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(L-OHP +1-LV +5-FU) #&: D Sequencial #E,
R IFOX Study & bNONHIFEATNREHD
TH5, COFBRIFOFNA N /) TAHYESLID
B E VI BESTNV—TF VF D regimen
Tdh BETKBREICH 5 IRIS | L, {itF
DIEEMIGED—DThH S mFOLFOX6® % HEL
TAHILURETHSD., CORRIIT TV ATIT
b -4 REBETH 5 Turnigund study® %
BEIIFFA Y L2bDTHA. IRIS & mFOL-
FOX6 & DFLtEEMME AL, IRIS AR
EEO—DIMPAN TELI L EEATEHEL
7z. Phase III OFmD7/-HIZiZ, B+ Y
FNRA U N=FEFTIIERIESFA T o 72 CBICE
bhirni-d, o0 study IZHBERET 2, Ei,
FriEX o L i OEERIZH B L TR
TWw5, IV ATFADOITRE LT, web B,
CRF ©A v ¥ —% v MERE EF LALLM
272 S ERRORAEETRD study THS.

b 9 —ol3, KEEMBLFRED Phase 11T
RETHAH. b OIIKGENERBLFREL
L C OROYUEARROA B & RERIER 7 L
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A F > (PSK) D LFEEZIR 2 BT 55K TD
# = =B (HGCSG-CAD STUDY)ThhH 2o
LIAVEORBEEZTHHDTH B, 3208&
W SEBITOLESRERTH Y, &TH HGCSG
F ) TF VR N=FEFTIIEBRARTRE LR
Th b0, AKEENF OfLEOSEB2H
BhEBT, 2OEATOSHOMERRRL 1%
bbesrI itk hEFEMFRELE LTEBLTY
5. O Study 3RO KRG RHEMLERE L
L COROTHERNC X 2 EE» OB R LIRS
EORFEL V) BRITIZ, hd OB
BOTHE E HRIASEE 2O T, W) £L<
BHLTZEL TV DRV ERDIMboT:
EELRRBRTHDEEZTWS, KREOFHMT
55 FWMEE~NORYMA L LTI, U7V —7
TIXRIR U722 BHE IRIS BEOF I/ MRS —
FENCETEEIN-HDTH A, ASCO 2002
N7 Z R T ENBIC, BIEIERERD BT
Shits, CEFETALLIZLIX VO
Irinotecan & S-1 DBEHBEDE =AHFAER) ) X
HL7-Z &, JCOG 9912 HBVIRARIZA- TH
ol EEREEL, EROL Y X VORI EEIT
LEHRILH, COONRBOKRELFOE
L) OB HRBOERIFIEIN:, £
NS CHEES TV B EERARR L LTI, 5-
FU it BB I12x3 5 Irinotecan & Paclitaxel
OPEBFEEDE 1/11 REEVETH TH S 54
HFIZHREDFETHSH(FE1)., 758U LEDH
BRI 5 Ist line & LT® Docetaxel &
S-1 DEFRAEEDE /11 RER(F 1) HETPTH
D, K5 BGERHEHNRICTHEZLTHAIHIF
BBy —7y Feol-a=— 7 REBIREET
HBHLEZTVE, ZHELHRAICBHELERTS
BERLEAHLTWAS, LHrL, WThd 2nd

X 3

1) http//halo.med.hokudaiacjp/ ge/

2) Komatsu Y, Asaka M, Sakata Y, et al : Phase I/II clinical tri-
al on the combination chemotherapy with CPT-11 and the

new oral anticancer drug S-1 for advanced gastric cancer -

(AGC). European Journal of Cancer 37 (Supplement 6): S288,
2001.

