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LIAr—8
BHEEREEY 7 — I8 EROLERE
1. FPgEE 11. low-dose FP(LFP) i EEITREFEES
2. DCFEHE: 12. CPT-11EE in: mEES
3. FOLFIRIEE 13. CPT-11/CDDPERZE o HLSEEE
4. FOLFOX4#EiE 14. CPT-11/CDDP24E B8 EEE T gk
5. mFOLFOX6#EE 15. CPT-11 24BF i a g B HEEN
6. mFOLFOX7H#EE 16. weeklyPTXEE (HiETTLE) B BER
7. PEFG#EE 17. DTXEE(FILES D) B B
8. S1/CDDPEEE: 18. CPT-11/LV/FU(IFL) &
9. low-dose CDDP+S-1#%  19. LV/FU(RPMI) &k
10. WHFITBhEZEE
FPiEE&
day 1, 2,3, 4,5/28
EA B M
#E5E BEIEH ¥5s w58
dayl 1 FE¥7#03mg2mL 0.3mg Jrvay NERES
7 K ¥EE 5 %20mL 20mL
2 HAF—iE20mg 20mg 7 vy ay bERES
AE AT 20mL 20mL
3 HIIFIUESmglml 5mg HIERE
7 F Y 5 %100mL 100 mL 058 R
4 FHAFOYESmg2ml 12mg BB
7 R #EE 5 %100mL 100 mL 0.58:F
5 v ¥¥50mgl00mL 80(-100) mg/m? HEEE
EEEER 1L 1000 mL 2 B
S
6 <wr=v F—JLE20%300mL 300 mL HiEEE
2 BER
7  5-FUE250mg 5mL 800(-1000) mg/m? RGEIR GERARY 7 — T V)
PSR ZK20mL 5-FUE & 45145 mL NIAY = Vv TNFA4 Y72 —F—ER
228518
day2 1  F¥7#H03mg2ml  03mg = Uviyasv VERER 0
7 FUEERE 5 %20mL 20mL .
2 FHAFOUYESmg2ml 12mg HERE
7 ¥ HEFE 5 %100mL 100mL 0.58FH
3  S5FUE250mg 5 mL 750mg/m?  FAOER (EAR S F—F W)

S Bk20mL 5FUE L 549 mL NUSS BN % R R Bl )
___________________________________ 4BER o __
day3, 4,5

1 5-FU#250mg 5 mL 750 mg/m? LR GEAR A 7 —F V)
TS A K20mL 5FUME L A5H9mL RIAG =YV T VAL 2T 2=~
2485
BiE(CPER) | Y AT T E100mg/m? 1385/ A% (d1), 5FUE 1,000mg/me/ BOBHESZES BHHE
IhE 4 BEBEICRYET.

dayl ;1,4 B L Uday2 : 1,2 REESHIIAT 5 EiicE ().
dayl: 2,37 LIV F—FF, LETIZE.

T {bFHEMEL00 S +HFER » 7 INE2500 S EET.

CDDPECIH F VEET TRWERRE L 25D TEBERIEKTHR.

TIJEBEHELBELRVI E, CODPHES RO EH] % —BRIENZEFE Ly,
DTXIE R OBEBRETICT VI VEERTALOEENLE.

H T TR,

dayl: 4 v 7 2 — ¥ —BE845ml =2 ml/h X 22858 (44ml) + RV T 1258 (1 ml)

