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Chemotherapy for metastatic liver cancer
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5-FU bolus
(RPMI, Mayo)

LV/5-FU
5-FU civ '

[ [ L (satz) @

FOLFOX

FOLFIRI/
FOLFOX

(de Gramont, AO) [ u] FOLFIRI
. FOLFIRI/
5-FU LV/5-FU IFL FOLFOX 4 FOLFOX 6
(O] 10~124R bolus~ 1248 14.8 4R 19.54H 21548
civ~ 1458

E1  CIERTEE, EBUABELCERENEE

RixBohsbon, EFHAMCH L TIITER2E
BUIpRELEEDLE, ThoxTLDdloAsTHY
DATHLEFHMIHTTEA 87 FMiddledro
7299, AT Allen-Mersh &, Lorenz &, Kerr
o O HERERT b FFENER L negative RO
b oTwnb,

F 7z, FENEREIZN L positive data ZH L7274

MOSMIRERIIE TAHRBRTH Y, SOERR
TORBTRENTE LY, TOMRS N5 T1EHER
DERLEEEES2%, MST 16.8H7 AT Ehevy,
5 MARRER CIE— AR BT ATT 255 2 &
PEETS L, BE(LSEREEM TR S LEREC
BT WITEEEAT V. & (ITEE, S5 {LERER
B R O CHRESN TS, FOLFOX &
DFFRZ T 2 ERYERIT54.4% & OE MR
ROy shiz,

Pl Xy, BEESCORBBIFESICHT HEiEy
{EEmEI L S {LERETH L E Vb SE 282,

FR R T COEMBIBE BT RS
BEOVEDTHE I L xEZNTISHRIZ, €FLFER
LD LK ICHAT A EREL LTEOHE
BERET 2 LENS L L BEbha,

1. IRETEE, EBMEABEICH T B{LPRE

TRIGBEERTA F 74 2y TRYBRAGRE HETS
hW-&R - BRAGEOEFHEHOFREIZF 8 7 A
ENEINTBY, ZORPDESNIITT HILFERIED
B IEEHE AT I LERD I PO —VEfTH T

LB, PSO—20fERI MR L LAZENHE
BR T, TUBHRT BV WHERERRE L s Lk
ERICETHRORRERERNBREEE N TV 5, -

IR RE, EBERBEIIHT 5 1LERENER
ZERERIILUTOITE S TH B,

1) N9741 study*®

KEIZBIT 5 FOLFOX4MH L & IFL LD HEK
ER. FOLFOX4BENZFNE, EEEATHM, &
AR EIC BT 5 ERMEAREA &, PDQ DK
SETICEE A o 7

FOLFOX4RED EFF AR 5L(E19.57% A 28Rk
iz .
Nz & Y FDA #foxaliplatin &S L 72e

2) GERCOR (FOLFIRI crossover FOLFOX6) ¥

FOLFIRI ### & FOLFOX % T hEh—XK
R, “RIEREBRET 5 2 HTOLEESER, FOLF]
— FOLFOX B, FOLFOX — FOLFIRIEL L IR
TR O NI, TP ME2L. 50 AARE
N7z N9741 study & [FIBEIZ PDQ D KIECLETIC
Aol

3) IFL - bevacizumab (Avastin™) vs. IFL FE&

sﬁu)

IFL #EEZ bevacizumab DBFRAEIE % A 7-HER

AR RILE () $20.37 A vs. 15.6 78

EREATIAM () 110.6/7 A vs. 6.271 8
& @ bevacizumab @ _LEEXIREHFEFAE N, beve
zumab DI D755 72,

HILdEsiel H2985 85 200667 A
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@ 5-FU bolus 400 mg/m? ﬂS-FU bolus 400mg/m?
LV 200mg/m? 2hr(I-LV 100mg/m?) | LV 200mg/m? 2hr (I-LV 100mg/m?)
\ 5-FU ci 600mg/m? 22hr 5-FU c¢i 600mg/m? 22hr
d1 \ d2 '
every 2 weeks
L-OHP
85mg/m? 2hr
BEXFT -
#5E wsEH 58 #BE5HE
day 1 (1) #7€7i£03mg 2ml 0.3mg 7 ayERIEST
TRy¥E:E5% 20ml 20 ml
(2) FHFOE8mg 2ml 8 mg R E
SIBEEK [Fvr] 100m 100mi 0.5 B5FS)
3) PAUHRYE 25mg 100 mg/m? REERE
TRFEE 5% 250 mi 250 ml 2 pERS
(4) TILTSyNERA 100mg 85 mg/m? ATEREE
TRyFEE 5% 250 ml 250 ml 285
3) PAVARULERIBESET
(5) 5-FU3E 250 mg 5ml 400 mg/m? R
IR EIEIK 50 ml 50 ml 0.1 RS
(6) 5-FU3X 250 mg 5 ml 600 mg/m? FEE R (AR AT —FIL)
sE&tEB K 20 mi 5-FU&&AET4 ISR — L TITA
’ 127 2—Y—{ER
22 BERS
day2 (1) ZAvAYLiE25mg 100 mg/m? ATEESE
TRY¥EE 5% 250 ml 250 ml 285
(2) 5-FU3X 250 mg 5 ml 400 mg/m? AEEE
£RAEEK50m 50 ml . 0.1 858
(3) 5-FU3Ex 250 mg 5ml 600 mg/m? L ESAR GBIARHF—F L)
SESTAK 20 ml 5-FUESE4Sml /INURE— D TNTA
127 1—H—{EH
22 RERS)
EBTARXEEES | MAESH, #ESME, HbsEsSt
EELS EE{CEEERMEIS00A SRR T 2500 8 HER]
FET, FHAFOCRESERIE (HiE) :
(27— —(FHE BETEHF, PENBAREWE, SENHATREIER
BT #®ASHK
AL Ta—~HF—EE4Sm=2m/h X 2285/ 44 m) + RTI2HESE (I ml)
- by 2
;gg;iﬁ"s’g o ‘5’8°ng/"‘ BB REAKEEET Sy MRS T

2 FOLFOX4#&EZx

BE T COURTEE, EBEARBGELFEREDEE
BREL1OITELSTHD, :

THREEHEIEERHIT A FS A >y 12k hd, £FEHED
ERMIBIES N, FHE BN CHEATRREERL VA
VXL To@E)Y THh b,

(1) FOLFOX ik

FOLFOX #5212 FOLFOX4 # &9 (& 2),
FOLFOX6## (HM3), FOLFOX7#&E'" (H4) Bk
»H D, BE BAEFEL Y F—IIBvTid FOL-
FOX &%, T VELEFBEDOHELRLT 5 FOLFOX4

HILEEIE B2055E 85 200667 A
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ﬂ 5-FU bolus 400mg/m?