HGCSG (LimEH LEHB L2 RIERT R R) TOR D A & Btk

line TOEER, BEEOBHFEVIZLT, &h
BBHAC— FELEBOTREEFFL TV,
BEOLRINV—TORERI, B STUDY
RS T, EFDEFAY — FIBWZ L THB
LEDbRL. BHERICBIT B EIRELLE OBERR
BOVERICHTHRELSOIIEDTHLZE -
R, BRR~NDOBH Y AT AOMFL, CRF &
AZETATRRPBFEVREEERE LTED
TEHLIAETRLTHBIIEDIVWEEST
W5, '
5H, ZORE~NOHEREEEEN, BTV
—T7OBY AL HOHRE TEB/ASIETHELD
L, MDTHOEITN—FIZONWTEARL
ENTE, RERPEL, RIZLTZOLET
BASETEHVTREWLDOLOMMET S LA
Tixd b, LiL, BT NV—T1L, FTLWFH
TEEH LB OBENEELBLL L) ET5E
KDOBBLTN—TThHsHIEPTIIEENRNWE
ETHBDT, ZOERWIEDNIEFENTH 5.
FORWEHEITTH7DIEHD VAT LOFE
EIIED, SiEk L OHEBRZHRD T, B
LHERPTEBLLIIICLTVEVEEZ T
%. ZOHEHE%*BHEAHES FFRERIZEICSMT
FLETEAHPH o Letud, #ERKTES, W
B ST RICESH L CHE-WEELTY
5.
B#I122 ) 928 HGCSG WhEsmiEaknk
47, Phase III THEIBATHV T 2305
REHE, UTN—TEXZ T NTWEEERY
I DERZLT, BTN —TT7 ¥, F—2%
HDTHWTWATIZRmRRERRE B4
RSB L BT, 8RS 5% 580
2O THEV L7V,
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Carrent Organ Topics:_

BL®»ic

BEuVRAE YT — BAEERY - R OEHIFAHT
DR—=IVTIE, FFHO 2004 FEOKBEIAFTHIE,
EUTIIE 4, KETREIMNELBESATSY, ¥
mEmizH 5L shTwad, KBBOKBEL SRR
MERZD, 2D 0~40%IFRBEBEZHL, T0%L
PR TH ) EHLFREOHEIL L 25, REDK
BEALEREOESIZDET T L, XD LD key
drug T 5 irinotecan, oxaliplatin # FAX LV I A VD
BEFWR -2 LIZmA, Wb DHERFFEHES
FRRESN, BLaHLIAVPRLAICHEENREIHIC
BoTETWS, FIFTH 2007 4 6 AIC bevacizumab
DRERAZENFZEh, EHFTEL Zo22D, ol
BRAKLFEBDOL I A VLI ZEENERTEDL LI
iCO'C &7

1. FOLFOX, FOLFIRI &%

B, KBBOEWHEETE, BE1OTLHALE
HEMETAILNTE S, BENEBEROTRIZINS
DEFRERAVT, BLAOBKRABRIBRYBELEHES LA
BRI S vy, B 1 X National Comprehensive
Cancer Network Dk —AR—I2h e ¥y a—FL
RETOEENEROTNA K54 ThHb, PSHPERE

2B LCIiZE 1 o initial therapy 2SR ST |

By, BETRSTENEAOA»EEERE LTE
BmEN T3, KBEBROEYHEIIE VR, Leucovorin
(LV) & 5-fluorouracil (5-FU) O ff HFEE I FOFE
L L TERS T WD, irinotecan, oxaliplatin @
B2 & ) FOLFOX #H: 3 213 FOLFIRI JBE % Ist
line &3 5 DIEREH L &2 o720 FOLFOX T ox-
aliplatin, LV, 5-FU 08t f# & C FOLFOX1~7 D&
M BHH, hTH FOLFOX4 #%, KRETiThiL/ N9741
RBOITBVT, RROBEMERTH o2 IFLYITHL
TEHE (RR) (45% vs 31%), EHBLEFHMHE (PFS)
(8.7Mvs. 6.9 M), £FFHIA (0S) (19.5Mvs. 15.0M)
DFTRTICBWTERBEIEH SN L TEERD
EEMEBEELERI A, TAFABHICEKRMNTRE
FOLFIRI #¥: (irinotecan + LV +5-FU) DRERFABRA

& 1 KB#HBD key drug

EENEEEDESR
HRE XE H&
5-FU 1962 1967
LV (+5-FU) 1991 1999
Irinotecan 1996 1995
Capecitabine 2001 | K&
UFT/LV P 2003
S-1 FAZ 2003
Bevacizumab 2004 2007
Cetuximab 2004 | KA&FR
Panitumumab 2006 | KKZE
P 45007 | Colon Cancer e
OF CARE DSEASE! PAGE 100G}

o | B

:.'::’:E’.:ﬁ"“ e )

