WBE W6E 2008%6A

Bl RREHL VIEMEBEEL o TwWETOT, #
BEPHERHBII—EH T+, L2 FEEFAH

ELTEZDZMICANRATVIZIE, FHEAT—F
BT¥, 0FEHETER2THELWER->TWET, &
EEEREENBELAL S 2, Wdbkefic ke
Rol:lAhRBRETHOFEVERIBVTWT, —4&
Bar—7EETZELNTWE L. 0O/, GCPO
WAL 0FHNTYA LARBEEZ R 25T,
—WiEYOIEL2NE LA IR ZOMP KB A
@ bevacizumab OHBRICEMTEEF LA, FOMICK
FERFOBEBEARIE, BRI, CEEIELARRICH
ALTwELL.

G 5 TLR. $6TDHARbroLEFHLTY
4. bhbhiEes I lERRYBRIZ2 W THR
LERYEH -0, LhhdhREvRAdluwikiRA v
TLEWE L,

B 4 R R Y 7~ M52 hTWwaD
T,

B4R 2y —RIBAROENERTY, £ —
EFHREOTNEKELITOT, BNty —Eitkdb
HFiitwa 24, bhbhok ZaFEEMICHEERY
BEVOT 2L, B(MESRLTYE. HLVM
BEMTEBIIN4-T, BAMELT TBBFEE| ©
2% { THFRMEXRE) tA—-I 7 LELA. BE
BB T, HBBET TR, CRC D&Y D72
LEMY 4 FOMRIZY CRC 2 RBT2LvwHIDEK
EAzLTwE4, S6(, EERBRXIEBH TIZCRC
DOARHEILFES - ¥EHBLroZLSCYIELT LY
—EHo T T, TV 6—ROREGLEN G
ERERBRIIAPLIVARERIILE V) VAT AL
oaTwET,

b —Ai, BXKELEVWIZEhs, BEENE
BE#AEP LD FOE— b LTWET. TNIRRON
fliizbhboTETWLIENWICLE, 40 KEDM
PRl MERR  F o T 2% £ ORISR
ElRCT, TORMMICE 07 HFEEENE L. £
THREOTLSL—2a Y SHRAMBDA 2 LN
XFTETEMTEZ L) CBRMORIN STV ¥ L1
DT, FIVIATRA 7513 P LD EATVE LR
wid,

* #
A Tk, BECEFOMBICEBY £+, BEAEO
BEWoWT, FH#EFTCLEREEFTCLLIVOT, T
HANEI VI LI IPoTuELVD, FIICHEN
HEDGEOREP BBV EELWERVES,
W EWEFCHLTE. frAROBRMCMLTE

- 208 -

FlcE+BBELTLLEIN2VOT, PAZBLEVE
(S EEBIZL, FALVIRRREALRLD D
NEwIHTEE, BNERITEFOTHADTEALR
ZEVHBRAHFLHEATVET. FREFIIHLL T
A, LirL, EREROTVIHE FEEOMHIs
LTFRAIEERATHOEBETIEV) S EAHURL
TEATWwET, 25612, oncology DEELEN F4I
EoTwEt,

EF-EHEFICMLTIE, BREBo2IhO—DEL
THENHEEATLLHRD L) CHREENRLTVEAR
wEBoTwEd, REMICIZTFRNEL S M5
{EEMCEWTL I L2ELTVET. §. AT
OHAF—FL, EZTLZFr—T2BELB{RD
FLi £oC, EMAETTLL, wawALREICH
LTLophELERBELPLoTVELVERSTVE
¥

BRE:AOBE, ATCETHE, FEPALLEV LY
BoTwEdA. ROICEREL LEBFAALBETVWEL
Iedrh (), B R o TRERF E2IT AL LvORE
FATVWET. EBOAKCMLTIRAATONES T
50T, TLLEFIHLTEVW I EIZRN 4. HA
T L THEENFACOLVASTELOT, £
BELBLTHISASVHAFEMBL TyrkvEn
HwkBoTnET, BFEAOEREMNT, #AT
whiEdfrniBoTwET,

