B maintenance therapy vs chemotherapy-free interval
with oxaliplatin stop and g0

OPTIMOX1 : maintenance therapy

mFOLFOX7 X 6 cy
sLV5-FU2 before {baseling) progression | A
FOLFOX7 reintroduction

OPTIMOX2 : chemotherapy-free interval

mFOLFOX7 X 6 cy
No maintenance until progression B
FOLFOX7 reintroduction

Eo—-wl\n—zoozzxu |

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

2 OPTIMOX?2 study design (3C#t9)

Foir. FOERD-DHIZIE FOLFOX, FOLFIRI ##:
FLoMVERTLICETHY, TOKF20HALL
DOSHHEHTELRRLELY, ARTHIDEXHHD
BEHLIBENWL LI HIZR o7 £2TFOLFOX ©
FAREUSHEE 2o TWEY, EEOTIRICLHE
BB OE LR QOL o EL HFF L7 OPTIMOX 2 D
BRERI BE SN, ZORERTIE, mFOLFOX 7 %
6 I — A HifT#8 12 oxaliplatin % Hik L sLV5-FU2 % 34
E ¥ THTT S OPTIMOX 1 &, mFOLFOX 7 iEf7#
ISR E IR (chemotherapy-free interval: CFI) %
®F 5 OPTIMOX 2 kB & hize —REMELTD
OPTIMOX 1 & OPTIMOX 23, PFSid 36 8 vs 29 8
(p=0.08), £FHHPRME (MST) T26 28 vs 192
B (p=0.0549) LI FHERTHY, FEEEZVDHOD
HECEETA2EMTHY, CFIxEL OPTIMOX 2
RHRT2ERER (M2)% %72, OPTIMOX 1T
1L $8 oxaliplatin OB EAANST X EFIZHFEIZ OS
DPEU L0 RED S 2 - HFM A TIHIERIC CFI
BT, TEEL 5 oxaliplatin DBHEA*TAHZ LIE
BTthrLtEbIhE,

BB E L, KB#EIX key drug 2FEWEIB Z & 48
LETH 5D sequential e iGHEE Tt 25~50% D EE
%% 2nd line iDLV EVDRTWE, 2T, £03
#EFHEL {fFS 72D FOLFOXIRI vs FOLFIRI @
RCT 7*#& shi (®W3)"W, #RL FOLFOXIRI ®
RR i 60%, FOLFIRI i% 34% (p<0.0001), PFS%9.9
A, 6.9% 8 (p<0.00009) TH Y, FFETHEICRE
Thote ¥7208i223.6 2R, 16.7»ATHDH, *
BYOYRMBCTERICBE TH o 72 (p<0.042),
FOLFOXIRI i3 FOLFIRI & Y 3 BHISE o 7295,
RR, PFS, 0S, & HIC{bEBEZOEREOERTERE
REHICELTEY, SREITFENEFNZHCZWVE
BOE—BRO—DI L YYD 5,
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FOLFIRI*
CPT-11 180 mg/m2 1-h d.1
LLV 100 mg/m22hd.1.2
a 5FU 400 mg/m? bolus d
SFU 600 mg/m? 22-h d
q.2 wks X 12 cycles
*Douillard Lancet 2000
FOLFOXIR|**
g CPT-11 165 mg/m? 1-h d.1
LOHP 85 mg/m?2-hd.1
L-LV 200 mg/m? 2-h d.1
5-FU 3,200 mg/m? 48-hcld.1
g.2 wks X 12 cycles
**Masi Ann Oncoal 2004
- In pts progressed after FOLFIRI a second-line CT with an
LOHP containing regimen(FOLFOX)was recommended

3 Study design (C@K 11)

Stratification : } '_2
vCenter

vPS0O/1-2
v Adjuvant CT

<00Z2>r>

2. BO7 VLR Y I UL RABA L HARR

FHICBVW T, EFLEO7 LYY I IV RHE
HBEWL OB EINTWSEDY, $FTH S-1, capecita-
bine (Xeloda) i%, HICHEE ShA2EXTH 5., FFIC
capecitabine iX, A THBS IO 22O, i#
HRICBVWTKELZ OO RCT*OHEREH, LV+
5FU & R &t AR EE & 7=, FOLFOX i3 48 BRI
B&5-FU BHBHENDH 2 - 0ERABO ) F—"—F
BRLETH), BREAOLDOBHER S THLE
ThHHI LD OZDOERN, RRERTHo72. LL,
EROREREED 5 FOLFOX @ LV +5-FU #% % ca-
pecitabine {2 {8 X # X 72 XELOX (CAPOX) #2750
% Sh RR 55%, PFS 7.7 »»H, MST 19.5 » B &
FOLFOX4 IZICET 2B THH I LR EN, &
L CEENEETH 5 FOLFOX4 & XELOX D HBER
BYMTONIELEITEHEN . T S-14, KREHE
FCOEMHARRII LW, BROETHARRTIERR
35~40% & BIF 2 RRVFBES N TE N, FEC