- ?:.1"::’2;"‘“ + oo | Catieriora WAL o paritamomab L1

Patient FOLFOXZor Capuitd

or

tolerate FOLFIRS + ihainab 19162 + Minctecans
P

irdanshve bevacinonab’

thecapy

o
Catbmximab 1412 or panitumumes!1. 2.1

or }‘mmxi ocCapsx?
Catraimab 7452 + nctecan’

feaiect g

Cotudemab! 4142 o pamitusrcmat 1L
FOLROY? 0f GapeOX? ——————————t itinstecan’—[or

o |Catiodmeb0IL 2 4 pinowean®
rinotacan® [Catictimat 141113 or parttsmumad B0
o for
FoLrmat Lam'*"«“ + ectecan®

B1 NCCNHAFZ4>

EM S, LV +5-FU 8 & OE/ES L8R8 (RCT)®
BV TZOFAESEHEh, hd E-tRORE
BigEo—mHEDLN, FIT, TOZODEHER

## FOLFOX & FOLFIRI TREL L EZHITSHBD

BELPBEHIE V) BENHY, ThEEHT7
5 ¥ A0 GERCOR 7' V— 712 & 5 RERDER s 2"
BBt ABEAREICH L, st line & LT FOLFOX6 &
FOLFIRI \ZEEBEFIT L, WEL 2 o725 crossover
LCT#h#Fh, FOLFIR], FOLFOX6 ~"BfT3 55D T
55, WFNO arm IZBWTH RR, PFS, OSICHE
ERBOONAEDo I NS, EHH% Istline & L
THRETHBHIL L oze ZDH Grothey b i, 5-
FU (+LV), irinotecan, oxaliplatin ® 3 # & &M L 7-#
SOBVERRABICBVT, OSHELRBI L%
pooled analysis »HEEXH LAY, ZoBEICLY, F
WHICLERO 3HEENE S BRI E OEBNE
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M maintenance therapy vs chemotherapy-free interval
with oxaliplatin stop and go

OPTIMOX1 : maintenance therapy

mFOLFOX7 X 6 cy
sLV5-FU2 before {baseline) progression | A
FOLFOX?7 reintroduction

OPTIMOX2 : chemotherapy-free interval

mFOLFOX7 X 6 cy
No maintenance until progression B
FOLFOX7 reintroduction

IZO—4>N—ZODZ>3|

Only 6 pathents in both arms had FOLFOX reintroduction
more than 30 days after the first progression

2 OPTIMOX2 study design (3CHEk 9)

F o7z TOEBHD-HIZIX FOLFOX, FOLFIRI #&:
ELoDYVERTIZILTHY, ZOHERE20H»ANE
DOS HEFTEIRHRLLY, ERTHIOEZHF
BENELIBRIND LR o7 £#ZTFOLFOX ®
MREEEAFTEE 2o TWED, HSEDTRIZEHIE
DM LR QOL M FE X IR L7 OPTIMOX 2 ®
BEREENHE SN, CORERTIE, mFOLFOX 7 %
6 I — A HifT#12 oxaliplatin Z Ik L sLV5-FU2 21
EF THITT S OPTIMOX 1 &, mFOLFOX 7 iifr#
125 &R #E B (chemotherapy-free interval: CFI) #
T 5 OPTIMOX 2 g s e —RBFEE LT
OPTIMOX 1 & OPTIMOX 213, PFS % 368 vs 208
(p=0.08), &FHAMPRME (MST) T264H vs 194
B (p=0.0549) L WIRRTHY, AEEZEIZVDHOD
MBBCERTAEMTH Y, CFI%2EL OPTIMOX 2
RHRT 2EFREY (M2)% %7, OPTIMOX 1 T
RIEB (T oxaliplatin DFHEADST & 7= EMITEEIZ 0S
PRV EVIRET S H 2 2D FR A TIIEREIC CFL
BT, WEEL S oxaliplatin ODHEBALZ TS Z L05F
BHThaLBbhb,

