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Background: The aim of this study was to evaluate the clinicopathological significance of microscopic
" abscess formation (MAF) at the invasive front of advanced low rectal cancer. .

Methods: The clinicopathological features of 226 consecutive patients with low rectal cancer, who
underwent curative resection between May 1997 and December 2002, were analysed.

Results: Fifty-seven (25-2 per cent) of the 226 tumours had MAF and 169 (74-8 per cent) did not.
Patients with tumours showing MAF were more likely to have extended surgery than those without
MAEF: 47 versus 31.4 per cent respectively underwent non-sphincter-preserving surgery (P = 0-029)
and 82 versus 60.9 per cent underwent lateral lymph node dissection (P = 0-003). The incidence
of lymph node metastases was lower in patients with MAF (30 versus 53.3 per cent; P = 0-002).
Univariable analysis of disease~free survival revealed that depth of invasion (P < 0-001), lymph node status
(P < 0.001), histological type (P = 0-035), lymphatic invasion (P < 0-001), venous invasion (P < 0-001),
perineural invasion (P < 0-001), focal dedifferentiation (P < 0.-001) and MAF (P < 0-001) were significant
prognostic factors. Multivariable analysis showed that lymph node status (P < 0.001), perineural invasion
(P = 0-002), venous invasion (P = 0.033) and MAY (P = 0-012) remained independent prognostic factors.
Conclusion: MAF may reflect indolent tumour behaviour and a more favourable outcome in padents
with advanced low rectal cancer.
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Introduction difficult to diagnose the extent of tumour invasion before

surgery!9-!2. There have been few previous reports on
the clinicopathological significance of MAF in low rectal
cancer'?. The aim of this prospective study was to clarify
the significance of MAF in low rectal cancer.

In Japan, the incidence of colorectal cancer has been
increasing, reflecting the wend in Western countries,
Colorectal cancer has become the most common cause of
cancer death in women and the fourth most common cause
in men!. Even after curative resection, there is a risk of

recurrence within 5 years of initial diagnosis. In addition to
the tumour node metastasis (TNM) classification?, various
attempts have been made to derive prognostic indicators
based on conventional histopathological features’~7. Focal
dedifferendation and perineural invasion have been
described as significant prognostic factors in colorectal
cancer®?,

Microscopic abscess formation (MAF) due to neutrophil
infiltration is one of the characteristic features of colorectal
cancer. The presence of MAF and accompanying fibrosis
at the invasive margin of the tumour sometimes make it
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Patients and methods

Between May 1997 and December 2002, a series of 283
consecutive patients underwent curative surgery for rectal
cancer located at or below the peritoneal reflection, at the
National Cancer Centre Hospital, Tokyo. Of these, 53
patients with pT1 tumour were excluded. Four patients
who had previous pelvic surgery for cancer (bladder
cancer in two and rectosigmoid cancer in two) were also
excluded. Consequently, 226 patients who had pathological
(p)T2 or deeper tumour invasion according to the TNM
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classification were eligible for this study. They comprised
151 men (66-8 percent) and 75 women (33-2 per cent)
with a mean age of 59 (range 27-91) years. In this
study, the lateral pelvic lymph nodes were regarded as
regional nodes according to the Japanese Classification
of Colorectal Carcinoma'?, although lateral pelvic lymph
node metastases are regarded as distant metastases in the
TNM classification system?. '

All patients were evaluated before surgery by total
colonoscopy, barium enema and computed tomography
(CT). None of the patients underwent preoperative
_radiotherapy and/or chemotherapy. One hundred and
forty-six patients had sphincter-preserving surgery, 67
had abdominoperineal resection and 13 needed total
pelvic exenteration. Patients with stage II or III tumours
underwent lateral lymph node dissection based on the
preoperative or intraoperative findings. Lateral lymph node
dissection was performed bilaterally in 107 patients and
unilaterally in 43. Median follow-up was 50 (range 1-98)
months.