B IWEAFEOREIL, 44FKIC 2N, MERHEOR
HIHFEENTVEOT, KEEILIRAL-ZIZED
RMEEAZY. FELEIBEIE 2k, 2di
PHEEAFICA ST REVOTSH®RIZEEE) 2 V—
FTAERTYL, BRTIHL (RERBEOLIIZANA
Ihvk, FhrbliloRrTLELIMEOIL
BTk, TEEIETIRo T hEZnEnIFERIZK
EME SN 1. WETROMBEEL LT
BoT vk, kBICKZEIRE-TET AW
LIRS HLDT, 25X BEBHBEOD early
exposure HAYHE L Bo T+, FEHRICML T,
KECRE>THATUTHTNTELRLELTVET,
A S Ty L LRENBE BN T2
b, TNEFRONALMTER—2 v 2 iR EITHE
TELT, MRMEERETIE, %5501 s
entific (ZHEEMSEO B LA S, ok AES0 0
WAL & WA TVWEOT, £IvIME
LTHHEEY vk RoTuEd, Eioh WP
WEEBLTRELELT, Vo= 22 FEBRD
HEICLTX>TwELWER2TWET,

ek LY LOMBARE TR TLIVERVET



W IDIAI AT A —OPME ECH TS EAE
WIREZHA ¥ P T, HEALL o TROLEELHA.
VALY LTERAPGHESS LI LAHERTEWE
PoTwiEd, LLATREMBAKETRELLTnE
T8, FTRNBOELTILD, FABRNSHETS
CAVIAIEFATI v 2 EROTVEDEE NS
&, FHERETS(RKREFF-oTE T +0OEDT—
ATL ZATHROBROPFABMEE ) ANTTLH
LI MO LIMELT L Eabhvbhofi&éTi
ZuhkBwnEd,

AR BECTEOERTVWESEEET. & MEA#H
BHFLVERESIVIIMEL LT, IR kEoL
DT, HIVREERTLALI2BHLATHAERR
KEHaLBWIT, & BT TREIHR HFEE
FOLTRTOHEICEVT, BEARSL I I HRic

L ale .

H-oT, Y@ osi v T EpMoOMTH
FMIEEERATVWELREVET, FIVIRRETH-
Th, ERZORALBMIZL-T, HAFEVWTWD
UMY erBRETEZVWEVIOR, RbiokE
HLALALEWEY. SERTHK o[
ADOMENROEELEDF Y F7—2 2T,
Cha6b5EO L) CMEEEMNIZTIBITEL
BIwiBLE LA

ABRAEBILWEZAS HNALITEWE LA,

ZOERZIE2008FE2 A8 H, iEIcRVWTEMR N
kAT 72y a+ VR T T v, 3k RE LK
REREL T O YT L, #I8: NPO MALRRIMIETTE S
icroTHRES LA,

-209-~



Mk - M@, 57(5) . 524-530, 2008

B3 | B ABEBFRRROES L ERNABEAD T LN b

BN KRR ERPREER (REAL-2
AER) DIER EHHPEDEN A

2EICH-6 TRE

Key Words : gastric and esophageal cancers, REAL-2
study, chemotherapy, oxaliplatin, capeci-
tabine

U &I

CCHEOHLBEIARI BT HLERE
DEFRIZEDETE LWL DA DY, YIBRTEEE
TEHIFACHT ALEREICML TS, DIE
o 320 I AHFABEO#F AT20074EASCO
(American Society of Clinical Oncology) 3 & Uf
20084 M ASCO-GI(Gastrointestinal Cancers
Symposium) ICBWTHE Sz, Lo Liess,
LLgT47 M 72JCOG (Japan Clinical Oncology
Group) 920558880 RE% b £ 12V, Sfluorouracil
(5-FU) AR E 2 VBT ETH A ST 2
REGRO 1 2L LTHESH TE b EL
S5FUR 8 & L -ZH|0F AL M 2 mliam s
LT EBABELOMT, EXALER
BEOEXHCBWTRANPHFELTVAZL
LYPEETHD. XWTIZ, EEIZBVWTEFTH
EEAAEMRICITbR A I HHE8
(REAL-2HER) DR MR T A L L 412, bt
BB 2NBRTRETH A ICHT 2{LFER
EOBRRIZ>wTHh~E,