RO L, KEBHEIL key drug #FEWE5 2 &3¢
HECH 5% sequential 2 EHBE T 25~50% DEBEFE
%% 2nd line IXEDZVEVWbRTWS, £ZTC, Z03
FEZFE L S 72HI2 FOLFOXIRI vs FOLFIRI @
RCT & shiz (B3, &R FOLFOXIRI ®
RR X 60%, FOLFIRI % 34% (p<<0.0001), PFSX9.9
»H, 6,998 (p<0.00009) TH by, B THEICRE
Tholz. £720Si1323.6 28, 16.7»HTHh, *
BOYHETHEEILBRFTD o 72 (p<0.042),
FOLFOXIRI & FOLFIRI X 3 FHA B o 7235,
RR, PFS, OS, & LILEREHDEBEOHETRE
BRERICENTE), SBRSTFENEFNZBVERVE
BOE—BIRO—DIZ L HTERERD 2,
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FOLFIRI*
CPT-11 180 mg/m?® 1-h d.1
LV 100 mg/m?2-hd1.2
5-FU 400 mg/m? bolus d.1.2
5FU 600 mg/m?22-hd1.2
q.2 wks X 12 cycles

*Douillard Lancet 2000

FOLFOXIRI**
g CPT-11 165 mg/m? i-h d.1
LOHP 85 meg/m?2-hd.1

L-LV  200mg/m?2hd.1
5FU 3,200 mg/m? 48-h cid.1
q.2 wks X 12 cycles

**Masi Ann Oncol 2004
- In pts progressed after FOLFIRI a second-line CT with an

LOHP containing regimen(FOLFOX)was recommended

3 Study design (3C#k 11)

&

Stratification
vCenter

vPsS 0O/1-2
v Adjuvant CT

Z002>r:

2. BO7 VLY I UL RIRE LSRR

FRIZBWTE, EFLBO7 v1bY ) I TV %PE
BV OIHEBENTWBD, BT S-1, capecita-
bine (Xeloda) 13, BICHESh2EHTH 5, i
capecitabine X, AHECTHE SN 20T, &
AEZBVWTKELZOD RCT*EH S h, LV+
5FU & 0 [El %4 25%EE & /o FOLFOX 1 48 BRI IS
B3 5-FU BBHEN S 5 7 OERKE D ) F— X —F
BANLETHY, BREADZDOEFHRY 7HLE
THHILHPLEOERDN, PCREMTH o720 LAL,
ERORERAE RS & FOLFOX @ LV +5-FU 85 % ca-
pecitabine (28 X # 2 7 XELOX (CAPOX) #:" »<Hd
% %N RR 55%, PFS 7.7 # B, MST 19.5 2 8 &
FOLFOX4 BT 2B CTHH LR E N £
L TR EE TH S FOLFOX4 & XELOX 0 HEE
BYBTbNIESHITH SN, $725-11, FAH
ATOEMHARABRII LV, EROETHRAERTIZRR
H35~40% & BRIF LB EFREINTE N, FHEIC

. FELREHTHHLEZObND, £Z T, FOLFOX &

F#i2, FOLFIRI #&* IFL #&TH LV +5-FU #45
OO TOBERZIITRLEZ, EBOEBETS
HGCSG (Jbi#pEH a3 ML 2B ERNFES) T irinote-
can+S-1 % RIS ik L B CHE DR E £H
L, RR52.5%, PFS 9.3 H, 1 EEEFR70% & BiF%
RREBID, ZoBHFOER%E ASCO 2007 THE
L7:%, BifE, IRIS% &t RCT 222 XBVT W5, —
DI LEFED FIRIS RE (irinotecan Ff# D XKEH
2nd line IRIS vs FOLFIRI ##:®) RCT) &, HGCSG
IFOX SREBR (KB 1st line IRIS vs mFOLFOX6 #ED
RCT) T& h To#MEpEi-h b, F74S-1 BEEE:
LTS1&LVORA#ERED RR55% & BV RR 275
L. FHRIC ASCO 2007 THi& s h7z". B, FEH S
ASCO DKBHMICT 7t 7 P ShaRBIIFE AL
%<, SE0O ASC02007 THRINRS W BRABROHE
bID2HEITHY, KEABRBRLILTHHLER
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T,