Histopathological examination

The resected tissue specimens were subjected to con-
ventional processing. Histological sections containing the
deepest site of cancer invasion were stained with haema-
toxylin and eosin, and were reviewed by three pathologists
who had no previous knowledge of the clinical para-
meters and outcomes for each patient. All discrepancies
were resolved by joint review. Focal dedifferentation was
defined as the presence of a polygonal (not columnar) can-
cer cell morphology that had a single or a solitary trabecular
form with indistinct polarity and an infiltrative pattern at
the invasive front®. MAF was judged to be present when
liquefied masses formed by debris and leucocytes, mainly

neutrophils, were evident at the invasive margin of the’

rumour in the section containing the deepest site of cancer
invasion (Fig. I).

Statistical analysis

Comparisons between groups were performed using the
%2 test. Deaths from causes other than rectal cancer were
treated as censored cases. Survival curves were traced
using the Kaplan~Meier method and differences between
curves were tested using the log rank test. The prognostic
significance of selected factors to disease-free survival was
evaluated using the Cox proportional hazards regression
model. P < 0-050 was considered statistically significant.
All statistical calculations were made using SPSS® version
11.0 computer software (SPSS, Chicago, Illinois, USA).
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b MAF, x 400 magnification

Fig. 1 a Microscopic abscess formation (MAF) was usually found
at the invasive margin of the tumour (arrows). b MAF was formed
by debris and leucocytes, mainly neutrophils (haematoxylin and
eosin stain, original magnification a x 20, b x 400)

Results

Of the 226 tumours, 57 (25-2 per cent) had MAF and
169 (74-8 per cent) did not. MAF was usually found at
the invasive margin of the tumour. The mean size of
microscopic abscesses was 2-2 (range 0-4—13-0) mm. The
clinical characteristics of the 226 patients in relation to
MAF are shown in Table I. There was no significant
difference in the distance from the dentate line to
tumours with or ‘without MAF. Patients with. tumours
showing MAF were more likely to need extended surgery
than those withouy; 47 wversus 31-4 per cent respectively
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Table 1 Clinical characteristics of 226 patients who had resection Il twmours in the MAF group was lower than that
of rectal cancer in the non-MAF group (30 wversws 53-3 percent; P =
A e s tmee : 0-002).

There were few histological differences in the
226 rtumours in reladon to MAF (Table 2)." Five
patients had a pT4 tumour, but only one of these
had MAF. MAF rates were lower in tumours with

Ag<e g:arS) e s1@r9) lymph node metastases, focal dedifferentation and
>60 112 88 (52-1)
Sex 0.978 . . L. ) .
M 151 113(66:9) - 38 (67) Table 2 Histological characteristics of 226 rectal tumours in
F 75 56 (33.1) 19 (33) relation to microscopic abscess formation
Level of CEA 0-388
(ng/mi) :
<5 157 120(71.0) 37 (65)
>5 69 49 (29.0) 20 (35) .
Tumour distance 0-068
from DL (cm) A % i : ;
<3 141 100(59-2) a1 (72) Depth of invasion (pT) 0-549
=3 85 69408  16(8 - pT2 86  66(391) 20(35)
Surgical procedure - 0-029 pT3 or pT4 140 103 (60-9) 37 (65)
SPS .48 116 (68.6) 30(53) Lymph node status (pN) 0.002
Non-SPS 80 53314 2747 Negative 119 | 79467) 40(70)
Lateral lymph node 0003 Positive 107 90(533) 17 (30)
dissection Histological type . 0-796
No 76 66(39-1)  10(18) Well differentiated . 84 62 (36:7) 22 (39)
Yes 150 103(609)  47(82) Non-well differentiated 142 107 (63.3) 35 (61)
TNM classification : 0-002t Lymphatic invasion 0.013
Stage | 59 43 (25-4) 16 (28) No 135 93 (55.0) 42 (74)
Stage |1 60 36(213) - 24(42) Yes e 76(450) 15 (26)
Stage |l 107 90 (53-3) 17 (30} Venous invasion 0.146
. No 120 85 (50-3) " 35(61)
Values in parentheses are percentages. CEA, carcinoembryonic antigen; Yes 106 © 84(49.7) 22 (39)
DL, dentate line; SPS, sphincter-preserving surgery; TNM, tumour node Perineural invasion 0-184
metastasis. *x? test; tstage I and IT versus stage 111 No . 185 . 135(78.9) 50 (88)
Yes a1 34201  7(12)
Focal dedifferentiation 0-003
. . . No ’ 150 103 (60-9) 47 (82)
underwent non-sphincter-preserving surgery (P = 0-029) Yes 76 66 (391) 10 (18)