Lv | 400mg/m? 2hr{I-LV 200mg/m?)

5-FU ci 2400mg~3000mg/m? 46hr

8 :
\ _

L-OHP
85(~100) mg/m? 2hr

every 2 weeks

EHAK 20 mi

RT#HECHS

5-FUsX 250mgSml 400 mg/m?
EIBEIEK 50 mi 50 mi

|EZXH5T 12—
|
#EIE 5 ZEA BE5E EH=*
day 1 (1) #E77;£03mg 2mi 0.3mg Dayh RS
TROFEES5Y% 20ml 20 mi
(2) FHFOE 8mg 2ml 8mg MERRE
EBAEIEKFvM] 100ml 100 ml 0.5FFR]
(3) PAvHULiE 25mg 200 mg/m? AERSE
TR I#EES5% 250 ml 250 mi 285
(4) INTSybiEEA 100mg  85(~100) mg/m? e
TRI¥EESY% 250 ml 250 mi 2 pFfE
QTR ERRSET
Ty IIN 285
(5) 5~-FUE 250 mg 5ml 400 mg/m? B E
EFEIEIK 50 ml 50 mi 0.1 8%
(6) 5-FUiE 250 mg 5mi 2400(~3000) mg/m? L EEAR GRABRIHF—FIL)
5-FU&EBELIm /37X a—LVaHLlit

EETANEHESER | MRSM, S, HILRsSK
EESA EB{EPEENE1S00 A HEHE AR T INE 25008 EER]
FHET, FHFOGIIEEHE RIS (E1R)
1>72—Y—{EfAk BETEH, PROBEREWE, SROBETAREIER

12T a—H—#E 93 m=2mi/h X 46 B (92 m) + R FCHEBE (1 mi)
IFEIERIBKEAET gy EiED ]

2 day infusor {5558
22 BFfE]

B3 m-FOLFOX6E#

RE,CEAL, EEERBRAOBEL /27, @k
BEEIEZ EDBERBEFMEN T, FOLFOXS6,
FOLFOX7HIE~NDEIT 217> T 5B, FOLFOX #&
E35-FU OFREIRPIIRS 21T 728k ) ¥ —
N—DEEB, BTIRETL A v 72— —HL SHYE
L3,

@ : BETKBECEDZENTNS I-LV iEBck
THERENLEIEDEZVLY d, 1) D bigtEk

(1) OAEFRHLLTED, LV OEETRED
L s B,) 4

(2) FOLFIRI#i:" (1 5)

FOLFOX ik L HE RBRIZERETH b,
CPT-L1D BAETOHAT AR, 150mg/m® Td 5,
FOLFOX #iE & BRI ) H—r3—, > 7% L%
ELkd,

Hikas i $29%%85 200647 A
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LV | 400mg/m? 2hr(I-LV 200mg/m?)

\ 5-FU ci 3000mg/m? 46hr

d1\ d2

L-OHP
100 (~130) mg/m? 2hr

BEXFrTa—I

ABR EEEFEEEME1500RHEHE AL T
FTET, FAROLGBEEEREEK (HR)

BTHECHKS

{Z1# & (Tournigands)

K¥ElE BE5EEH "5 8 ‘EHE
day 1 (1Y FE7FiE£03mg 2ml 0.3mg T iayhEaiRiESt
TRPEE 5% 20 ml 20 mi
(2) FHrFOriX8mg 2ml 8 mg REERE
EEEEKFvr] 100m 100ml 0.5 B
(3) 71/KYE 25 mg 200 mg/m? RUEEEE
TRIFEE 5% 250 ml 250 mi 2 B
(4) TATSyRIEA100mg  100(~130)mg/m?  AIEASE
TRHEEX 5% 250 ml 250 ml ' 2 RERS
3. T7AVRIEFIREET
R\GIIIL 2858 )
(5) 5-FU3£ 250 mg 5ml (2400~)3000mg/m?  FR/LERRR (IEAEI DT —5L)
FEETAK 20 mi 5-FU&EEF 93 m! INGRE—LV2HLLIE

ERTREEEESR I GESE, #ESM, Hksase

(72— —EAK BETESR., PROSAREBNE, SEOHSTAEICER

12 T2—H—4E8 93 mi=2ml/h X 46 BfE(92 mi) + R AHEDE (1 ml)
FOLFOX6M5-FUT ooy MEIRZ ST & & K LIFHEI% 5 D5-FUE3000 mg/m?

every 2 weeks

2 day infusor {8 22 RFRE

IE 2500 R EE ]

B4 m-FOLFOX7#Ei%k

(3) IFL #E2 (K 6) 5-
5-FU/I-LV Z# RIZIEHEERA S h, E#EEE &

FUA-LV & BS0OMEIEIES N5,
EICHEFE SN B first-line regimen & L Tid ox-

M=, #DK%IZFOLFIRIFEL VIR, EEESL aliplatin d L <v tZ irinotecan 2 LV/5-FU = #fH 7 %
L2463 Z EAHEEREE TR S N/ /OB TEEL FOL- UToLIxoasEEans,

FIRI BREIZFDEFE - 72,

(4) 5-FU/-LV (A7)

B3R T TOFRFRICBIT HIEEMERE, F— bl
PRETHNEETH S,

(5) UFT/LV (X 8)
- 5-FU/I-LV L RIEDHRVEFESIN L, EOFT
H D FEEIT Y,

(6) s-1

UFT/LV & E#HICEDOF TH h FEEIE <, -

<oxaliplatin + LV/5-FU regimen_>

FOLFOX4 (LV/5-FU bolus, civ + oxaliplatin)
m-FOLFOX6 (LV/5-FU bolus, civ + oxaliplatin)
m-FOLFOX7 (LV/5-FU civ + oxaliplatin)
<jrinotecan -+ LV/5-FU regimen_>