Fr 7k FEARR™
H E B’

B AEEREOREICE T 5RAR

ZhFT, BRSSO TYRAEET - BR
BAA ST A{LERECBVWTEIEI2E
RABROERIBRESNTVEY, FDIREA
ENSFUL L LEREICMT 2R Th
A, BV T, 19804EIZFAM (5FU+7 F
V7742 7+74 24 ¥ 2C) DFHENSR
Hah T, FlE#E LTEREATEL.
T OEIUEIZA D, BHIC BV TIXZEORTC
(European Organisation for Research and Treat-
ment of Cancer) 5, FAMTX(5FU+7 FU 7
TAY Y+ AR FLEH—})ATFAME HEL,
EFPRMOFECEESBOLL Z EHHES
L7z (A FF 3 M o S1i (median survival time ;
MST) : FAMTX(10.52° ) vs. FAM (7.2728) )*.
ZOiz®, FAMTXIZEK BT 2 EEERD 1
DEETITENTE SN, 19994 IZFAMTX &
ECF(z ¥V Y+ AT F7F »+5FU) D
EHBOERIBE SN, BHE(ECF : 46% vs.
FAMTX : 21%) 3 & U474 (MST : ECF(8.7
2 H) vs. FAMTX (6.1 H) JIc B THEIZECF
WRIFTHLZEAGREN/Y,. COFREE,
B A FFicBV T, DBAME - BREN
ANHT B EMEHR I Y B iERE L L TECF
PHLE{BWHEhTEL, —H, kESPREL Y
THFP(5FU + ¥ A 75 F 7) B A A LERE

* Impact of REAL-2 study on the treatment for advanced gastric cancer in Japan.
** Ryotaro MORINAGA, M.D. & Kuniaki SHIRAO, M.D., Ph.D.: X5 A ES5 ik & EEIRE (®879-5593 H
M H#EMAETEA + £1-1] ; Department of Medical Oncology, Oita University Faculty of Medicine, Yufu 879-5593,

JAPAN

-211 -




Hematology & Oncology Nov. 2008

O ERE 2 - TV A%, 2003FEMASCOI
BWTDCF( FE & %N+ ATFF > +5FU)
L FP# Il L 7= 56 11 HIEBR (V3258R) O# R
HERE Sh, BRI TI7% vs. 25%, MSTTiE
9.2# 8 vs. 8.67 8 LFPL B LDCFAH EIZTF
BEAEET ARRIRENLY, FPICHT 53R
%R L7:DCFid, BEXECBVTHALE
WMEND1 2L LTHEITFERTVEA, £0
BHEOWMEHOHEREME LTHERN 2 &
VHAEBBIIRELTWEW, T, BET
IZFPLXP(Xeloda® ; RV YK+ ATTF
) OHEEER (ML17032888) 2%THh, FPIZ#t
THIERENSHHERLZILEIZLY, XPIEFPE
FR R REETEH AT A REERIC
HA A ERED 1 2+ LTHESIT 6TV 5D,
bAENBWTIE, JCOGI2055:EEIZ BV TP
S-FUBLHIMRE: (af L, B0 ENELTFNIM
(progression free survival ; PFS) Tl B »7: %
D@, MSTHFPT730A L5FUTTIA LR
ZEETH -2V, FOLH07TEFH Y
FrAHYMEENLS T, DHETIESFURH
BiEr Y 77 LV AT —4ETHHRERENT
bR T, BEBHETIZHEEREGRE
ZwE FIRME LARESRV T,

