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HALE R O NFRHIEHROREOMERITHE L <, ETREFICB W TH AR %A AL Tk
fluorouracil (5-FU) ®ATH - 7273, IT4EIZ % - Tirinotecan (CPT-11, # ¥ 7 F™ K~RF I ™)
% oxaliplatin (L-OHP, TV 75 v F™) LW 23 LWHERIGRIEHHEIN, T HFIZE—®INE
FTREEBEDPBEDOL ) ICEH EINTWE, ZLTHAEOREEIHT LKL V2 v oEFHRERE
~NDZ 4512 5-FU/LV =irinotecan<IFL<FOLFOX =FOLFIRI D272 %5 £ E 2 51 THB Y, irinote-
can X oxaliplatin & 5-FU Ot L ¥ 2 T3 % FOLFIRI & FOLFOX ® 22D L ¥ X ¥ )3 —# R
DOREHEL TREBIRE SND, EHLICINHDOL VA VDB INLBEIZB VT, 5-FU OFfFfFmiG e
bolus #iFED# %, 5-FU & irinotecan DM HAEH % EVW L O DEYBEICHT H2HAE WL L
ThoT&7

VT TlZ uracil/tegafur (UFT™), S-1 (TS-1™), capecitabine (Xeloda™) 7 & ORFIIHIEIR OB
b AR, FOLFOX R FOLFIRI DL ¥ X Y D%l & E N5 5-FU O iz, FEEom”» 5 H 2 h
SLORMAETEIEZ LR AL INDODH 5, M2 T vascular endothelial growth factor (VEGF) %
epidermal growth factor receptor (EGFR) 72 & D f#) % %[99 % bevacizumab, cetuximab 7 & D%5¥
BRHESED P TOMHENRRE 2D, 2RO D EHT 5 2 & THEAT KRG D 50% HEAEHIHIZ 2 4E12
ELIDELTWS,
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KIGHREAL = #:12 B 1 5 key drug 13 5-FU, irinotecan,
oxaliplatin T 275, AFTORERTED BIEAS 5-FU: 1967
4£ 10 H, irinotecan: 1994 4F 4 H, oxaliplatin: 2005 4 4 H &
o TWhe $74bbH 5FUHH 40 FRI N S hushd T
K Z D 30 FE M2 b7z o TREHROBEHRIZIZSFU IR D
5 EX)7% key drug DB e h o722 81 b, €D iri-
notecan (3% 10 4EHi & ¥, oxaliplatin {2 % - TiZ 2005 4E 12
o TR LO TR TOMMMBRE L % o 720 I ox-
aliplatin (2B L ClZ, ARIRIZBT BREI WK X ) BFEER
7228 T, HRTTTILLATON T2 RIEROH L Wik
BORIFANDBEANPEL o TLESRMODBGETE RV,
C DRBN B TEKRIEEOFIERTRIES E D X 5 1T S
NTELON%EZFNEFND key drug DFFHIZ SN RS FH
L%,

I. 5-FU

5-FU i3I D & 512 40 4EFi 2 AL T 2 PUEdE TH
LR, BEDREHREZIILD L LABE B8EtLo
WHALER DI REII BT 2 HRONEATH Y, KL Z
EDOTE RV keydrug ThH b, ERERABRIZFIY

VEBAEEEREOMEZBUTDNA AREMZ LI LI
Iz eEZON, E5ITMKRHEY D fluorouridine
triphosphate (FUTP) #SRNA Iz AT AHZ &R, K
V'— 2 RNA O EMEST 5 2 &b UEE R
M5325LE20NTW5S,

5-FU OG- L CTIE 30 4EMOE X 12b7z o TK
5 DI 5-FU WA B 5 2 3K O A2 2 o
ToRER, SFSFTRTLHEOTII L EN, w200
BNy —UPFEL, FHIWLEIEIZENLZENR
OFEHFETHT B ARSNGB,

T — M\ FRIDE SN B M EEMD BT, ZBHh
OEELAEHRSGOBBIT A MAREUTOM (thera-
peutic window) OIMLAREEICZR S X J ML TS &
595, PR cldfth o A & X 2 D therapeutic
window DIEAIEH 1T Ve £ 2 TEFUICBWTD
therapeutic window % Jii\F % T RAMTDI, Fikermex
5.12 X b therapeutic window 7% bolus ¥ & 0 & 5 A%
LIEDVHOND Lol &2 TG BT Fk
P53 L bolus BHEHIC T TEALNB L H 1Tk

* L LA T e R 7-5-1
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5-FU bolus 400 mg/m”

4

LV )
400 mg/m” 5-FU 2,400.mg/m
2h 46 h civ
CPT
15h Every 2 weeks
180 mg/m? (FOLFIRI)
* LV 20 mg/m”
* 5-FU 500 mg/m* Weekly Every 6 weeks
X 4 times (IFL)
CPT
1.5h
125 mg/m?*
Fig. 1. The upper figure shows FOLFIRI and the lower figure shows IFL.