FOLFIRI (LV/5-FU civ + irinotecan)

Douillard (LV/5-FU bolus, civ + irinotecan)
AIO (LV/5-FU civ + irinotecan)

—HTHR— FEBEHFLE SN WEFIREHIKED

HLEstE $295%85 2006E7 A

-494-



ﬂ 5-FU bolus 400mg/m?
LV | 400mg/m? 2hr(1I-LV 200mg/m?)
5-FU ci 2400mg~3000mg/m? 46hr-
at \\ dz every 2 weeks
CPT-11
150 (~180}mg/m? 1.5hr
WEXrJa—IL
®BElE #/5ZFER Bsa #BEAH%
day1™ (1) >E7i£03mg 2ml 03mg 72 ayhEERRiES
TRy§EES5% 20ml 20 ml
(2) FHrO>E8mg 2ml 8 mg AEERE
4IEEiEKk o] 100m 100 mi 0.5 B
(8) ZAUARYLE 25 mg 200 mg/m? REERE
TRIHEE 5% 250 ml 250 mi 265
(4) baRF3E 100mg 5 mi 150mg/m? AEEE
4 AEIEIK 250 ml 250 ml 1.5 B
FAURYEREREET (30928 TT3) BERE
(5) 5-FU3ix 250 mg 5ml 400 mg/m? 0.1 B
EEEEKS0m 50 ml
(6) 5-FU3E£ 250 mg 5ml 2400 (~3000)mg/m? D EREk GRIABIHFT—F )
ESTRIK 20 mi 5-FUE&EH 93 ml INgRXa— V2L
) 2 day infusor {85
22 B
EBTREZESER . BER, HEEE, HE, MESY
EEA TEEEEAMEI500AHEHIR TMNE2500 5B ER]
FHEP, FHROCIEEERNER (HE)
AT~ —EHEE EETES. VENBARERE, ZENBETAREILER
BT RECHKS '
A2 T21—H -8 93 ml=2mi/h X 46 BERG (92 ml) + K FIZHRSE (1 ml)
5-FU3E 250 mg 5ml 400 mg/m? Y TSP
sI@aEksom  50ml EEIREIEKERET S avhaFiEb ]
B15 FOLFIRI&EE
- 2
ﬂ [-LV 20mg/m? 5-FU sﬁng/ v
@ 5-FU 500mg/m? :
f-LV 500mg/m? 2hr inf.
. CPT-11 125mg/m? iv 90min 0o ‘ 1 2(hr)
weekly X 4 : weekly X 6
/every 6 week /every 8 week

e

IFL &

E7 5-FUAN-LV (RPMI) &

ISR 5295585 200646 7R
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LV 75mg/day

UFT 300mg/m2/day ] every day

L | [

di

d28

1W 2w 3w 4w 5W
8 UFT/LV

F1 BEECEIIESHROLS
Regimen RPMI (n =.176) LV5FU2 (n=210) FOLFIRI (n =110) FOLFOX4 (n= 209)
Grade (%) 1/2 3/4 1/2 3/4 1/2 3/4 1/2 3/4
T 335 176 38.5 5.3 £A97 B 46.9 11.9
g 42.0 6.3 27.4 2.0
CR% 21.6 1.1 34.1 15
BRE 5.1 - 8.8 - 7
EENE 0.6 - 2.0 - 10 -
FhERE D 35.8 16.5 24.9 5.3 52 24
IR 13.1 3.4 28.9 05 16 -
=Kl 31.8 4.0 78.9 25 39 3

RRORELESNIBVTIE, FERD LV/5-FU (RPMI
B RELZBERLTLLIVEEZEZLND,

2. ERRTEE, SBMERBEICHT 3LHEPEED
IR

B0 T K, BREGREZBE 55, KBk
R Iox L Tl £ DHEBMIROE S 225, WEE
&£ & L T FOLFOX #i#E, FOLFIRI L% &0 3|
BERFEENEZLOND,

ELITHERICHT2BWREHFEEE i oxali-
platin #¥CPT-11& D BIR L3>, 75BN OHRE
Ti& FOLFIRI i L ) FOLFOX |RENIEH T, *
RPHEVIMTAFEER 7 LALF - REsShTEY,
R THEENMLETHLHLEEZONS (R,

TN ZHIBEAEEL FOLFOX #FiE— FOL-
FIRI ##&, FOLFIRI #iE— FOLFOX iz KD
RBEDEFTIZELEEZRTHE ZRERLLT
CPT-11 B BIRT 5875 A% oxaliplatin BiHid 4
BTHEALILVREEZX, BAERELY Y —Ti
—RIEHIZIE FOLFOX k%, TRIEHICIE FOL-
FIRI #FiED L i CPT-118MEEEZ AV Tk,

3. HEhx AN UE S
RS CORENERENE ST IIFEB A TER

ERFELZ-TBY, HLFREIZLBFRISTZL
WEBPHSES E B EEZ OND, T/, BEFSNE
I+ £ HUERE vs £ 5 LARIERIRO RS I
HHEER S EITHFTH 2,

1) FEhEsioaEnE

BAHRIPRERE G/EAEREES Y —) I8
T—RIGHETO WHF BRERIED 1 £EFEEI2. 1%,
BELEFE6% THo/™,

FOH%, £H{LEREETSHS low-dose FP (LFP)
gD (5—FU)1-LV BEFTTTSNDETHOHEETDH
FE—BIReHLERE, X9) »EAIN/, KBE
FFEBEMICTT 5 LFP BMEOREIIRIFTH Y,
FDHD retrospective ZHET (1 EE£FZFES9.9%,
SEEFFI4%) OER (H10) &b, SETi—
RiEE% WHF B EBE» S & H{LERETH B
LFP EANEE L7z, 20D, LFP BREO—RIEHE
TOEMAERAEE JFMC30) TORBEITLNZF2.3%,
EFHRPRMELTIH L RE SN TnE R,