-and 82 wersus 60-9 per cent had lateral lymph node
dissection (P = 0-003). However, the proportion of stage Values in parentheses are percentages. *x* test.

Table 3 Univariable and multivariable analysis of disease-free survival using the Cox proportional hazards regression model in 226
padents with rectal cancer.

AR

Multlvarlable anal' ‘
.sh..m

Surgical procedure (SPS versus non-SPS) 0-232 0157

Lateral lymph node dissection (no versus yes) 0-429 0-736
Depth of invasion (pT2 versus pT3/4) : <0-001 0-371
Lymph node status (pNO versus pN1/2) < 0-001 4.84 (227, 10-31) <0001
Histological type (well versus non-well differentiated) ' 0-035 0.779
Lymphatic invasion (no versus yes) ) <0-001 0288
Venous invasion (no versus yes) <0-001 1.84 (1.05, 3-21) 0-033
Perineural invasion (no versus yes) <0-001 2.35(1-36, 4-07) 0.002
Focal dedifferentiation (no versus yes) ' <0-001 1.64 (0-98, 2-75) 0-058
Microscopic abscess formation (yes versus no) <0-001 : 4.48 (1-38, 1047) 0-012

Values in parentheses are 95 per cent confidence intervals, SPS, sphincter-preserving surgery *x? test; tCox regression.
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Fig. 2 Disease-free survival curves in relation to microscopic
abscess formation (MAF). P < 0-001 (log rank test)

lymphatic invasion (P = 0-002, P = 0-003 and P = 0-013
respectively).
The 3- and 5-year disease-free survival rates were

both 95 per cent for patients with MAF, and 68-8 and -

62-6 per cent respectively for patents without MAF
(Fig. 2). Patients with tumours showing MAF had
significantly better disease-free survival (P < 0-001).
Univariable analysis showed that depth of invasion
(P < 0-001), lymph node status (P < 0-001), histological
type (P = 0-035), lymphadc invasion (P < 0-001), venous
invasion (P < 0-001), perineural invasion (P < 0-001), focal
dedifferentiation (P < 0-001) and MAF (P < 0-001) were
significant prognostic indicators of disease-free survival.
In muldvariable analysis lymph node status (P < 0-001),
perineural invasion (P =.0-002), venous invasion (P =
0-033) and MAF (P =0-012) remained independent
prognostic factors (Table 3).

Discussion

Microscopic abscesses formed by neutrophil infiltration at
the invasive margin are one of the interesting features of
colorectal cancer. Although ithas not been clear why a local
inflammatory response is common, it is conceivable that
various amounts of bacteria in the colorectal lumen could
be the cause. Despite its unique nature, there have been few
previous reports about the clinicopathological significance
of MAF in colorectal cancer!3. In the present study patients
with pT2 or deeper tumour invasion were selected, and
MAF was found to be one of the independent factors
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indicatve of a favourable outcome after curative resection
for low rectal cancer. Because the operative methods in
this series included various types of surgical procedure and
lymph node dissection, multivariable analysis including
these operative methods was used to confirm that MAF
was an independent prognostic factor. In fact, lymph node
metastases were found more often in patients without
tumours showing MAF than in those with. The presence
of MAF is essily judged by conventional haemortoxylin and
eosin staining, and does not require special staining such
as in immunohistochemistry. MAF could be evaluated as a
prognostic indicator in each patient with colorectal cancer.