REAL-2EERICDWT

0L, FhEROBBIZBWTHEIFAKL
x4 A EEEROMREIEHEATE L OO,
—H TR ErH ADE SN ML
HWESBLEANTORVWOIRRTHL LWV
%, AWMOFEBATHLHETHEOENFAITT HA
RUSEEAFHNTIFRELABD3HA
BEFERREEL ¥ A V2T A RE S R FIRTE S
N—Fi- kB AHRER (LT, REAL2EER) b,
AR L7 & 9 IR REE ST B ATA KT AECF
DI BT A REERD 1 D& LTIE A
HENTWVAS L) WD LEMS W HBEERT
H0, i kb bHEI BV TECFYEMEER
CHE ShAHHEEM TR 2V E S AICERER
b, iz, DAEICBIT2RENADIE
LAYYRELENATH LD L, BOKTIZ
FOEHBIATHAHY, THOLEHVAHT
DB (REAL2RER) O RIZEIThTWEI L

CHEFEFLETH S,

REAL-23%E%13, BRic BV THETEHEENA
OERizECBWSRTWAECFD ) b, TE
MEI U ER—RELT, YATFF 7T
A ¥4 77+ v DFKE, F5FUSHT
AARVFIECOFSBERET A LTEHN
L L-EESLE N HLRRRTH S, {LF
HEFELH S VRAETE -REBEOLE
WA, B REESEIA, BPAEMNT, £
ERRSMEEEIRIE 2 1, ECOG(Eastern Coopera-
tive Oncology Group) ?PS (performance status)
02THAEMLHHRE L. HHEI4LIAY
(ECF, ECX, EOF,EOX) T, ¥ XTOHTT
VLKLY (E)pfrEsh, 79 FH8RHIE LT
YATIF(C) EikAFHY) 775 (0)75,
Z7{LE) IV BRI E LTSFUR S L R
RYFEY(X) DG END 2X2 FH A VT
b (E1). BREMIE, PS,stage, k%
RRMLEFE LT, EEACEHERFCHNG
HohTwa,

CORRICHY A T EFERE 227NN
Thh, YVATIF T AEAXHNTSIF
v, IL5FULLHTAARY S E L OFSEE
T2 794 YA EVb R, BRAFMEHE
k LTPFS, %%, #1, QOL(quality of life)
HEBBEVSRT, N — FHROBRERZM
O LB B 2V L2 A EKE0DS, R
H/180% CIERA$ 3 /s, &EE25081TEL000
FlOBGILEL SN,

20004 6 A A 520054 5 A DM IZ5F1,002604°
BHEh, BEBERICEY 2L ABCEHNHG
M ENT, 4B THEBRIEEN 2SN, £O
3 L% HUEBME, 23% A RAMETHITH -7,
FREIZIEH40%, AEH34%, HEEREH
A26%TH D, HEMH TIRMHANEY% LEH
FEHTW.

#H%iE, ECF40.7%, ECX464%, EOF42.4
%, EOX47.9% L &R BV THAENICAE
LEREDOREP o7, TEFMEEOEE
MM\ B Aintention-to-treathHT TlE, ¥
#1) 75 F ERABE(EOF,EOX) D ¥ 277 F
v {ERE (ECF,ECX) I3t ¥ 2 %M, BIU
H Ry & ¥ fEREE(ECX, EOX) O5-FUR R

-212-




m¥E - lEf B57% £55

[ =]
E| TERLES > 50 mg/m? iv
: c|yzxrsse 60 mg/m? iv
R F | 5FU 200 mg/m?/d
A —
g E|TELED 50 mg/m? iv
C| 2755~ 60 mg/m? Iv
feemsrnmo | | O X | hxsaEL 625 mgm?bid
RAEFEE L > T ==
GBENREYA | | E|zeness 50 mg/m? iv
AT o #%4u757> 130 mymeiv
Ry F | 5FU 200 mg/m?/d
T*’ —
soiimz ) | O E|TERESS 50 mg/m? iv
'%E? N O|#%4U755> 130mgmiv
BAER B i X|hngE- 625 mg/m? bid
E1 REBFYT (OO L ) HNE)
e MST(R) 1%&£6®
il i — YRTF5F(n=490) 100  40.1%
& - ARHUTSF L (n=474) 104  439%
4 N — FHE 1 0.92 (95% CI, 0.80-1.10)
£ go %
# -
- i
(%) 401 L. FRYUTSFL
20 SRATSF L
OOTIIIlIlYll'['FTTTTIIIII!iiIlFIIIIIlI'III
#itROBME (5)