2) EnE{eEnEs

B L L COSEEEREIIUTO L) 2 b
DOFHSENT W5, FHIZOWTIRFFETIZIE AR
FELBRTREERENSE—BEIR L LT WHF FehiER
E%, RIZIEDSM (A7 =L v Z™) + MMC gD
ERELERLTW A,

LR 205585 200667 A
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I 5-FU 160mg/m?/day , L o

2
(A)Cooffgg/m/day lvvnv 'RARE, RERE, RARR, :
1234567123456712345671234567
(B)CDDP 7mg/m?/day day
(543%) t ¢ 4 4 4 4 4 ¢
4EIETE 1 BAREE1I-RETS
(%)
100+ fFHAfAchsRiE 1534 A8
1E4EER 59.9%
50- QELER 176%
3FELETFER 9.4%
0 T T I
0 2 4 . 6 (year)
fEFIE  CR PR sSD PD BE == (95%C.1.)
118 3 59 46 8 2 525 (43.1 ~61.8)
BEXFrTa—ib
day 1, 4,8, 11, 15, 18, 22, 25/35
patZ==] B E A B5E : BEAHE
day 1,8,15,22 (1) 5-FU3E 250 mg 5mil 1200 mg/m? OB ARISREES T
&7k 100 ml 5-FU&&ET85ml - (1BABIAHF—FIL)
168 RFE]
INgZX&— 7 day infuser {8
(2) S>43E 10mg 2ml 6 mg/m? AERE
EIDEISE 100 ml 100 ml 0.5 B3
day4,11,18,25 (1) S4F10mg 20ml 6 mg/m? REEE
S EER100m - 100 mi 0.5 RS

EBEITREFEER RSN, OEEE B4
AES EE(EFEEEMNEI5004AHEHENRTNE2500A B ES
CODPECIMA > FET TAVWETRRELEDINDTERBIEKTHIR, 7I/ELEH
BELRZELLWIE, CODP S D IIBOEFE —ERIENEEL W
AT a—H—428 85 ml=0.5ml/h X 168 B3] (84 ml) + R FZFDE (1 ml)

X9 XBEICHTSLFPEZDAERE

WHF fFahiEsEEe
DSM (A7 =Ly 2%) + MMC 8hiEsE>

4. KBEFGRICHT I e5{t%8E, FEhik®
BEEEDERBEDI NS T —
1) —KaE
FOLFOX FiEX 1T,
EREFBRER O LEsEMIX FOLFIRI RiEL b 4
BWEMAIZH D HOD, TLUILF—EEREETER

e omREELEREOmMEHENE (& IZI/MR
W) \CEESVETH D, MEEEHINELAEE
ISR S X S 2Ea1E, LV/FU #|E (deGra-
mont ) *° FOLFIRI BEANDO—REETZRE T 54
EhH s,

2) REE

FOLFIRI EEZ 1T ) o

7 vib¥ ) 3 VU UMELEX/IEEE, CPT-11E
R L BIRTREL BB, HEBR TII TR

HLIRIIE  E295E 85 2006667 A
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(%) 1 ‘I
100 1]
80 WHF B 5% LFPRRAEE n=18
1 EAETFR 460%
60- "MST 1148
Lt i
O tst lne LFPEEARE n=12
20- 1 E5FE 500% - I
. (Kaplan-Meier &)
0 { T T
0 12 24 36 (A)
E10 1st line LFP EEE & WHF X% LFP REBOAERE
KEEFSEEZICHL, WHF BEZRAEELTLFPEEEfT- L

BLFNEBOH - LD —RBEL
MicEREHO NG,

LT LFP BEE T - BHOEFH

(1-OHP+LV +5-FU (FOLFOX4~—>m-~

FOLFOX6®L<Idm-FOLFOX7) |

{1l

C

. CPT-114LV+5-FU(FOLFIRI)

)

bL<R
- CPT-11

B

@“

)

" WHF BTEhIER A

]

[ DSM+MMCHFRNZREE |

.

()

=

)

| FOLFOX &< FOLFILI ( »
* Bevacizumab *° Cetuximab O3t A ERE

|

Ny
BEORN

BEHICETILETH D, B0, EHPHRENHE
ELFVOTENIBEOEEEROTHLHAD
AHARTH 5o

3) =XAE
FFEHEEEZTT I

HERBREEESD®, LRARLERETES
(ot IB8, POMEBYTFREERT CHIHE
P S TONBNERED L VEG L EX 50D, 7=
TR HIE O BRRRES 7 EE A ENEREOBE D
HEE AT S AT EET A LEND B,
B X 512, LEETH T WHF BERIEE, K
ITIERA 7z Ly 7 A% + MMC BiIEREZHAATW
5,

EHEStL 2 —CB 3 KIBEFEBICHT 3L

4) PLREELE

FE2 FOLFOX, FOLFIRI #EIZATEMEHFESR
(bevacizumab *° cetuximab % &) DHEAMBEZ OGN
%, bevacizumab T (BT L FEEN T 5,

UEnifihn 211 KT,

=

SBOFEBIEIES ) @ik COGEBE L bis
2 EGEBO—EMEOEZITE N, =0/ DR
DFBEE SHD T L b7, LH{tEmEE R0
HIEASED SN T &7, L LEEROESEERED
HMRETHHTH o770, FEERELRETSHT

=

THILERSLE H29%E RS 200667 A
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CDDP 80(~100)mg/m?/day 1