FOLFIRI is irinotecan (CPT) and bolus 5-FU plus leucovorin (LV)
followed by 5-FU in 46-hour infusion every 2 weeks on day 1. IFL is iri-

notecan and bolus 5-FU plus LV on days 1, 8, 15, 22 every 6 weeks. The

main difference lies in inclusion of long-term infusion of 5-FU.

0, ZRE, EFHRE D ICERERS OB b TR
LEBICBENTVWAZ EHIHLTWSY, L L7Z22s
LEOEEDEIZZIAODT N TH Y, Fikitk 5T,
BEOWHRIEMAEL, 77T IVORBEILEL LD
BELDEBEOMEREND B0, RHITX VlE
MWEWGITFSENRTWD, 512, BARN2ESERCERYS
HIHEICE L TH 5FUICIZZ KDL Y X U BB LRENT
B, BF o TWiwndy, TN 5-FU ol SEYEhhe
DMAZERLHRNZBPIRENI LIZLZ0—RABH 5B L
Bbhsb, bhihbh gL F /27— —T», 5FU
DIMHREEIZIESY FHIZE S N 2 2 HNEE 2 5
B, Rkt G oMkt H B E 2T s o HNEE)
TR D T 5, L Lo AKRETIEZ oMbz
v bEND, T2, EWRBOBMAZEDKEL, B
Tldm b #IEL — D> OFGHEICHRMICHENT L L1
WHTHBEZZONTWVEY, 2070, %kt
RRBRIZB VTS 5-FU IS L Tk 5 mR P50 5%
L O DOFE i SR EE OFI TEIRT & A
DERRAERD A 72 < T\,
KGRI LR EOFEOKFNE, 20 k)
% 5FU OS5 HOME L FATLTIThbhT& 7, £ L
TN YRGB\ TS AT BE & Bups 3
12 & B iE#E 1T 7%\ best supportive care (BSC) #D
LT Scheithauer” 5 A% 5-FU 12 & A L5471 &
Y. BSC DA DA AR B A OIE K 2 780
TR RERE L2 &4 82X ) AT RGO
FEORMMEIEHRENL L) ko7
II. Irinotecan (CPT-11)
BT 1990 R E IS R o THFU DM #ERNIC %2 o
7o RIGHEFEBIZ % L T irinotecan B TH 5 Z & ¢

& M2 &N T &7z, Irinotecan (ZPUIEEMET V4 o A
FTHED T T I UHOLEREN, TR DNA FRA
VAT—Y¥EHETLIEIZL->T, DNA AWK ZEHE
T 53K TH D, Cunningham 512 5-FU ML 22 - 72
JEBIZxE L, irinotecan & ¥ 5-9 % & BSC # % MK
L, irinotecan HEXA BICEFHB ORI L 2R L
=Y, & 512 Rougier & & 5-FU i ¥k & 7% - 725 B 12 %t
L irinotecan ##5-¢ A #E & 5-FU % Wi & 3% 5%
WREZTHBEL THVAHE 2B L, irinotecan FED
AP AERICEVWI LR, 52k 5FU
i P KB 9E D 2 Wk iE# & L Cirinotecan A TH 5
EEZOLNDL L) o7 Tk T Douillard
5 1Z FOLFIRI (Fig.1) & X 71 % 5-FU/leucovorin
(LV) /irinotecan @ 3 3EHI B L EZ EZ R L, 387 HlOF)
[Al {596 C FOLFIRI # & 5-FU/LV # D lb# % 17 - 725
MR TEAE TN 6.7 7 AR 44 7 B (P<0.001), Z8%)=
49% xF 31% (P<0.001), MST (median survival time
A o) 174 7 Axt 141 27 H (P=0.03) TH 1
WIEGEHE D S FOLFIRL 247 > 72 S HRTdh - 727
[f) %12 Saltz & & 5-FU/LV/irinotecan @ 3 3 #| fif: J #&
BETlEdH L2 FOLFIRI & i35 HEREL ) 5-FU D
i E & R\ wWhETH 5 IFL (Fig. 1) LEh S
LY x>k 5FU/LV (Mayo Clinic L' ¥ #* ~) & irinote-
can Hi#] 0 3 BEIZ 683 FER] & MAEAIZH D DU CTHER L
Too ZORRIFL & 5-FU/LV O bl T i3 43 5 A 47 1
M 70 40 A3 434 (P=0004), Zx1= 13 39% xF
21% (P<0.001), MST ix 148 # AXf 126 # H (P=0.04)
TdH o720 5-FU/LV B TIZER R T 2 KiGHEE L
THE L. D JEF] T irinotecan # Z1F TV 5123 2 H
bOTELAMHESIFL OB ER 722 2 ATH,
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150 mg/m?*
Day1 | CPT
e 1.5h
I-LV 5-FU 1,500 mg/m’
2 R g/m
Day8 [200 énhg/ m 46 h civ
* Every 2 weeks
5-FU bolus 400 mg/m”
180 mg/m®
CPT
1.5h
Day 1 LV
- - 2
200 mg/m’ 5-FU 2,400.mg/m
2h 46 h civ