., FELREHTHHEELOLOND, £ZT, FOLFOX &

I8, FOLFIRI ##4 IFL & T LV +5-FU 8%
OROFTOBERIITELEL EFVETS
HGCSG (tiEH LI MILEMEMIESR) Tid irinote-
can+S-1 ## % IRIS Mtk & BT T T AR EM
L, RR 52.5%, PFS 9.3 2°H, 1 FEFF 70% & BRiF %2
HREBLD, FORFOEREE ASCO 2007 THE
L7-%, BifE, IRIS # &t RCT A2 KBV T\Wv 5, —
D3 EFED FIRIS &8 (irinotecan FfEH O KB
2nd line IRIS vs FOLFIRI #&:® RCT) &, HGCSG ®
IFOX 38 (KB 1st line IRIS vs mFOLFOX6 ##ED
RCT) Thh ZofErrEisd, /- 5-1 BEEEL
LTS1ELVOBMAEED RR5%LEV RR 2R
L, BB ASCO 2007 THE sh7= GIE, FH» L
ASCO DKBHMICT 77/ P EhBaRBITIZEALY
%<, 44D ASCO2007 THRR ENLBRABROHE
bID2HWMETTHY, REFERLILTHAHLER
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3. PFERNEDTEE

ZZ 2350, KEREYREIIBITLRELEL
i3, PRYSTFENBREORETHS . 200350
ASCO T bevacizumab OBERICHBHO THRES N T
b, 454 2007 F£iX, KEEO bevacizumab BEDOFEXK
72T C 22, cetuximab O T 19 BEFRE
ni.

1) Bevacizamab (Avastin)

bevacizumab (3 % W EMRBHEEEF VEGF (X3
5E/7u—F itk Chb. BFD RCT i HBHEOXK
EOBRIER T o 72 IFL D bevacizumab @
EREGREADL AVR0T g BB TH o720 BHRIZ
IFL + bevacizumab vs IFL + placebo T RR (44.8% vs
33.8%), PFS (10.6% vs 6.2%), MST (20.3% vs
15.6%) L I RTIEBVTHRICHARIERTOLD,
CORBEDOERET S o TRETIZ 2004 4£1Z bevacizu-
mab ' FDA CTRBEN, GEWTHTDLIALEER
RCT X FOLFOX4 & bevacizumab O H#EE &,
FOLFOX4 ¥k, bevacizumab ¥ RCT (E3200 3Ek)
THY, COFHR LY 2ndline I2BWTH FOLFOX4 &
bevacizumab ORI AERICENRTWE Z EFHES
hiz?, & 5T Ist line DEAHIZOWTIE, TREE1 &
TREE2 BB IZTHE4E D ASCO 2006 THE SN, &
DRAERIL irinotecan L =HORL B 7 vk IV K
ERZSE L OB (mFOLFOX6, bFOL,
XELOX (TREEl)) T&1Y, bevacizumab B##I2i,
FNFhOBIIHHET 7Y 4 v L% o7z (TREE2),
WINORL ZORBTHEDH 5 Z L HHES N, beva-
cizumab ®? ERFIZHEFICRR REFFr B
722, &6, EETRERBL LT NOL6966 B
HbH, ZORERITYBH XELOX #H:D FOLFOX4 o3t
+ 2 EEHRBETH o724, bevacizumab DBHIZ &
9, XELOX, FOLFOX4 ~® bevacizumab ® L8 %

R TFHFAUPBESN, TOBRFKOERVFSHED
ASCO2007 i CTHESh 7 (B4, ZHHEEIZL Y
XELOX @ FOLFOX4 L LIRS -2 & &,
oxaliplatin X— R D{LEEE I T 5 bevacizumab O
PR PFS 2 ABICERT A LAFEAS AL, LD
L bevacizumab $ERC X 2 MST OEREICEE L TiX, #
HENCEEZEZEO Lok (27,

D EOKEREDS, KREO Ist line 123517 5 EHEHFEIX
FOLFOX+bevacizumab, ¥ 7- i FOLFOX ¢&
FOLFIRI i3R%Cd 5 L D& x Fid b FOLFIRI + bev-
acizumab THA EZ216hTw3 (H1). FFTH,
2007 %8 6 AIZ bevacizumab OEREN % S h, £FAHRAE
&\ HIBRD & Cidd 545, FOLFOX, IFL, FOLFIR],
LV+5-FUSDL I AV LOBRAPTEEE o720 B
KR TOXBOKBRETA F74 Y IiC35FENEOR
Wiz, WX A4 FF 4 T bevacizumab %0
BB INhE0LELIS,