The ability to invade and metastasize is dependent on
both the intrinsic characteristics of the tumour cells and
the environment surrounding a tumour'>. There have
been many reports about prognostic indicators that are
based on tumour morphology, such as neurovascular
invasion and tumour budding*~?. However, there are
few data on prognostic indicators related to the stroma
surrounding a tumour. Inflammadon is one of the factors
associated with the peritumoral environment, although
the functional relationship between inflammation and-
cancer is complex and controversial'®. In previous studies,
infiltration by leucocytes at the margin between the
tumour and non-cancerous tissue has been associated
with a favourable prognosis in gastric and colorectal
cancer'’-. It is suggested that polymorphonuclear
neutrophils play a key role in cytokine-induced tumour
rejection, often in cooperation with T lymphocytes?!22.
High levels of neutrophil and/or monocyte infiltration can
be associated with cytotoxicity, angiostasis and tumour
regression!®. The present study demonstrated a significant
association between MAF and possible prognostic factors
including lymph node status, lymphatic invasion and focal
dedifferentiation. Moreover, irrespective of the operative
method, MAF was a useful indicator of a favourable
prognosis after curative surgery. Thus, MAF at the
invasive margin of a tumour could represent a defensive
immunoinflammatory mechanism.

In contrast, it is well known that chronic inflammation
can have powerful effects on tumour development!*-20-23,
The strongest association between chronic inflammation
and malignancy is found in inflammatory bowel disease.
There are reports that a preoperatve systemic inflamma-
tory response, evidenced by raised C-reactive protein levels
or an increased neutrophil-to-lymphocyte ratio, predicts a
poor prognosis in patients with colorectal cancer?*23.

Although the clinical relevance of MAF is minimal, its
presence can sometimes make it difficult to assess the extent
of tumour invasion both before and during surgery'?-!2.
Surrounding fibrosis can be difficult to distinguish from
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tumour invasion on CT or magnetic resonance imaging,
and the depth of invasion may be overestimated. The
degree of rumour invasion is a critical factor in determining
whether sphincter-saving surgery is feasible, and in the
present study patients whose tumours showed MAF
underwent more extended surgery, although they actually
had less invasive tumours than those without MAF.
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A Fz*

{Jpn ] Cancer Chemother 33(3): 307-312, Murch, 2006)

Adjuvant Chemotherapy for Colorectal Cancer: Takayuki Akasu (Colorectal Surgery Division, National Cancer
Center Hospital) '
Summary

In Western countries, efficacy of 5-fluorouracil (5-FU) +leucovorin {LV) as adjuvant chemotherapy for colorectal
cancer has been already established. Recently, large multicenter randomized controlied trials evaluating value of
new regimens such as oxaliplatin+5-FU-+LV, capecitabine, and uracil-tegafur (UFT) +LV, as compared with 5-
FU +LV, have been conducted. Such trials are yielding evidence for, and are establishing new standard adjuvant
chemotherapy. In Japan, we have a long history of oral prodrugs of 5-FU. We are-also recently observing efficacy
of oral regimen including UFT and carmofur in each trials or meta-analysis. Accordingly, we have become to have,
and to report our own evidence. Although further integration of targeted compounds including. cetuximab and
bevacizumab into adjuvant therapy may be promising, cost issues may also emerge. Key words: Adjuvant
chemotherapy, Colorectal cancer, Corresponding author: Takayuki Akasu, Colorectal Surgery Division, National
Cancer Center Hospital, 5-1-1 Tsukiji, Chuo-ku, Tokyo 104-0045, Japan.