4

5-FU bolus 400 mg/m?*

Every 2 weeks (FOLFIRI)

Fig. 2. These figures show the results of phase I study in Japanese pa-

tients who received 5-FU, isovorin (I-LV) and irinotecan (CPT). Rec-

ommended doses are indicated in these figures. When irinotecan was
followed by 5-FU on day 1 like FOLFIRI, the maximum tolerated dose
(MTD) in Japan is the same as that in U.S. and Europe (the lower

figure). However, when irinotecan was administered on day 1 and 5-

FU was administered on day 8 after an interval of a week, the MTD is

clearly low (the upper figure).

5-FU bolus 400 mg/m?”

v

5-FU bolus 400 mg/m”

v

5-FU bolus 400 mg/m”

LV 5 v ;
200 mg/mz 5-FU 600 I?ng/m 200 mg/m2 5-FU 600 I.ng/m
2h 22hciv 2h 22 h civ
L-OHP
Every 2 weeks
85 2
r2n}gl/m (FOLFOX4)

LV
400 mg/m”
2h

5-FU 2,400 mg/m*

46 h civ

L-OHP
100 mg/m*
2h

Every 2 weeks
(FOLFOX6)

Fig. 3. FOLFOX is oxaliplatin (L-OHP) and bolus 5-FU plus leucovorin (LV)
followed by continuous infusional 5-FU every 2 weeks. The upper figure
shows FOLFOX4 and the lower figure shows FOLFOXe.

5-FU Mif P & 72 > TH* & irinotecan % MM T 59 5 &
D2 SEREPEH T 2 AR & E 2 b/,

Z® X 9512 5-FU/LV /irinotecan ® 3 ZEH| bk FH H345 —
HEIREHE & LT 5-FU/LV % irinotecan %5 X 1
BMIAEGEPIEOLERELD, BRROE  DIRIEEE
PN REREELTINLDL YAV EH VDL X HIC
ol

ETABZEDHRT AN A ONCIBEED 2 OO L
e Vv—T7DIFL % 3FANPFHOREL UTRH L 72
PREABR (GRER N9741 B X UVikER C89803) T AEAtIZ% <
IFL B RWIE T 2 R0 72 3R N9741 138K E
EXRIZfTHb I, IFL # &, oxaliplatin/LV/5-FU % 2 38
T LK KT (FOLFOX4 : k) B X UF oxalipla-
tin/irinotecan % 3 A Z & 124 DRI HE (IROX) » 3 #
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Fig. 4. Comparison of median survival time of typical

first-line chemotherapy regimen for advanced colorec-
tal cancer.
LV, leucovorin; CPT-11, irinotecan; IFL, irinotecan, bo-
lus 5-FU, and leucovorin; FOLFIRI, leucovorin, con-
tinuous infusional 5-FU, and irinotecan; FOLFOX, leu-
covorin, continuous infusional 5-FU, and oxaliplatin.