U

L 5-FU ci 800(~1000)mg/m?/day 1~5

|

d5

every 28 days

d1
BEISTa—-
day 1, 2, 3, 4, 5/2s—|
BEIE H5ES 58
day 1 (1) #E7:X03mg 2ml 0.3mg
TRYFEES% 20mi 20mi
(2) FpKOrix8mg 2mi 12'mg
ERBEEK 100 mi 100 ml
(3) S>43x 50 mg 100 ml 80 (~100) mg/m?
EERIEK 1 1000 ml
(4) w2 Zwh—JLiE 20% 300 ml 300 ml
(5) 5-FU3E 250 mg 5 ml 800 (~1000) mg/m?
E&TFAK 20 m 5-FU&&ET 45 ml
day 2 (1) #€7i£03mg 2ml 0.3mg
' TRY¥EE 5% 20 ml 20ml
(2) FHrO>iE 8mg 2ml 12 mg
EIERIEK 100 ml 100 ml
(3) 5-FUX 250 mg 5ml 750 mg/m?
JESTAK 20 mi 5-FU&EEH 49 mi

day 3,45 (1) 5-FUX 250 mg 5ml

SESTAZK 20 mi

750 mg/m?
5-FU&&ET 49 ml

EBTANEEES RSN MNESME LSS

EEA day 1, 20(1),(QIEFHEFERICHTHATHEE (H#37)

BT#ECHkRS

L RAINE 15008 +HH A A TIMNE2500 R HE ]
CODPICIIA L FE T THVERREL L BN TERERBEKTHR, 7I/BMEAE L EE
BIELEWIE, CODP ISR DEEAE —8ARIENIEELL

®wEHE
72 ayhERES

RARE

0.5 87
REEE

2 A

mEEE
2 B
FOEAR GEAEIST—F V)
INGZXB— 2 TFA
A2 Ta—H—EH
22 B5R8

TiavhERESN

FRUBESE
0.5 F#fE
0 EEAR GEAR AT —5 )
ING2B—~ L TFA
1> T7a—H—{EH
24 B5fE
U0 ESER GEARI AT —FIL)
INJRR— L TITFA
12 7a—H—{EH.
24 B

day 11/ 7a—HF—3 8 45 mi =2 m/h X 22 B8 (44 ml) + R A% B R (1 mi)
day 2~5:1> 7 a—H—#E & 49 ml =2 mi/h X 24 BF{ (48 ml) + KT IZFEBE (1 m)

=12 FPERE

. ETGOFERCx L TR ELERES BT B
FHEOTELER LN,

7273, BETIITERE LERE L &5 {LERELD
— KGR TOERE DIHERBIIITbh TRV,
RO L THEBOEEIAREZ2EFTH 1.

TRETEE - BRBEOLS{LFEE

BESNDH FOIAY FO— LD EEETE
FTEE{LEREETTY, 0%, BE4s0EH{bFEE

TG - BERBBOERGEL L TIIFCRTILT
B (®12) I EhTwb, ¥ 7 DCF (DT:
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DTX 60 (~75) mg/m2/day 1
CDDP 60(~75) mg/m?/day 1
| ’ 5-FU ci 750 mg/m?/day 1~5
d1 d5
every 21 days
/5510
day1, 2, 3, 4, 5/21 |
858 BEEH #5E8 wE5H=E
day 1 (1) FE7:£03mg 2ml 0.3mg 7 ay ek St
TRI58E5% 20 ml 20 mi
(2) HRE—E 20 mg 20 mg 7 gy RS
EIBEIEK 20 mi 20 mi
(3) KSS53iF5mg 1ml 5mg AEEE
TRIFEESY% 100 mi : 100 mi 0.5 B8
(4) FHFOiE8mg 2ml 12 mg AEEE ‘
£IBEIEK 100ml 100 mi 0.5 B8
(5) Fa¥t/Lix 80 mg 2miTBBERMN> 60(~75)mg/m?  AEEsE '
SEEI8K 250 mi . : 250 ml 1 B5
(8) >43E 50mg 100 ml 60(~75) mg/m®  mEEEE
EEEIRK 1 1000 ml 2 B5E
(7) == wh—JLiE 20% 300 ml 300 mi RUEERE
2 854
(8) 5-FU3iXx 250 mg 5 ml 750 mg/m? HLERIR (BBIARY AT —F L)
EStAK20m : 5-FU&EEL4sml INURE— L TNTT
127 a—H—~{EH
22 B
day 2 (1) #E7iE03mg 2mi 0.3 mg T ay ERRRESY
TEIHEESY 20mi 20ml
(2) FHrFO>iE8mg 2ml 12 mg ATEEE
IR AR 100 mi 100 mi 0.5 B8
(3) 5~FU3x 250 mg 5ml 750 mg/m? FLEER GEIARI AT —FIL)
ESAZK 20 ml 5-FUEEEt4Oml INTRE— I TITT
' 127 2—H—{EH
24 BERE
day3.4,5 (1) 5-FU3iX 250 mg 5mi 750 mg/m? FEER GBARAT—FIL)
EEFEIK 20 mi 5-FUEEEL4OmI INTRE— LT FA
127 1—H—{EH
24 B3
ERETNZEEER BELE. NFEMEIHESHEEMN
EBA dayi:(1),(4) LU day 2123 FEBERICHTHATIRE (JE28)
day 1:(2),(3) BRPLIAX—FRH, SETIER
TEE{LEFAINE 15008 HEHE R T INE 25005 E £ w]
CODPIZCIAA L FEET CHVWERREELEIDTEREBIEXKTHEIR, 7I/BER L
EERZELEWSE, CODP IS iz fthDEH— iR IENEEL WY
DTX B DBERERICTILA—NEEETI-HETENPE
BRT®ESHK
day 1112 Ta—H—FE 45ml=2ml/h X 22658 (44 ml) + R SZEBSE (1 ml)
day 2~5: 172 —H—FEE 49mi =2 mi/h X 24 B8 (48 m) + R FICHESE (1 ml)

13 DCF®E&E

CDDP/5-FU) #&iE (H13) bEMAERERT FP &k ha,

TECEEIRESN TS, TNLHIBRIEFVR —HTHFRII B TIBEORERRET FP LY
TEZ T, SREECkOEREE TH S FP BER BHE L DEBREIPUESEHRIC BV TIES-FU £+
DCF ZiREIGR L LTHREIT 2L ENHBLERX S B2 00, EFEHAKTS-FU BRI %2 5EES

HILSENFE $520%%85 2006467 A
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CDDP 70mg/m?/day 8

o

l S-1 ci 80~120mg PIBR 8, 208%/day 1~28

d1

¥BEZ25T1—-1
day 8/42 (FNBE day 1~21/42) |

#5018 E5EH
day 8 (1) FEI¥EE5% 20m!
FETE03Img 2ml
(2) H¢—> F3E 500 mi
FAHROE 8mg 2ml
(3) EBEIEK 11
Z247%E 50 mg 100 mi
181ME
(4) w2 =wb—IL3iE 20% 300 mi
1B1E
SLERT
(5) r—> F 3 500 mi
T AT 10 mg
(68) F1—> F 3% 500 ml

(1) FFI¥EE5% 20 ml
FE7E03mg 2ml
(2) H¢—> F 3% 500 m|
FHFOE8mg 2ml
(3) Fr—> F 5% 500 mi

day 9

(4) H4—> F 3% 500 ml

AR ' o
dayl~21 TS-1{(20mg or 25mg)

TS-1D&E

TS-1%dayl ~21 QAR {3 B

d8

20 mi
0.3mg
500 ml
8mg

500 ml

70 mg/m?