BE FOKTH. 5-fluorouracil (5-FU) +leucovorin (LV) M RESFOBERERBILFNE L U TR L Cwd, ShEest
e L ¢, oxaliplatin+5-FU+LV, capecitabine, uracil-tegafur (UFT) +LV % £ O L v regimen ZiFEE L T 5K
HIBREIRRBAITH 4. HrL v evidence HERZ EBE S L FrL WERLERESHELLD-oH 3, JhcHL, LAET
W B0 FU RIFEH & B O B DB SRR THON T &1, 8L 0. UFT £ carmofur & ¥ O FU APUEH.
DOFHELVERRERC A2 7+ ) L ATREND L SIH D, HES S LHE D evidence HERICHI TRIGS B LS
g - 12o Gt cetuximab X bevacizumab & ¥ OSFEINEA TS 2 L0k 0. 3 O 4 D RO E LYW NS
. BMOMENFE LY THS S,

P BECK E HEROFEBEF 0 evidence i D &5
REIEXEEDIBOAIZEHAFED evidence L2 DD
Hd, £72, FLOEFORREC LD EEBEO x5 7%
BrLasHshs L b, BHXEOMBSLEL
HUBH T3, EEMMCEERRICETC S 58 M
% evidence LB L SN BEWAATH B,

X L &I

KIGFORBIFEEICBL Tk, BREMSRZ EH LWL
regimen % H o KBS KRRBROERSME S . H
L v evidence #RZ L 728 T 5, 2 NUIXKIBHE AR
FTCOOT LR BREERICI DL THLVWE B TH
5, BHERIZLRKREDHT 611?:?@?9‘3’)60 LHPETIL.

I A}
RAOBOTEA TR & T 3BKRERSITOR TE T, R

O HHEORBILEREASTEL TS, 1, B
B e Pl Bk E R R > A RIGRER 2 RIB s ¢
T&f, Licho> T, KIBBOFBMLFERSE 252 24
B, Bk E AROFMEEREOR DAL ST, D
HEICHHIAEEOBOICE TERAV I NIE RS
By, FITABMTIR, HHEORLIBEREEBES
., HRERLEBK L HAOFMORRE, Z0EICHE

KBFmeREHRO 7 — 7 L ud, #SEBE 5 F4%
IR Bl# stage (LUT. ¥ stage) 1 T

91%. stage 11 T 84%. stage llla T 76%, stage lllb ¢

62% ThH 712, $1:. BEEEOZF it stage 1 T 89%.
stage I T 76%. stage llla T 64%. stage lllb T 47% T
HoIll INHRLTLLFWMEMOBFEB L E
ZIVh ChoDEHRKE»S A S BB O stage

FHRS%: T 104-0045 ﬁﬁﬁupy&z&t@ 5-1-1 * ALY ¥ —hEKht - AR

A FZ

0385-0684/06/ ¥ 500/&32/JCLS
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My, #EBo stage 1L LIZBEROEBRNEGBRET
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Bk CfThbiiz TNM stage (BAF. stage) £G4

12t 2 FERj i & 5-fluorouracil (5-FU) +leucovor-
in (LV) OHBRBED A 97+ v ADER» S,
e FEORERE IR SN L » o1 7. Amer-
ican Society of Clinical Oncology (LAF. ASCO) #3
o728 7+ Y ATH. stage IGHRBIHT 21
Bt gEoE AR S AT, ASCO ML E#R L
0 routine use IFXFFS e LE@ATT I, 7o72L.
) LoSERERT TS, fuiESREE Fil. BatEsy
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¥, BRI BL Tid, BOKTIE stage L EDE#E
ML, LART &0 stage IIELEASEBIRRE DI R &
EhTwaY,
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AR R4 2 MBnb ik DV» TR~ 5,

1. Stage NIZRGE
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cm B EETT 2 ENERINTLBY JhIHL,
AFBTI Y > EE I ERBIET E T BEVRRI
WiSEs 5 10em M ES TLEHRENT NS (4 K2
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BRI RETRROT O THS D L ERD, L1
BT BHRPEHEOAEEIMEES L O LRET R
stage [IEHREC B L CRECKROMBHEFBEDE 2 T
EEDEFFMBFCLTEDPT 1,

1984 I KH T, Moertel & S FMAIH vs levamis-
ole vs 5-FU + levamisole #B{b ¥ 82 ko) HLE 8k %
LY 2 0&E. 5-FU+levamisole A FM7#MICLL
NREFER T 33%83E L 7245, levamisole Tl
EAD SN T, IOBBEZT T, 1990 FO
National Institute of Health Consensus Conference T
i&. 5-FU+levamisole »#E#eMBMbLF L L L TR
=¥ (AR '