3. FTFENRODEE

I 230, KBHEEWEEIIETHIRELER
B RRYVSFEHNEEOEE THA I, 200340
ASCO T bevacizumab OBEKRERAFAO THREINT
b, 44E 2007 4Ei%, KB D bevacizumab BIEDFEE
72T 221, cetuximab O Tid 19 HEANSRE &
i,

1) Bevacizumab (Avastin)

bevacizumab 3 il & P MfRIEEE T VEGF 247
2F/70—F itk Thb, mHDRCT ZLHREOXK
BEOEENK{ETH o 72 [FL #EEAD bevacizumab @
rREHREEARADL AVR2IOTgRETH o720 BRI
IFL + bevacizumab vs IFL + placebo ¢ RR (44.8% vs
33.8%), PFS (10.6% vs 6.2%), MST (20.3% vs
15.6%) & T RTEBVTARICHARFEL TV,
ZORBROERL b o TRETIX 2004 51 bevacizu-
mab 28 FDA TREAIN BEWTITHObIA-EEL
RCT X FOLFOX4 & bevacizumab O BFH#E &,
FOLFOX4 EJf, bevacizumab 8. RCT (E3200 3RER)
Thbh, TOKELY 2ndline I2BWTH FOLFOX4 &
bevacizumab D HHIARICEA TS I EPHRES
niz®, & 512 st line DAHAEICOWTIE, TREEL &
TREE2 SRERIZ THEEE D ASCO 2006 THEI N/ &
DERER L irinotecan L ZBDEL L 7 v{LE Y IV VR
BHHRS 5L OFHOKERE (mFOLFOX6, bFOL,
XELOX (TREEL)) T#%b, bevacizumab BH#IZI3,
ZFNENROBIHRAT 5794 v Loz (TREE2),
WThOBELZOEENRDDHZ Z L oHES R, beva
cizumab D EEHITEEICRRREFFLYRESE
722, &bz, HHTRERKL LT NOL6966 B
HbH, ZORBRIIHA XELOX #HED FOLFOX4 (25t
T BELBRETH o724, bevacizumab DEHIZ &
Y, XELOX, FOLFOX4 ~® bevacizumab ® L& %

RBLKTFHFL UHBESh, ZORFOERVESGHED
ASCO2007 ICTHE s (W) COREICLY
XELOX @ FOLFOX4 & DFFHrqEA S h-Z Lk L,
oxaliplatin X— 2 D{LEFE I 5 bevacizumab @
PR PFS2FEBICERTAZENEASINA. LA
L bevacizumab $£FZ & 5 MST OERICE L T, %
M EEERZO o0 (E DD,

P EDERENIS, RED Ist line (2B 5 EHEREIX
FOLFOX+bevacizumab, ¥ 7z i¥ FOLFOX ¢
FOLFIRI ix[E% T % &L D& %z F» & FOLFIRI + bev-
acizumab TH 2 EEz 6N Tw3 (H1). FHTYH,
2007 4 6 B IZ bevacizumab DEEH L Sh, &pHFEE
WS HIBRD & TCldd 545, FOLFOX, IFL, FOLFIRI,
LV+5-FUSD LI A L OBAFTREL o7z B
BATOERBOKBETA FI4 VICRTTFRENEDNT
Bixe s, RPAH 1 FF 4 ¥ Tid bevacizumab D
RBEI RSN bDEEDbNIE,

2) Cetuximab (Erbitax)

cetuximab i kg MiEHEF 254 (EGFR) o4
THEIVR-L b FATE/ 7 U—FVRKETH .
cetuximab % 2003 ££ ASCO (235> T irinotecan W
® EGFR B XB#& o032 HERAB (BOND-1 &)
& LT#HE s h7ze Zhidirinotecan & cetuximab @
BEFBEXS cetuximab BUME & OLLBEERTH 5 25, PFS