300 mi

500 ml

10 mg
500 mi

20 ml
0.3 mg
500 ml
8mg
500 ml

500 ml

80~120 mg

1.50m2<= A FEEIE

FEIRESETER [ MEEE. BEME,

TSI ARENT VB LEREZETS

AR ETE < 1.25m?
1.25m?< = A FRETE < 1.50m?

d28
every 42 days

/5 HE

TS-1(20 mg)
TS-1(25 mg)
TS-1(20 mg)

HibSE =N
EBA CODPIECIAALTFET THAVERREELZDTEERIBEKTHR, 7~/§§§4§!&<‘:t§.¢b&\. &

7 ay bMERES

REEE

0.5 BEfE

RERE

283

REEE

2 B

RERE

2 R5ME

rRERE

2 B

gy R RIEST

AT

0.5 5

FREERE

2 B

RTERSE

2 A%
AR
8RE 208%

208%
20A%
20B%

80mg 4$2 RAR 8%
100mg $2 AR 8RF
120mg 42 AR B8FF

4 Cap
4 Cap
6 Cap

Z&N AR 1 BEREREAE,TS-1FR (B OF B85

X114 S-1/CDDP #&ik

(%) ‘
100+ 1ELETFEE 325%
80— QFEHFE 98%
MST .
60 (n=26) 7.8month
404 (Kaplan~Meier &)
20
0 T T T 1
0 2 4 6 8 (F)
FERICHT 3 CR PR SD PD RR  (50%cC.D)
Hi5 BEFEBICHETS SR 0 11 7 8 423 (23.3~63.1)
low-dose FP EENAEKE

HILBESE 452085585 20067 A
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CDDP 80mg/m?/day 1

&

CPT-11 70mg/m?/day 1, 15

& &

d1 di5 d2s
every 28 days

WEXrTa—
[ day1 (, 2, ) 15/2ﬂ
#=5E S EEH 58 BEHE
day 1 (1) TEI§8x5% 20mi 20 mi 7 ayhEikiEst
FE7E03mg 2mi 0.3 mg
(2) F4—> Fix 500 mi 500 m! EEERE
FAFOYE 8mg 2mi 8 mg - 2 R5E
(3) TRI¥8EH#E] 5% 500 ml 500 mi AEEE
FRFSE100mg 5ml 70 mg/m? 1.5 B5ME
(4) £BEIEK 11 500 ml AEEE
S>43F 50mg 100 ml 80 mg/m? 2 B
1818 : WS
FRFLAETHE :
(8) > =yh—ILiE 20% 300ml 300 mi AEEE
1816 _ 2 8%/
SLHART#
(6) *Tr—> Fix 500 mi 500 mi REEE
18 1@ 2 B
(7) T14—> FiEx 500 ml 500 ml REERE
' 181ME ’ 2 BERS
day2 (1) FROFEES5% 20ml 20 ml T ay b ERIRES
FHE7E£03mg 2mi 0.3mg
(2) G4~—> Fix 500 ml - 500ml mIEERE
FHROE 8mg 2ml 8mg 2 BEfE
3) G1—> FiE 500ml 500ml ETRERE
1B 1E 2 B
(4) T4—> FiX 500 ml 500 ml REEE
181M@ 2 BEE
day15 (1) FF$EE 5% 20 ml 20ml 7 ayvhEsiRiEst
FE7E03mg 2ml " 0.3mg
(2) 4~ Fix 500ml - 500ml RERRE
FHRAYE 8mg 2ml 8 mg 285
(3) TRIFEES5% 500 mi 500 ml mEEsE
FRF2E100mg Sml 70 mg/m? 1.5 RER

BEEBINEEEER | MRS, T, HEESM. AR
EEA (D~QRABBRICHTIANRE (R
AR LY 4~sARIBINFINR S LU CPT-11 BIfERAM R UL E
‘day 2 (3R TIEE W

16 CPT/CDDP #i&

22 EBICSU325(LERANARRA

- == (%) ,

BEE () AEE - : ; MST (day)

Bwne &% :
Boku 5  (1999) | CPT-11/CDDP : 58.6 40.0 272
Koizumi 5 (2000) | S-1 44.2 429. 207
Baba &  (2003) | S-1/CDDP ' 66.7 50.0 -
Yoshida & (2003) | 5-1/DTX 55.6 100.0 -
Tsuji & (2004) | low-dose CDDP/S-1 73.3 100.0 366

WLIIE H20BE8 S 200647 A
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CDDP 10mg/day X 2 [E] /week for 4 weeks
[ TS-1 80mg/m?/day (4 2) ‘
F T ] 1 ¥ T 1
1 8 15 22 29 36 43 (day)

n CR PR NC PD EME%) 95%C.
03| 15 1 10 4 0 73.3 51.0~95.7
HEAEG 8 1 4 3 0 62.5 -

Al 7 0 8 1 0 85.7 —
/EXFT -V
day 1, 4,8, 11, 15, 18, 22, 25/42
(BB day 1~28/42)
#5iE e BEE HEHE
(1) S>4E 10mg 20 mi 6~10 mg/mi AR
SIBEIEK 100 ml 100 ml 0.5 B:FS)
TS~1 10mg 4#2 AR
TS~1%day 1~28 AR A ' 88F 208%F
BETNEATER HCESY, MESk, BEg
EEA CODPIECIMALTFET CAVLERREL LSO TEERIEKTHR, 7I/BREA
LEERELEWIE :