1999 41 Wolmark &7#3#f%; LU 7z National
cal Adjuvant Breast and Bowel Project (BLT.
NSABP) C-04 3888 T3, stage [I/HIESBREICH T 5,

Surgi--

wBh{t# % 5-FU +levamisole (1 ) vs 5-FU+LV (6
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»B)vs 5-FU+levamisole + LV stk s iz, Z D&
B 5-FU+LV % 5-FU+levamisole i L X FE IR
SEHREEEL . 7, FBPHICITbNI Inter
group-0089 RE T b 5-FU+LV (6 »H) OFE#EIR
AN, IhODEREME 2T ZDHIZS-FU+LY
D6 ARESERHBLEREEALEIND LI
Kol )

1990 £E4LR & D, irinotecan % oxaliplatin % 5-FU +
LV & ORATET - BREABBCENTH S Z LHS5T
Ah. @t FEEREOBERFBRCLHAVONS LI
iz, 2004 L Saltz 5213 stage.lllfégﬁb: bs e )
irinotecan+bolus 5-FU+LV (IFL) vs bolus 5-FU+
LV o #%8 (CALGB C89803) %#17- 743, IFL ##
TEBERCFEN, SEPBORBRIZOSNT. HHE
MEECRIEBICE,» T, LIcH->T, IFL 265
RETHEOLEOHEMNTbI I, —7. van Cutsem 53
stage II/1IIESB R 5 ¢ % irinotecan+infusional  5-
FU+LV 5-FU+LV o L #& R B&
(PETACC 3) %17\, stage lIOEHFREFRMT
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L 72, L7zt C. irinotecan OREBEEREBNLEREEIC B
i3 5%&#I controversial Th 3,

2004 ZE, André &'03 stage [I/IIEEBEEHRE L
T oxaliplatin+infusional 5-FU+LV (FOLFOX 4) vs
infusional 5-FU + LV O LEBHABK (MOSAIC) 21T,
FNFNO IEEBRLEFRIZ 8% vs T3%TH D, FOL-
FOX A BETHEIRIFTH L EHME L1, 72, 2005 F
2 Wolmark & idstage [I/NI B M A2 H L T
oxaliplatin+bolus 5-FU+LV (FLOX) vs bolus 5-
FU+LV it (NSABP C07) ®fTv, #hZh
O 3 FIFREREIE T1% vs 2% TH Y. FLOX BTH
BUREFTHD EWELL, ZhoDBROBERD S,
B &5 Tt FOLFOX 4 % 72 12 FLOX #t8 471 % #8)

HEFRETDH %,

—F, CRETEARTRIEL A EHOS NG,k
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TREAZThEOS5-FU 23 carmofur AV S h
20 &7, WEFN L HBFEOW]D OEHBIC mitomycin C
% 721 mitomycin C+5-FU O#E % - liﬂﬁ%f’?&%bf
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BEICTH M. XETHLHEOQ UFTHLY vs 5-FU+
LV Qe B LHERER (JCOG 0205) »ibhTHY
i 72 22 RFBO evidence &7 B T EAHIFS AT B,

B 1% |2, primary endpoint {Z DV T4 Ll 72,5 &
41FF (overall survival) 235 b FE» endiaoint TH3
T EWREDY uh, Bl 3 EERAEES T L
B84 2 D T. {4 D i< primary endpoint ICBHWT b X
WET Z|ENMN L E NI, Sk EBBOMBILF L