2) Cetuximab (Erbitax)

cetuximab it F MR F £ &4 (EGFR) &t
TERVA-LIFATE) 7 U—FNVEEETDH 5,
cetuximab i 2003 £ ASCO {28\ T irinotecan W
? EGFR BHABRE I § 5 LB (BOND-1 RER)
& LC#HESINA, Zhidirinotecan & cetuximab @
BE B3t cetuximab BB L OHBRETH 545, PFS

Recruitment Recruitment
June 2003 -May 2004 Feb 2004 -Feb 2005
XELOX +
XE;?;( XELOX_;spI; cebo bevacizumab
n= @ n= n=350
- FOLFOX-4 + FOLFOX-4 +
FOL_F:_? ]X7 4 placebo bevacizumab
n= n=351 n=349
Initial 2-arm Protocol amended to 2 x 2 placebo -
open -label study controlled design after bevacizumab phase
(n=634) Il data® became available (n=1,400)

4 XELOX-1/N016966 study design (3Z#K 23)

#® 2 Secondary endpoints (3CEK 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% CI) 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)

%0On treatment analysis includes only patients who received treatment as stated in the protocol.

*Based on safety population.
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Stratified log-rank p-value=0.0479
8.9mo

10F —— Cetuximab + FOLFIR!, n=599
09r — FOLFIRI, n=599
08r HR=0.851; 95% Cl=[0.726-0.998]

1-year PFS rate
23% vs 34%

PFS estimate
o
[4)]

E 1 1 Nl i E ] E 1 L 1 1
0 2 4 6 8 10 12 14 16 18 2
Progression-free survival time (months)

5 CRYSTAL #B (¥ 26)

TO RR CHBRAFEOHMPERICE S, irinotecan itk
B CH cetuximab BFHIC L Y BUBHRP B/ TES Z
EAHE S N7?, 72808 D bevacizumab % LFE
LaEORED BOND-2 REE LTEME N, Th
2, EBEOZIzx L cetuximab + bevacizumab & iri-
notecan + cetuximab + bevacizumab 2HE 2 #, RR i
20%, 37%, PFSiX5.6 %A, 7.9 A & bevacizumab
DEFRFIZI Y ELIZFEIB B2 ENHESH
72®, 4% T cetuximab DB, ZKIEEUED
BENRE o205, BFOKREABRL LT3, —KiE
# L L T D FOLFIRI+cetuximab vs FOLFIRI
(CRYSTAL ZEr) DR RAIEKLE 2007 £ ASCO TH
HEhP, ERIZ, RR1246.9%, 38.7%, PFS138.9
28, 8.0 8 & —KEFIZB VT cetuximab D L5
FIEHTHIZ EFHESRZ (5,

ZREHITHE L T oxaliplatin I OEEEKE
FEZ%t$ 5 irinotecan + cetuximab vs irinotecan M5 I
HRER (EPIC B OEEMHES I, ERI, RR
1316.4%, 4.2%, PFS i3 4.0 2R, 2.6 B & _RiGHE
ZBWTH cetuximab D EFZIIFEHTH ST EHHEE
HENED, L MSTICBWTEBZREDLNE
Dol bEF~NOESEIARHTH b, 72 key drug
DFTRTIEHEOKRBEEE AT 5 cetuximab
Bi#] vs best supportive care (BSC) @& % (NCICCTG
and AGITG CO 17 RE) I ®|MEXHN OST6.1 9 A vs
4.6 H LEEZE%R D o T cetuximab B DA FHEHIE
BEni?, LA o T, lstline L, T XCOBRRET
cetuximab OFAEIGEH SN2 L ik o720 FERT
i, RIZRERZTDH S5 2008 FEREICEBU»RR S
LI EWIRBTHAI.

3) Panitumumab (Vectibix)

panitumumab ii5E£t PEHRMETH D, cetuxzimab
2 X infusion reaction R % L OB EBERI D W
& XN Tw 5, irinotecan X oxaliplatin {2 D KB
BE %3812 panitumumab & BSC O KA EBAR
7 PFS (28> T panitumumab FER TV 72,
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Lo ED S oxaliplatin, irinotecan, 5-FU (2 &
ol KBEBREIZH L TIL, cetuximab +irinotecan
& % i cetuximab BL#] % ERi§ 5 #* panitumumab #
BE5ETBIEPREDEBEENEREEZZ OIS,