DEEAEL BRI TH 5o Bk C89803 1 K D #%
adjuvant i{G¥ & L Cirbh, IFL# & 5-FU/LV #D 2
TEOMAEZ BB TH 50 Mo OB T OWER G
# 60 H U DL TREGIEZ, 38 N9741 TIZ IFL # T
FEH13, EEH 45% T, Mo 2 DO E LI TE
5 HLEFE18% THAH I LICRTEERTH 72, R
C89803 12 BWTH IFL HTIHTE 16, FLTH 25% &
SFEBEDSIE RS, JEEF 08% TH D Z LI RIED
HETHo72, AEFRLE LTHHCHER, Wz
2 & BBKRRUFRERIRA, o 1c8ko MUmEE, Fige
e &2, R CHL i1 a— A HoRHIE
ColFERZIIHETZHETH LY, IO OME
Z%C, IFL 3Z0HMIEE LA TIER S R wL
VAEEZOND L) ko7,

DL P THRZEW S L2, Falcone 513 3 %Al
Bt H D 354 @ irinotecan & 5-FU @ $% 5 I 78 irinote-
can OFEYEERLHE B L RIZTTLOT—F — %3k
wLY, FRICL B &R L EZ T5FU 3500 mg/m’
D 48 Wi Feidx 5- & S6 24T - 72 irinotecan % MilH L
72354 L 12 irinotecan % FiiE L 72 1% 12 5-FU o 48 B¥
MFFHe T % 28 ) O 51k % irinotecan D& 5- &
ZWE LT LB THRBO 7 AV TRE LT,
ZORER, 5FU & &I 45 L 723 & @ irinotecan @
maximum tolerated dose (MTD) 1% 300 mg/m* T iri-
notecan % JG (2 # 5 L 7235 & O irinotecan ® MTD &
450 mg/m* TH o 720 AEHLIZE L TD grade 3~4
(WHO criteria) {Z2WTHATHAS & irinotecan % JE 12
HE L3I E L2 B lE~IEr: (0% 1 9%),
T (4% X 17%), THE (0% X 9%), & ERK A
(22% %F 39%) & irinotecan % JGI2#% 5 L2 #ECIEAIN
o 7zs F 72, irinotecan O PEACH EE Y @ SN-
38 @ area under the concentration-versus-time curve

(AUC) & irinotecan % JEIC¥5- L= 2t o 59 %

£0401% bEP o720 INHOFERITE DI U 3 3EH]
BEATH Y %255, IFL TOARIRTEAREE 21 ir-
inotecan % JEIZ¥5- L CTH S 1%IC5-FU O ki z #5-9
AJE® FOLFIRI Tl #H A R TC VR dh o 72
HEAZHAATEXZ0b Lk,

S 512 2005 4 H ABRES F& CTHRESINAITIZF
L7 NV—=7TirbNIzHARNIIBIT % 3 A H O#IE
BESRERERE L 2 008 THRABRE RS LHAWE
ERbHBPY(Fig.2)o Thbd, —#NLEGHETO
FOLFIRI Tl & M CHEO BBV H AN LT
LU EEZ DN L, irinotecan & 5-FU OB % 8L
LHMTZINGZ 1B E 2 HICHBEL THRE L5
IR TIL, 5-FU O3 5 7 25 2400 mg/m’® 2 &
1,500 mg/m? irinotecan A% 180 mg/m® #* & 150 mg/m*
EHSEPIIARL, IRSOBL Y RO TE
CoTwahEEbLNE, 20X ITHBOVRERE LIRS
T A5G TOMEEAPERTE ZRWIEEFHA S,
irinotecan & 5-FU OfilA & b Tld, cisplatin(CDDP)
27 )5 XL VOIS L2gGE, SoNHF TS
LG EE 082705 F VD r )75 2 AHET LS

707 X NOMPEREN LS5 2 & TERinH hi
WY B BENDD B LS WA & FERIEREDLEET
H5bo

III. Oxaliplatin

ARIFTHIZE S N7z oxaliplatin X E =0 H4LE
WIS, AN O DNA S a5 aT 2 L
T DNA $HiN B L OSE oM #12 A 4-DNA 2246 % TE K
LDNADOHBEBIVEEZHET S, X512 CDDP
i PERE AR IERR IR L CHPEBEH 2 b > 2 &£ R, 5.
FU ICRZRE%E b 722w &, 5FU & 60 THFREH
VRBOOLNDZ LR ERMLN TS, HEHlREN
(DLT) @72 ndoll#HMmd 22 LIk o THEHD L
CITEALT 2 RERMZMEFEETH Y, AsfbEWIc
WELIZAONEEFELEIZDDOTEMD L) TH S, Hﬁ
TP & B IMIHRBROKE R THRIH I N TS,

