14.2 - 40.8
Lorenz, et al 1998 Y g 111 _ 137 ns _ 345 0.15
8 (FUDR) +
Kemeny, et al 1999  Systemic 5FU/LV 74 40(5yFFS) 374 0.06 61 722 0.21
Systemic 5FU/LV 82 34 (5y-PFS) 17.2 49 59.3

IfF&hiE (FUDR) +

Kemeny, et al 2002 30 46(4y-DFS) - 62 (4y-0S) 63.7

Systemic 5FU 0.04 0.6
ECOG study Yk Hi g 45  25(4y-DFS) — 53(4y-0S)  49.4
i;g‘g‘ﬁgﬁoﬁs Systemic 5FU/LV 86 34 244 0 51 621 .,

oo . :
AURC 9002 il VR 85 27 176 41 46.4

* Treatment for resectable hepatic metastasis from colorectal cancer ; before and after EORTC Intergroup trial
40983.

** Shinichiro TAKAHASHI, M.D., Ph.D.: E L2 At > & — Sk L8151 EH (©277-8577 M 0 2265-1) ; Sur-
gery Division, National Cancer Center Hospital East, Kashiwa 277-8577, JAPAN
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