2-A TIFIEROHB(YRATIF - vs. AXHUTSF)

(ECF,EOF) 2339 A e MEA%RERA & /s (B 2-

AB). 7, BRI L LTiTbhizL Y 2
YL OEFIETIE, EOXAERERTSH S
ECFL ¥ T, MSTTI11.24°H vs. 9.94 8 &
FECAFAMOEE B2 b (E3).
BHICMLTIE, YA7S5F ERBICBY
Tgrade 3 Ll EDIFPREL, BEB L UMERE
BREVERICEL, #FH) 775 F A EHET
i3grade 3 LLEOREMERE &L THIEEIZS
(BoOLNE, F, FFHNTSF AR
TRYA77FERELEBLT, niFs L

-213-

(W & W5 RE%)

TF=EFEIVEMETHY, BEEI BT
EMRRENL, BRECLICAR22E 0 SO
TTANDPBOLRTEN, E4HMECELT
T1ITLOERT. 7, BROFEHET
HLQOLIZEL T, HMEMTHEELZEZRL
oz,

ZOFRNPH, EITHLEFACHLTIA
TIFEFFHNTIF I, SFUEHRY
FEANEFNEFRABTIETH S Z L AR
ahfz. ZOREAL-25488 X URILE L7=ML17032
REOERE?S, BMERZIZ2007E3 Ai2H



Hematology & Oncology Nov. 2008

MST(B) 1 F4&#H=

1005 — 5-FU(n=484) 96  39.4%
1 -~ HreL2E - (n=480) 109 44.6%
804
b \ N~ KB ; 0.86(85% CI, 0.80-0.99)
£ ol
¥ 5FU N b dept's
- - g W ARV EES
(%) 40+ Br

B ORI ()

2-B Zu{EEVUI I -REFDHE(5-FUvs. hR2EY)
(Cwk” & 0 51 ReEE)
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— ECF(n=283) 99 37.7%
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ECF ECX EOF EOX

il FEHEE (%)

G ehERa 41.7 51.1 29.9 27.6

R 13.1 10.5 6.5 8.6

M A 4.7 4.8 4.3 5.2

BEBAELT P R A S 9.3 6.7 85 7.8
S 8 M (%)

TH# 2.6 5.1 10.7 11.9

- En 10.2 7.7 13.8 11.4

FRERE 4.3 10.3 2.7 3.1

FH AT 0.4 1.7 8.4 4.4

BE (grade 2) 4.2 474 27.7 28.8
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Table 1 APRFHSIERAUER,
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Figure 1 Upper gastrointestinal endoscopic view revealed a
bamboo joint-like appearance in the lesser curvature of the upper
gastric body.
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Figure 2
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a . Colonoscopic view of the lower rectum shows stenosis and irregular elevated lesion behind it.
b . X-ray graphy was performed concurrently. Stenosis was extended as 6cm in length (between arrows).

Figure 3 Enhanced abdominal CT scan showed a 7.5cm
tumor with unclear margin.
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Figure 4

fEFIE/BE Crohn HOEBS i HBSA ML 16

b

a ! Macroscopic findings of the resected specimen. The primary cancer was located in lower rectum and anal and invaded into
prostate, bladder, seminal vesicle, and skin. Red lines show the area of lesion.
b : Histological diagnosis was moderately differentiated adenocarcinoma. Cancer cells were seen in the granulation tissue in the

anal fistula (between arrows).
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A CASE OF RECTAL CANCER IN CROHN’S DISEASE
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Hiroshi MATSUBARAY,

Junichirou NASU?Y,
Toshikazu MORIWAKIY,
Shinichirou HORI",
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Masahito TANIMIZU"
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1) Department of Internal Medicine, National Hospital Organization Shikoku Cancer Cenler,
2) Department of Clinical Laboratory, National Hospital Organization Shikoku Cancer Cenler.