Z @ oxaliplatin 1Z KGR 0 A BRIR 3R BR Tl H
5T 20% 0)%7@?’%; I, MST 1312 7 ARt TH
D1 BAE T \2 FOLFOX & ¥ % 5-FU/LV/
oxaliplatin @ 3 %%‘Hﬂc)ﬂ“(ﬂib‘ bnTwb, Z»FOL-
FOXIZE LI X VOB TO S T F il T
DFER, WDhON) = a YPFEL, LI AV
O)V‘]ﬁ*%‘u-)lé[/ R 2 UENH 5 H41213 FOLFOX @

125 % DU TR, BifE T3 FOLFOX4 % FOL-
FOX6£¢<‘:7J‘EP LICHifTE N Tw b (Fig. 3). de Gra-
mont 51X & ET 420 FlO W MIHHFEAESR 2 FOLFOX4 & 5-
FU/LV (LV5FU2 L Y X V) O 28240 TR L,
TTP (time to progression) ®H1JLEAS9 A A%t 62 A A
(p=0.0003), Z % = 7750.7% xt 22.3% (P=0.0001),
MST 25162 # Axf 147 # A (P=012) TH Y LT
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BRFTHIIE L 72 COX H Bl v — FE 7 )V T ox-
aliplatin 2 & LHETHLE ) 2R 7 2530% WA T 5 & iy
LTw3 (p=0.0062)",

S THEE 7> TL 2D irinotecan Z & e L ¥
A vk oxaliplatin # 8L LI A O EL L L ) ALE
MEOERIZHLG T 20T 2 M ThH 555, 2004 412
7 - T Goldberg 5 ASIFL 23 %5 FOLFOX D&
ERLTWVWDY, §74bH FOLFOX4 I8 W T TTP 87
A H, FZ2EhE 45%, MST 195 4 H 2%} L IFL 2821 Eh
69 7 H,31%,150 " HTH W FEXE% b - TFOLFOX
4 PENT V72, Bk D X 9512 IFL Of EHLRN S
LEEDLET, ZOF—%—% 3 o TIFL I RBERILE
REDOE—BIRD SN2 VR B, —FHT, AL iri-
notecan * &t L ¥ X LB WTH Tournigand H DR
L 7= e 2 e s B o 45 12 & ) FOLFIRI IZBY L Tl
FOLFOX L% HHIMEEEZEZ DN TWEY, T4b
% FOLFIRI-FOLFOX6 & FOLFOX6—FOLFIRI & \w»
IEAHICEL S ZEFEIUT L2 H VR WA O R
IZBWTHEA TIPS # H, #%)F 56%, MST 215
AR LBEDRENEN80 A H, 54%, 206 W HEA
HAEFBOLRDPo20 TNHEDOTF—F —12L YHFEDME
T REGHE 5 5 b7k o 5 — #]iL FOLFIRI 2
FOLFOX DWIFNTHRWEEZ LN T W5,

PRI RTEA L1, K580 Y 4>
OEFAHMIILE~NOF 5 IIHAD & 2 5 5-FU/LV =iri-
notecan<IFL<FOLFOX =FOLFIRI ®JHIZ 7% % &% 2
bNnTwb (Fig4),

IVv. KEBEICHS T 3ROMESE

KBHEITBVTHROPUEEOBADOTRIZE A
fTHNTBY capecitabine, UFT™ (uracil/tegafur),
TS-1™ (gimeracil/oteracil potassium/tegafur) 7 & ®
T by IV VAR INTEBY, HAE LA
LROBEINMHBBTOBBLRAOEFTIVIRD
20% 75 30% FEETH Y, capecitabine X UFT™/LV
g 5 FU/LV &g U7z R4 IBGRBR I B W
THAFYIMICAERAZRBOT 5 FU/LV LHEEEZS
nTwna™?,

SHOMEE L TlE, FOLFIRI % FOLFOX 2Bl 5%
5FUFREHOE % IO OROETEEIEZ Sh
Buhbw) ZEiZhD, FOED 2~3 HBENRA & P-H
L T irinotecan % oxaliplatin ® JiGZITH L I A v D
M DRI & GO WRPTENAATDRTWDEA, F
72 Z D EFME %2 FOLFIRI X FOLFOX & g U 7= i
IRFABR D R IS v LIZAEBITOMETTH D
EEINTWRVOPHRTH L, LrLeds, 5-FU
OFE 2 LEE LEWTFEEI NS, EHEROYT
E—EBEAT L TRIT SR TV AR, TEF Y AED .
L bIHRTE I NG, 29 L2 EhREES%
HE L2 WIBE T ICHURIZ BT B R O RE e 1 G5