17 CIRRTEEETHERBEICH T 3 low-doseCDDP + S-1#UAD AR

b dora/z®, 5-FU BARENERS  EEME
BLEND LSRR RRIARIRA TV, &
DORIREFTHET 5720, BE  DBREVRALNTE
72 v

& {12 low-dose FP HEiEIZ19904£EH X ) commun-
ity standard®™ & L CIEL{ThbhT& 7, EiEH I
£ 2 LABBIDEET TOEREEIIA 8% TH o7,

E51Z, S-1MERENTLUREFOBERMROES
L, BOFD XY v MCEHL SR, BROHTEL
Awubshz kHllhoTE& I, &6, JCOGI912
(5-FU vs. S-1 vs. CPT-11/CDDP) DERRFHERR S-1
vs. S-1/CDDP (& 14), S-1vs. CPT-11/S-1%&D
BERAYERFIEE #4152, 2007F IS F/AITARFBIZBT
5 BREOERGEVREENDINLTH 5,

2. &Y 22 5{bEEE

T - BREBOSH{LFREDIREICN LT
BRI A B, low-dose FP RIED BT
BB ICHTIRIAYRIIES ORE® TI1242.3%
(1172680) THo7 (H15), &5, S- 1AW/
{EEREICBVTIRERTH0% E-Z ™, FFRERE
TIE50~100% L\ ) EbDO THEHVBHRGRIFH

.%':_30)~32) EhTwa,
¥ 72, CPT-11/CDDP #i&E® (X 16) & TLHE
WERIESHRESNLTWS (T2),

3. HFEhE bEREOMAES Y

ERITER AT 2 FFEhE{LERED KRS IT FAM
BhiE (L2 M EY®, MMC + CDDP By iESEE®,
CDDP +5-FUPENERELR LK P oHEINT
Wb, 727555.7~73.9% LBV BRFIRIIELO Ty
2 DD D) v SEIER R BEMEEIR RO /- DENE
{bEEREASRIEENTED, kﬂ%ﬁﬂhb:ﬂ%ﬁﬁ%&
DFEMIEEII LS E5 2B 2nEEILNRS,

FEEEDSM (R 7Ly s X®) + MMC BhiEl

EREICE ZEMPIOHMED b HALND,

4. BEFEBICNT 3288EE, FiEen

EEEDLAENI FIFY—

FEATERI T T A B ERE S RE S LB 121}
B L7k 512, BUEBSRT LR R
THETESLIES C DBMIUETH D,

T SHREEE T, S-1%HLE LERICHAE S
FoTHY, —BRMOICEFRENBITT, BOENO

LSS 2055585 200647 A
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PTX 70mg/m?/day 1, 15
RV SR
d1 d8

di5

d21
every 21 days

#"EXyTa—-I
day 1,8, 15/21
B5IE  R5EH wsg - BENE
' (1) FE73x03mg 2m 0.3mg LS
TRIFEE 5% 20 ml 20mi .
(2) HR&—3E 20 mg 20 mg LS
TEIFEES% 20m 20 ml .
(3) K553I 5mg 1 ml 5 mg AURRRIE
TRYYEE 5% 100 mi 100 mi 05 R
(4) FHFOziE8mg 2ml 8 mg RERFE
TRYHEE 5% 100 mi 100 mi 05 B
(5) /SUUSXELEIOMg S 60~B0mg/m?  FARPIE
IR BLHEK 250 ml 250 mi B set (2 H
1 B8
EBITREZEEER | MASH.EEGESM
EEA (D) ~@RFPLAF-REEEIHTIRHRIE[(2),(3), (4) idBA)

PTXIZBED S B/ rDBE ISR BIHTOTERABEYMEANDIE
PTXIREGRBIC TN O—-NEE B TH-0EENDLE

X18 weekly PTX &iXx

TG BB SRR ES O 1LF®|EIL S-1, RIZCPT-
11, Taxan % EONETEAS L (IXBERABELERR
ICHWHEITWBE Z ED% 0,

W TIIER AT 2 /AR, S-1AEOFIT
HHT L, CODP "EEBHXEFTHILLRELER
L, U TOEEDHENEEZ T\ b,

1) —REE

S-1E#IFED L < 13 CDDP #6/8 S-1FEL B8R
%, )

FEESLEMTEALRITV,

S-IDOEAFINDVEDOTHHAF YV VERIEHERT
HY, BHREEEFTIES-FU OMPEELA* &7
L, EELEEFERY & /-TalEErH 2, 00D
BB L T, EHaiciid s L7 F = DBIENR
RCH D, L IKMMP 7 LT7F=1.3mg/dl LA E
IEEIZS, 1.5mg/dl L EIZERESTH 5,

T/, S-1BREORERICXT 2 BEsiRi, &
ECDDP 28 LB ENFNIIRE Y LI k
®, ZRIEHFCDDP 2 EAT A LEEITH NI L
B EREZIUT S-1BMEREANEIRTE %, low-dose

ZE=% i3 CPT-11/CDDP B $540.0%

CDDP+ S-1#&# (®17) &R 2 BF%RE
L BIFT, BORBLEMTH D0, —RiGRE
LTERATRLEL TS, &R CDDP HERE
TOBEERIIIEESLETH S,

F7:, FNICDPD RIEEDEFI CTEELEEER
HHIRT B L2H L DEEIVNETH B,

2) ZREE

CPT-11/CDDPEEX 1T

FEER L LTETRR IS, & IC8FISE
T 5 BlERBL, IMEBANIEENUETH 5,
FoE L, BHEPHECHEEDLE Y,

UIRICBIT ARET TIROKEE CORERBIINT 2
2/5%1),
weekly PTX #iEH28.6% (2/76)) % TdHbh, His
HTi% CPT-11/CDDP HFiE%x ZKIERICHVH Z &
IZL T3,

3) =REE

weekly PTX (E18) F/ZXDTX FEZITI.