The patient was a 50-year-old man who had been diagnosed with Crohn’s disease at 30
years of age. He had suffered from an anal fistula since the age of 20. He underwent a stoma
in sigmoid colon due to anal stenosis at the age of 48, and a partial resection of the ileum due
to perforation and massive bleeding at the age of 49. Then, his anal pain increased and
adenocarcinoma was found in a biopsy specimen of the lower rectum stenosis at a nearby
hospital. In our hospital, CT and MRI scans showed a 7.5cm tumor in the lower rectum and
anus. It was diagnosed as stage Illa rectal cancer and abdominoperineal resection following
chemoradiation was performed. The tumor was seen at the cut end and he died from ileus 2

months after surgery.
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Abstract The Gastrointestinal Oncology Study Group of
Japan Clinical Oncology Group (GIOSG/JCOG) has con-
ducted several clinical trials to establish standard chemo-
therapy for unresectable or recurrent gastric cancer. From
the late 1980s to early 1990s, two phase II studies by JCOG
evaluated oral fluoropyrimidines, and others introduced
Western chemotherapy regimens. Thereafter, the first phase
M1 study (JCOGY205), comparing 5-fluorouracil (5-FU), 5-
FU pluscisplatin (CDDP) (FP), and uracil and tegafur (UFT)
plus mitomycin (UFTM), could not show a survival benefit
of either FP or UFTM over 5-FU alone. In the late 1990s, new
active agents such as irinotecan (CPT-11) and S-1 (new oral
fluoropyrimidine ) showed promising results in their phase I1
trials. The latest phase III study (JCOGY912), comparing 5-
FU, CPT-11 plus CDDP, and §-1, showed significant nonin-
feriority of S-1 to 5-FU in overall survival, associated with a
betterresponserate and progression-freesurvivaland accept-
able toxicities, and concluded that S-1 should be considered
for the standard chemotherapy of unresectable or recurrent
gastric cancer. Simultaneously, another Japanese phase I11
trial comparing S-1 with S-1 plus CDDP showed a survival
benefit of S-1 plus CDDP. At present, S-1 plus CDDP is rec-
ognized as standard chemotherapy for unresectable or recur-
rent gasiric cancer, and new treatment with molecular target
agents is under development.

Key words Gastric cancer - JCOG - Fluoropyrimidine - Cis-
platin - Irinotecan

Introduction

According to global estimates of cancer incidence in 2002,
gastric cancer remains one of the major causes of cancer
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death worldwide." In Japan, despite a remarkably improv-
ing survival trend through early detection and curative
surgery, gastric cancer is the second most frequent cancer-
related cause of death after lung cancer. Especially, unre-
sectable or recurrent gastric cancer shows a poor prognosis.
Development of effective standard chemotherapy is an
important issue.

From 1985 to 1992

Several phase III trials demonstrated that a 5-fluorouracil
(5-FU)-based regimen provides superior survival in patients
with unresectable or recurrent gastric cancer compared
with best supportive care” Although this survival ad-
vantage appears to be remarkable and there were not a
few randomized trials using anthracyclin, mitomycin
(MMC), 5-FU, methotraxate, and cisplatin (CDDP) for
unresectable or recurrent gastric cancer up until the early
1990s (Table 1) no global standard regimen was
established.

The Gastrointestinal Oncology Study Group of Japan
Clinical Oncology Group (GIOSG/JCOG) has conducted
several clinical trials to establish standard chemotherapy for
unresectable or recurrent gastric cancer. From the late
1980s to the early 1990s, some of them evaluated oral fluo-
ropyrimidines that had originated from Japan. There are
quite a few oral fluoropyrimidines available for gastric
cancer in Japan. Among them, tegafur (FT) and FT plus
uracil (UFT) were the most popular, Because monotherapy
with oral fluoropyrimidine did not show high response rates,
its combination chemotherapy was investigated. A random-
ized phase II study (JCOG8501) comparing FT plus MMC
(FTM) with UFT plus MMC (UFTM) was carried out."”
This study demonstrated a higher response rate in UFTM
than in FTM, whereas no survival differences were observed
between the two arms.

Subsequently, the trials in GIOSG/JCOG investigated
the feasibility and reproducibility of Western chemotherapy
regimens. There were two phase II studies of a platinum-

=231~