@ primary endpoint & L TiZ 3EBBREGFEMNFELA

BIEMELLBZTHAI,
1Il. Stage [IEBE

Bk T3, stage IEBEEIC XL Tid mesorectal fas-
cia €258 & VI T % mesorectal excision HiEEH#E
FMTH 3 (Guidelines 2000)%, Z Fizxt LEF T,
LA 5> & mesorectal excision i base line T, d5ICH
HER) AEREEMA2OMFEL SN TE (F
AFZ 4", HESESUTCEETESTFET IH
BREAROH /I EFEY A HEBEBERE10% L &
nY, ThsOFHOZEIRFBERECEFRI[AS
DEEARIZTLOLERME NS, LI2Hi> T, stagelll
EEE o L HEAAFEMET 7288, BOKOFHBIRE
EXDEFHTRDIOBTEYL L Bbh3,

TEBEOGRE L VI &, BCKTIIREHREEA T

309

T » 5%, #HE National Cancer Institute 0 &k — A
R—UEBTH, stage [1/INEHRBHOBMERBITEL & L
T, kB +#RbE R b & CIRTRE + maik
PRE TR FEENHITFOR TV O BATIE. A

- 7Y ¥ DN —TH mesorectal excision %17 5 BB

BE e UM OBEOEIEALLERR 21T\,
EHE(L & N7z mesorectal excision T 8.2%IZ{ETL 72
2ERMBRENSKRGHREGHCIL D S 61 24% BT
L7z E8BELIY, Uicddio T, Bk Tid mesorectal
excision + HBIREHR IR & BRI L A 0T OH R
ERDDDH B,

—7%, HETREBEOFMEMRE L L TEONER =
RPEIRE T2 HEsRAV 60, HEOREYZET
T&l, JhRBXOEHRKNTABREEROERICRS
THOLBORBY, KBBHREODH 2 FU RHMH]
DFE, FORS LD, BWEAER, FRASMEER,
FIER L ED 2 ) o F 585 5,

FRCTEBEOMEMLEREL LTHY AT
BR&EM L ER L LT, tegafur, UFT, carmofur,
doxifluridine Z ¥2H TS5 h 3, ZhoDEFIWTH
LIENT5-FU KEBRXABERERT,

2004 £ X TG S FMHEBENE L L ThR
BR - EELOFHE TR S N EBER RIS
BEOLEHERIIN D H 51314819 2035 5 =D Tl
UFT# M v &, — Tcarmofur 3 v 5 h
foasn Zh 50 b EAIRER THES FRUED

 BOBH SN0 UFT 0 2 RROHTH S, b

194

ND2RBR T UFT HCHBC RF L ERREFIAM L
Bohrs EFEHBCOVTOEERRIZOSNL
AR Aduilat -

LFERARBOO - 3R ER A, 3O ICEBHEC
MT2RBROBMOEOTITORIAITFY LR T
X, BAREHTEESEUERY A2 OET (15%:
p<0.001) BEUFEL ) X7 DIETF (11%, p=0.04) 55
RERI, LIch-T, The2BE7T 5L, FURN
FALE KIBRBOMEEBRE L U CTHRE2IH UL
MEERTZEEZ T L,

B, DT CRONEROBEELRIIREN
2z, 2000 FDASCODERBETRESNL
National Surgical Adjuvant Study-Colbrectal LCancer
01 (NSASCC 01) SEfERLLBERB™IZ DV TH UL,
CIRREFTOIZE O,

FZ bR X D ICBKR TR, FM L L Tt mesor-
ectal excision, FiBN# L & U CIIRETERIGIR A EERE
KEDDDOH%, BRTEITERBNT REV <V
DFHi & &1 % mesorectal excision AT & & HHT X
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310 BB
100+
< g0
©
2
S 60-
(2]
k-]
2 401 Surgery alone
3
S 204 HR=0.52[0.33-0.81], p=0.0014 (log-rank test)
o 3-year RFS: UFT, 78%; surgery alone, 60%
O 1 T T T : v T
0 1 2 3 4 5 6
No. at risk Years after surgery
UFT 139 123 93 60 34 11
Surgery alone 135 104 74 47 30 9

& 1 NSASCCOl EfEHLEHBRDEHRF S Filig

nNHEHLFE. TNETORKOFMBEZNLUTOL L
THo1: I E2WE-> T 5, ERICHEDOFMHSTD
NI O stage NEBEO FREEE G 20~36% T
H5, BERESSTHON LEM L Z ORFEFRE
TR0 LDTHB, -