FEEZRL L THMEFEEDN L2 TH & PR
BANEBENLETH B, & {12 DTX & nadir D

HILESIR SE20%% 85 200647 A
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L 's—n%-;fi 713 CODP/S-18i% j

CPT-11/CODPE. |

S ——

—

( weekly PTXEEE £ 7= 12 DTX A )
L

( PTX/CDDP/S-1 ]

( CPT-11/CODP/S-1 |

)

DSM-+MMC FF BB i ]

GBI ANT R, FUERIER, V-8
& BE GTHEHEEL LHTHERAY v TERE
REREEVIBHETH Y, ZHNIZFNTREOIIEASLE
THhb,

&1%, BRK &[4 cetuximab %2 bevacizumab &2 &
DA FENERIIMERTEL 25 L FEENTE
0% DR TREDERLITH &L TEBEHFED
EEREOS S A EAHIFE NS,

R S e

19 BEREBICHT 3{LFREDHEN

A BREL LIZEESUETH B, F/o8B56D
EHECHEEZ & /- LRSI NG,

BEEEEIT LS, FRERDSNOIEMBEEIIHE
BIEEB T D, PSHRREALLESIC S EATIER
THhorLEZOND,

%8, PTX, DTX &{ICTLNI—LVEEETRHT
LIZBENSUETH D,

4) ERERELEE

EHICINGESE X HIIZHFAET AT TO SHIGEA
ik Td 5 DCF # i ® PTX/CDDP/S-1# &,
CPT-11/CDDP/S-1#ESESUI L D FEITL TV %,
IS DERICEREOHER S TFRIREEF L 25
FEBIZxE LTk DSM -+ MMC B bE3E@E£4TH =
LbdHsb,

U Eomhz=E19 iR T,

- EELIE

EBMEIFEOLEEEIC O S AGEB L UEENR
EDLTVY T A LALERED strategy 2HESLL 720

FORMER - 2 ARG EDORTICL ), BB
AR OLEREIT—F SN, EROEEEZHET S
T LA, BEOFREEICOLNOLWVERLEE
BRXNB Lo TEI,

LI ERB B TARBETHE, ERERT—X
L SNTE-FENE(LERED, BRICBWTY,
FOLFOX #&iE%> FOLFIR] FEDRIG R ESIZXT T 5

3 RIEELUBEDOILEREL LTOMNEBS T o7k
E2o6N5, EHIIE5TE WEMLFEREIZD FOL-
FOX BENBICIHLAD FHEINTBY, BRILFER
EEFIBOEINIVLETH D, 02D, THHDIE

1) Hohn, D. C, Stagg, R. ]., Friedman, M. A., Hannigan, J.
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7) Lorenz, M. and Muller, H. H. | Randomized, multicenter
trial of fluorouracil plus leucovorin administered either
via hepatic arterial or intravenous infusion versus fluor-
odeoxyuridine administered via hepatic arterial infusion
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200545 K%, &AL, HE, 2005.
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Moderate Neutropenia with S-1 Plus Low-dose Cisplatin
May Predict a More Favourable Prognosis in Advanced
Gastric Cancer
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ABSTRACT: :
Aims: The effects of haematological adverse events on the prognosis of patients with gastric cancer were investigated.
Materials and methods: We retrospectively analysed the association between haematological adverse events and
prognosis in 23 patients with far advanced or recurrent gastric cancer treated with a JFMC27-9902 regimen consisting of
an oral fluorouracil derivative S-1 plus low-dose cisplatin.
Results: The patients who suffered grade 2—3 neutropenia (n = 10; median survival time [MST] 679 days) were found to
have significantly more favourable prognoses than patients who developed grade 0—1 (n = 10; MST 271 days) or grade 4
neutropenia (n = 3; MST 408 days) (P = 0.0039 and 0.0112, respectively), although no significant differences were
found among the clinicopathological factors of any grade groups. With respect to anaemia or thrombocytopenia, there
were no significant differences among the MSTs of the groups stratified by toxicity grade. Multivariate survival analysis
revealed that grade 2—3 neutropenia is an independent predictor of a more favourable prognosis (hazard
ratio = 38.693, P = 0.0004).
Conclusions: These results suggest that S-1 plus low-dose cisplatin against gastric cancer may contribute to long survival
when it induces moderate neutropenia. Nakata, B. et al. (2006). Clinical Oncology 18, 678—683
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Introduction

Recently it has been reported that haematological toxicity
due to chemotherapy is a prognostic factor in breast cancer
[1-3]. To the best of our knowledge, however, there has
been no investigation to predict the prognosis of patients
with gastric cancer by the chemotherapeutic adverse
events.

The novel oral fluorouracil derivative S-1 was approved
for the treatment of gastric cancer by the Ministry of
Health, Labor, and Welfare of Japan in 1999. The post-
marketing survey showed that adverse events of grade 3 or
more occurred in 3808 cases at the following rates:
neutropenia 6.1%, anaemia 4.6%, thrombocytopenia 1.5%,
anorexia 5.9%, fatigue 3.5%, nausea/vomiting 2.2%,
diarrhoea 2.0%, stomatitis 1.2%, pigmentation 1.1% [4].
Therefore, incidences of severe toxicities including neu-
tropenia of S-1 alone are very low. S-1 with low-dose
cisplatin has recently come to be considered one of the

0936-6555/06/180678+06 $35.00/0

most noteworthy regimens for advanced gastric cancer
[5—8]. Recently, the Japanese Foundation for Multidisci-
plinary Treatment of Cancer (JFMC) conducted a phase |
trial entitled JFMC27-9902 in which S-1 plus low-dose
cisplatin was given to patients with unresectable or
recurrent gastric cancer [9]. The 23 enrolled patients were
closely assessed for toxicity. Hence, the toxic profile data
were deemed suitable for research into the relationship
between adverse effects and survival benefit. In the
present retrospective study, univariate and multivariate
survival analyses were employed to determine the prog-
nostic effect of haematological adverse events induced by
"chemotherapy.

Patients and Methods
Treatment Regimen

The details of the treatment regimen have been described
previously [9]. The regimen was given under informed

® 2006 The Royal College of Radiologists. Published by Elsevier Ltd. All rights reserved.
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