Recruitment Recruitment
June 2003 -May 2004 Feb 2004 -Feb 2005
XELOX XELOX + placebo|| , XELOX +
—317 ~350 bevacizumab
n= @ n= n=350
FOLFOX -4 FOLFOX-4 + FOLFQX -4+
—317 placebo bevacizumab
n= n=351 n=349
Initial 2-arm Protoco!l amended to 2 x 2 placebo -
open -label study controlled design after bevacizumab phase
(n=634) Il data2 became available (n=1.400)

4 XELOX-1/NO16966 study design (3L#k 23)

# 2 Secondary endpoints (3CR#K 23)

Placebo + Bevacizumab
FOLFOX-4 +FOLFOX-4
or XELOX or XELOX
(n=701) - (n=699) p value
Median PFS ‘on treatment”, months 7.9 10.4 <0.0001
Hazard ratio (97.5% CI) 0.63 (0.52-0.75)
Time to treatment failure®, months 6.0 6.9 0.0030
Hazard ratio (97.5% Cl) 0.84 (0.74-0.96)
Median overall survival, months 19.9 21.3 0.0769

Hazard ratio (97.5% Cl)

0.89 (0.76-1.03)

30n treatment analysis includes only patients who received treatment as stated in the protocol.

Based on safety population.
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—— Cetuximab + FOLFIRI, n=5399
—— FOLFIRI, n=599

HR=0.851; 85% CI=[0.726-0.998]
Stratified log-rank p-value=0.0479

8.9mo

h o
(=]
T T T

PFS estimate
(]
[s)]

8.0mo: 1-year PFS rate
oal PN [23% vs 34%
02} Py
0 F : H :
00k { 1 1 i : 1 i ! ' L

0 2 4 6 8 10 12 14 16 18 2
Progression-free survival time(months)

5 CRYSTAL 3Bk (X 26)

TH RRTLHFABRDOANEEICE , irinotecan Witk
FITD cetuximab BrHICE Y BUMIENBfFTESL
EAMEENLY, T 288D bevacizumab % L&
L7:EDRES BOND-2 AR E LTEHBE N, Th
X, FERROINRITH L cetuximab +bevacizumab & iri-
notecan + cetuximab + bevacizumab AHE X h, RR i
20%, 37%, PFSi%5.6 2°8, 7.9 A & bevacizumab
DEFBIZLD ELICHENBEL 2B EXBEE R
72®o 4% T cetuximab OB AL, ZKREFEUED
WEDE o705, BEORBEARL LTk, —KRE
# & L T o FOLFIRI+cetuximab vs FOLFIRI
(CRYSTAL RE) ORI ELE 2007 £0 ASCO TH
B8NP, #Fi2, RR1246.9%, 38.7%, PFS i3 8.9
2H, 8.07 R &—KkiEMITB VTS cetuximab D L5
HIIERATHIEPFES A (H5),

ZREFICE L Tid oxaliplatin ERE D EBHEKXE
fEIZ3F§ % irinotecan + cetuximab vs irinotecan D& 1
HHHER (EPIC 3B OBREVHE S, HFEE, RR
1£16.4%, 4.2%, PFSiZ4.0 %A, 2.6 »8 & ZKiGHE
2BV TDH cetuximab D EFEHIIFHTH S Z LI
HAENZD, 22U MST BV IAHBEEREDONE
ol EF~ADODFLERIFRHETH L, T/ key drug
DFRNTICHEOKRBEESE S AT % cetuximab
B Al vs best supportive care (BSC) &R (NCICCTG
and AGITG CO 17 H#E) dHEEN O0S T6.1 »H vs
4.6 B EFEE%L D o T cetuximab B ARG
BEh2®, Ldts T, Istline Y, TXTOEET
cetuximab DHFABIREHI NI LTk o7z FRT
X, RPZRERZTHBH72008 ERIEIIIBTHELEN
LB THA ),

3) Panitumumab (Vectibix)

panitumumab iZE2t FEHEETHD, cetuximab
\ZH~ infusion reaction ¥ KBS % EOBEBRE ML LW
& EN T3, irinotecan % oxaliplatin 2D KB
BE %312 panitumumab & BSC O AKHEEHBRE
AT PFS 12 BV T panitumumab 2@ T 72,
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EEEDOERED S oxaliplatin, irinotecan, 5-FU Zfik &
ol KBEBEIIH LTI, cetuximab+irinotecan
& 5\ cetuximab BEH % £M3 5 2 panitumumab %
BWETHILIKEDRENERBREEZON S,