—7%. HA Tt mesorectal excision+ @] 5 EHY > /3
EESERTFM & L TTbh T &, JORKRRESE
FRMITH 15 E O stage WE BT O B HRE L
T~15%TH 2422 O & 5 IRATHREESEGT D,
HSHE RO BEPEIZ W g CHENERsAT oA
molie ZOLSKHFHFNS, NSASCC 01 EEA{LLL
BB O HIE. #HEYIER & L T mesorectal excision +
B ER ) o EFEATTO L stage INEBE M T
5% 0 UFT OB FHIHRIR OB & 3,

5 (2 mesorectal excision A48 U >/ SEIFRRY
HiTbih. HGEFRIETH (cur A) 4 S hi: stage
MoEBEsE L. FE&H 2()~75 #%. ECOG performance
status 0~2. fIOIFEDOTHILTHRWESE &h
7oo WRITPRTER - BIFLIL center TEMES I UFT
WLy £ R FRREMRCR S n e, b
A imbalance #7%& { T/, Zelen D FEE AL
T, MBSO, BEHGEE, U > HilRBRE 2T
& L 7: balancing T L7z,

UFT BCi3##71% 6 8T UFT 400 mg/m?*/day DMk
#BAsh L. BH 5 BIREGHEK 2 HREDOH A 7 0% | 47
DR L 1o, BEBRO grading i3 JCOG BIfEMHE
BEH -1, FROEZRILT 270010, BKRHE
)7 — % Z R/ L 72, primary endpoint (I EFRAEF
f§i& L. secondary endpoint % 4 £l & U 7o, DB
PIBIL BB 156~223 Bl L5t & le,

1996~2001 47 0> fi o2 276 B A3 % £ & . 140 1 23
UFT Bt 136 BIASEATHMEEISEI D (11T S hic, A

195

FIRBEL BT D EERT: 274 FISRAIN R E o - 12,
BOEBRTICERL L, EHPRE 8. Bt 60%,
TERERGE 40%, pT 3/T 4 80%. 53 % ) > HIZRE
HITHI 38% TH - 1z grade 2 DHEHESRIZ UFT #o
65%, FHTHIMELD 30% 12, grade 31X 7 HZH 17%.

4R o t, UFT B TOIREE compliance 3 5.
BAtA# 3 2 /3 93%, 61 F 88%. 90 F 83%, 12 F
80% & RUFTH - 72, '

RABE TG, 5 2 FHICFE S Wi bR 27 b
n7- GERFHAR rh oLl 3 4F), 3 EER R4 FER TIZ UFT
B (78%) DSFEMTHEMEE (60%) iCHE~REECREFCH-
72 (p=0.001) (K1), £/ 3HELEFEEYL UFTEHOL%)
NFEMBINEE (81%) CH~REBEICRIFTH-7: (p=
0.005) (B2), 2L T. BHEFEFIL UFT #6%. FM
BUREE 10% £ B L b B o 72, |

S0 & 31 UFT BECHEEI REF A RS R TR 120,
DRELUHEFMEBES I IOBEREZ200MEB D
ASCO TAKT 5 Z LABUEL. REMR SN, RE
O, UFT £ Mo 2 #8051 cur A,
stage NOBEBFBEH OB REELN B X CEEHM
ARET L. LU LDOTH-T. I OBRKEIE 2004 57
AOBHEEEBNBEESRETLREKEN. UFT 2 cur
A. stage [IERBREEEF IO 5 AR MO LMBILE
Wik LTI EN LW A B,

S8, BEETH L T 5 mesorectal excision + Il 4
Y o EiB vs mesorectal excision OE(E LAt
BETARERER (JCOG 0212) 1I2hNZ T, BRKTEHROEHA X
N B RGTR G O WML R L £ Bk U 7 87 7z Akt
BABOETHEE NS,

V. RECRER

oxaliplatin i il & T cetuximab %> bevacizumab %
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