LMz L LI K LTLE> T A I EZ S
ETELR,
V. DFENREE

G FAERFEOMI L) BEEFTI 2 5% { D5 TG
WHRDPEREASND L)1 o>TETW5, BUEMH
TE2DDITITRE T CTHURESE & R EREN D
FoNnsb,

KB 2R L CTlid VEGF HUi T I iE #r A B S %
b D bevacizumab (Avastin™) % EGFR #ifA® cetuxi-
mab (Erbitux™) 239 CIZHCKOERTHHA SN T3
25, AIBTIEVITNDG FLEHEBROKETH 5. KIBED
i1 ClZFLH% T human epithelial growth factor receptor 2
(HER2/new) 2% 9 % $ifk T & % trastuzumab (Her-
ceptin™) 1) Y NJETCD20 12X A PR TH b ri-
tuximab (Rituxan™) 7 EHARIFTH HEBAZ STV
5o MEEMEIEICE L TId BCR-ABL ® cKit o F 1 &
¥ — ¥ HEHED imatinib (Glivec™) 2318 H M%<
MM EMES; S, EGFR OF 1Y v ¥ —PHEED
gefitinib (Iressa™) % erlotinib (Tarceva™) 2SI
I Tw5,

NS DO FREIRHEIE b Holt TIR LR & B A
KASLNTHEY, K IZHB VT bevacizumab & IFL
WEOPHTIFL Bl X D A fF Mz A BICER T 5
BRSO TV B, & 51220054 ® ASCO Tl
Giantonio & 2SR fb % #E @ & % KM 12 & L FOL-
FOX4 IZ bevacizumab # ff H 3~ 111X FOLFOX4 H.H X
DAEFMA108 T A5 1297 HICEES 5 57—
F—EERLTBY, 5BIIDTHENERE L O T
KGR DO ELAIAR S ST B 2 e RFshTw
%o

VI. % & &

HEATRIHE 23 2 AL 236 O WG R R\ LA 2 & i
ENTW B, A% D irinotecan % oxaliplatin
DR E TR0 722 & T, SHITHEBBGRIZSEL
TW5, FlREl B EICHARAENRLZ LT
MST IFIEF LIEED X ) 12X ) ERZZRESHE S h
T Wb, BLAIE O G ## o % — &R ik FOLFOX 2
FOLFIRI T % 2%, IR 5 TREHFREOMFIC X
D ZOBETEFYMASLICEET L2 ERRATN
TWwh,

#Ow

CD7CIEESI M HALFREFZEZDY Y RTY Y
L AR OB E B, IIBEFLTRR
CMEMEOREEZ WA EFT LA EESIEAR
(LFREFRRRORZNLAEL O ITEAEFA L
¥ —O/NI—35eE, FOGRE SRR R HREL RO
AP ENBAEITR B LE 5,
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An overview of chemotherapy and current topics for colorectal cancer in Japan

Takao Tamura

Division of Digestive Diseases/Gastrointestinal Oncology,
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7-5-1 Kusunoki-cho, Chuo-ku, Kobe, Hyogo, Japan

Many dramatic advances have been made recently in the treatment of gastrointestinal cancer. For ad-
vanced colorectal cancer, fluorouracil (5-FU), long the only mainstay of chemotherapy, has been joined by
new, effective anticancer agents such as irinotecan (CPT-11) and oxaliplatin (L-OHP). First-line chemother-
apy has been refined continuously and updated annually. The latest regimens in order of survival benefits
are 5-FU/LV =irinotecan< IFL < FOLFOX = FOLFIRI. FOLFIRI and FOLFOX, which consist of 5-FU/LV
combined with irinotecan and oxaliplatin, are considered the latest first-line chemotherapy for advanced col-
orectal cancer. In the course of their development, aspects of their metabolism and pharmacology, and the
relative advantages of 5-FU administration by continuous infusion or bolus administration, have been clari-
fied.

The introduction of orally administered drugs such as UFT™, TS-1™, and capecitabine are likely to fur-
ther improve the results of 5-FU therapy. Their potential role, impact, and convenience as replacements for
intravenously administered drugs, which include FOLFIRI and FOLFOX, are attracting attention. Bevacizu-
mab and cetuximab, which inhibit the effect of VEGF or EGFR, have also become available. Their use for
combination treatment is expected to increase median survival time to as much as two years.

Median survival time for advanced colorectal cancer patients not treated with chemotherapy is some-
where between three and six months. This makes the value of chemotherapy for colorectal cancer beyond
dispute.