4. RBEEEMEREORR

BEXETI B1oIT &< Istline & LTI
FOLFOX #* XELOX (=CAPOX), FOLFIRI, HRiRiZit
LT LV+5FU i< bevacizumab Z $f ¥ 5 = & J5iZH#
HBELELTRIEN TS, 2nd line i, oxaliplatin &
FTIEBIIC I FOLFIRI % /242 irinotecan B4, 3 L < i
Z1 512 cetuximab OB % ZRB 3 5. FOLFIRI %47
FEBNZ 1X B oxaliplatin EH LV VA Y OEHE T 5 D,
cetuximab +irinotecan @B *°, cetuximab, panitu-
mumab ODEMFEEZERTE L) IHICEREINT
Vb, EOHKIRAEFHFIE 3rd line ~NEBITTH%,
DHFEITDH, BT THERLZZRLTEHAIA TV 2V
TTEWELREEZZEBT AL b, LA L
FOLFOX +bevacizumab &5, 1 »H 24720 TH 90
T B, irinotecan +cetuximab #4130 F MR
PHoTLE) V) BEWBMED 25, ZOERIC
BLEA BB D20 Bbh 3,

ZF T, bevacizumab Ao EFEZ B X H Ik o7
ErnThh, BECEIIZLFAREHMETHY, X
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Adjuvant Chemotherapy for Colorectal Cancer in Japan-Current State and Problem Areas: Yoshito Komatsu (Third
Dept. of Internal Medicine, School of Medicine, Hokkaido University)
Summary

Chemotherapy that targets metastatic colorectal cancer originally developed in Europe and the US, and was
introduced to Japan in April, 2005, where it has since headed toward full scale clinical applications. This event
created an opportunity to re-evaluate the role of postoperative adjuvant chemotherapy in Japan. In Europe and
the US, adjuvant therapy has centered on the intravenous administration of leucovorin/fluorouracil, while in Japan,
it has been long-term continuous administration of oral fluoropyrimidine preparations. Despite this difference in
historical background, guidelines created in 2005 recommend both LV/5-FU and LV/UFT regimens and there has
been increased application of evidence-based adjuvant chemotherapy. The benefits of postoperative adjuvant
chemotherapy in stage II and I (high risk of recurrence) colorectal cancer patients have also come to be
recognized. Examination of a new survey of 100 medical specialists on the current state of adjuvant chemotherapy
for colorectal cancer in Japanese clinical settings revealed that for stage Il patients, there is a tendency to choose
treatment based on evidence gathered from both home and abroad. In contrast, a solid majority (60%) of stage
Il patients are treated exclusively with oral fluoropyrimidine despite a lack of, or limited evidence of efficacy. At
the same time, half of the physicians who treated stage II patients with adjuvant chemotherapy initially attempted
to identify those with a high risk of cancer recurrence and treat them accordingly; which was a breakthrough in
the clinical treatment approach. While ongoing comparative Japanese clinical studies that use adjuvant chemo-
therapy for the treatment of colorectal cancer were noted, consideration was aiso given to the desired future
direction clinical research should take. Key words: Colon cancer, Adjuvant chemotherapy, Examination
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PO IEEMEERESRE AR TEZORNL, BETREOD Y v ¥ U HRAORIEESERE .0 TR STh
NTELREERDoN, COL>RERNREROEZIXH 2, 2005 EERENIHT A FF4 TR LV/5-FU & LV/
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capecitabine/fEH#z :
NCCN y Mfiﬁ@: LV/5-FU (Mayo V¥ A v %721k 5-FU @&, RPMI LY 2Y)
IS (iEiEEHd D)
LV/5-FU (RPMI VY A ) 194 7 L ERHESREE-LV/5-FU
W (RPMI v X ) 244 70, LV/5-FU (Mayo v ¥ # > ¥7:12 5-FU
REIREEZ L) | 0&) 294 7 V> {bEBEHEEE—-LV/5-FU (Mayo VI X > £7213
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