4. KBEZEYREORIR

BAEXRETI, 1D ¢ < 1stline & LT
FOLFOX #* XELOX (=CAPOX), FOLFIRI, RiLiZit
LT LV +5FU i2 bevacizumab % §¢ A3 5 & & A9
L LTEAZ SN TW S, 2nd line 1%, oxaliplatin 56
FFERIZIE FOLFIRI % 7243 irinotecan B4, 3 L<id
ZN 51T cetuximab DA% ER$ 5. FOLFIRI %17
FEFNIZ BFE oxaliplatin EF VIV A Y OERME T 55,
cetuximab +irinotecan D PEH R, cetuximab, panitu-
mumab OBMFEELZERTH L V) LI CEBINT
Vb, FDBRIRIBAFFEIE 3rd line ~NEBITTHA, Z
DB, BT TIERLERLTERESATHRZN
STEMELREEZETHI LR B LAL
FOLFOX + bevacizumab #EE45, 1 A %720 TH 90
B H#EE, irinotecan +cetuximab #EEA* 130 T HEE
o TLE) LW REWMET 2L, ZOEMKEIC
BLEA HE DD EEDN S,

R T, bevacizumab 2SR o EFLB LItk o7z
Er0ThY, BECEZIZLHAREHETHY, X
XZBBREC o TwWAEVnE S IKEbhd, EBHETIE
1st line 12 i% FOLFOX, FOLFIRIMEDO VT2 % &
L, bevacizumab OFFEELEER TH 2 HIME, M
BiE, BEFRILRLZ Lo @Bz LTCEOfAE
EZERThiTIwERBbN B, 72 2nd line IZH,
FOLFOX %47% 13 FOLFIRI, - % 7243 irinotecan B3|
#2B|IRL, FOLFIRI &7 CH NI FOLFOX % #E R
%, —WikH T bevacizumab ZHEH L T 2T hiE,
ZRIEHE T bevacizumab 2 ERThIXI vwiEnH Tk
2% %o

EbVYIC

KgRbE#EEIE, 0 10413 X OB irinotecan,
oxaliplatin % EOH AL RFDER LK E L L ZET
T &7 F7:%4 6 AICid bevacizumab &K ZE X h,
ERTHERRN T FENRERROBERITE R o7
cetuximab % 2008 ££(Z13A&FE E N, panitumumab &
FHBEVENBI LI L0 LBbND, GIROTL
(BB TENEORRICLY, TOFEEXEI LS
OPBESENTH, TR CREEREGEDOHERS S
7=, BEMAIZE 5 Tk bevacizumab OEE B&IE
HIVMBEIELRVWIEERol, LL, §HK4A
ERYDOSFEHELRTL Y, KELRBEOEHED
WL o TL 5L, bIEORKRERMEBKIZR
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Bo BIZ, BATEREINLRROBRNDL I LREKL
DTEY, FEBACKELEZDOTLOATWES, &
BIIEBOFEE L BEMIC global study (CEMT 3
EETAENIOREIBEIDZLEUIEH->T W5,
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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 Il (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 I 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
II 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 also given to the desired future
direction clinical research should take. Key words: Colon cancer, Adjuvant chemotherapy, Examination

Bg 200544 8, BAOEBHERERERCRETHES NV EENLERESEA RN, BRICHASZENDDDH 5,
IhEBI, TS EEEECOWTHRELTABRELEDNS, WK TIET A 2R Y > /fluorouracil DERIRNES.
o bEEESRA A TELDINL, BEATREOY vty 3 ¥ rERAORIBESER S & PO BREINTH
NTELEREBHoTz, DL REBENTEROZIRH 3, 2005 ERERENEY A FF4 > TiRLV/5-FU & LV/
UFT 883 h, TVFVARETOLEMtERESERL TETWS, R, MERMEEMEFEREIL Stage 12 5 Ui
Stage HOEREV X 7EFRN L TEHTH 2 I L bERINTE T3, BEROBERBTRICB T 2 KIBEMBI G #Fk
DEFIZDWT, 100 ZOEFIEENRICERS N BFOT v r— NEESRNE Lz & 23, Stage IEEHIC 5 TIRE
- HOIEFYRARETHWI-ERBENBIRE N TWAERMETED 5228, Stage [EFARKBWTEHIET X Adtrwny
IEFYAVRVBBH TEWELOY vkt ) S P OBEM, H160%Tb T ERBHEES ik oz, —F, Stage 11
ER BB LSRE R EHL T EMOEEY, BREV XA ZEROBEL, FhRGUREREORINERATEY,
O7 7a—FFEEORE L £ X Shiz, BEBACETROXBREHN RSB+ 2 KRR LR T 5 &
LT, SBEDIREBERMROFAEC SDWTHEEL,

THZ B B EERLSREEOM, & & 1S TEREES
: BRLLZVIACOBRTHIIR VB Sh T3, H
FWEBE L EREOBRIC I, STEFRCEVTE A TIR200541 X 5P < FOLFOX O RifT 2 A#E &

FREDSRERT L 7 BN (L e R IR L TV ¢ T 210 oo dt, MBS ILERE 2> TH ST,
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