day2-5: 4 ¥ 7 2 —F—#£B49ml =2 ml /b X 2485 (48ml) + K ¥ 70L& (1 mi)
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2. DCFE&
day 1,2, 3, 4, 5/21
EEs B Il OH
BE5E  R5EH ®5E wEE
dayl 1 F¥7iE03mg2mlL : 0.3mg 7 v a vy MERES
7 K EEE 5 %20mL 20mL
2 HA ¥ —i7E20mg 20 mg 73y bERES
A EIEE20mL 20mL
3 K59 3IvES5mglml 5mg HiEEE
7 K 5 %100mL 100 mL 0.58F
4 FHFOriESmg2ml 12mg HIEBE
7 N $E7E 5 %100mL 100 mL 0.58F
5 N Fb)iEsome 2 mL<EHEHEN >  60(-75) mg/m? J=xi=)--2c
B A R250mL 250 mL 1 BE
6 v ¥FiE50mgl00mL 60(-75) mg/m? HiEEE
AEEIEW 1L 1000 mL 2 B
: ity
7 wr=v b= E20%300mL 300mL HEBTE
2 EFR
8 5-FUE250mg 5 mL 750 mg/m?  FLERGERAE S F—F V) :
EETE K 20mL 5FUJE & &5T45mL BIAG— v TNTFAAL v T a—-F—FE
___________________________________ 2285W o __
day?2 1 FE¥7F0.3mg2mL 0.3mg gviay CERES
7 K HEE S %20mL 20mL
9 FHFuviEs8mg2ml 12mg HiEEE
7 R 47 5 %100mL 100mL 0.585 P
3 5-FU#E250mg 5 mL 750 mg/m? L EEIR GEAR T 5 —F V)
TS H7K20mL 5FU#E & 4849 mL RIARG = Vv FNFA4 T a—F—FH
_____________________ 4B - _
day3,4,5 1 5-FUE250mg 5mL 750 mg/m? SULERR GERAE S 57— F V)
V5T Ak 20mL 5FUE & 45M149mL NIRE = Yy I WFA 4 Y7 2~¥—HH
2415
B (TCR#EE) | M4 % ¥ ViE75mg/m? 1 B A (1), Y A7 FF ¥ E5mg/m? 13 A (a1),

5FU 750mg/m%/ B O#EHma@E s BE. & N 3EBEICEDET.

dayl: 1,4 Bk Uday2 : 1,2 REEFHICHT 5 AkE (#H).

dayl: 2, 37 LIVF—TFF, DB T,

TEEAL SR E G 1500 4 + AR ¥ T ME2500 A HE .

CDDPIECIA + v HEET CRVEREEE RS DCHEBEIEKTEHER.
TIJEBEAZLRBELRVIL. CDDP?’“%@&M&@%%‘J B RIEAETE L,
DTXHE A OBBEIEFICT VI—VEEETHOERILE.

RTHRBETHS.

dayl ; 4 ¥ 7 = —H —#845ml =2 ml/h X 228 (44ml) + K ~ TS5 (1ml)
day25 © 4 ¥ 7 2 —F—#RE49ml =2 ml/h X 2455 [H] (48mi) + R ¥ FicELE (1 ml)

3. FOLFIRIE&E

day 1,2/14
EEa W I K
#5IE #5EH #E5E 5
dayl 1 F¥7E03mg2mL 0.3mg 7y a vy VERES
7 K $EE 5 %20mL 20mL .
2 FhHFO ESmg2mL 8mg HEEE
7 Ko #EE 5 %100mL 100 mL ‘ ) O.SE‘:F i
3 74 YR E5mg 200 mg/m? 57?5%(;
7 ¥y $E7E 5 %250mL 250 mL ‘ zﬁﬂ? 5]
4 FEFYUEIOmg 5 mL 150 mg/m? ,'.3?“?%%‘(%
A EEIEE250mL 250 mL 1.585
74 /T‘)/tﬂ%(nT(BO SBCRTT5)
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5 5-FU#F250mg 5 mL 400 mg/m? FiREE
A B AL 50mL 50mL 01857 |
6 5-FUE250mg 5 mL 2400(-3000) mg/m?  HLLEFIRGERAE A 7F—5 )
JEST A 7k 20mL 5FUR & 45193 mL 87 25— 1V2% U < id2day infusorfE B3
22851

EECFREME 150048 + % E K T INE2500 S B E .
FET, FH RO 3 BEEESTE(EE).

1y 7a—F—ERE BHCTES, SEOSLRERE, BRENSEOBETREIES,
BT E TR |

4 Y7 2a—F—#HBE93ml=2 ml/h X468 (92ml) +E> FI2ELE (1 ml)
5FUE250mg 5mL  400mg/m?
A BAIE50mL 50mL  FAEEEEKREEET Y3y MEEDL.

4. FOLFOX4# &

day1,2/14
EEAS L M
%50 % 53 58 BEE
dayl 1 F¥7iE03mg2ml 0.3mg 7 ryiay MERES
7R HEE 5 %20mL 20mL
2 FHFOYESmg2ml 8mg HIEEE
7 K $EE 5 %100mL 100 mL 0.585 R
3 TAVEYriESmg 100 mg/m? HEEE
7 P HEE S %250mL 250 mL 2B
4 TNTT v bESTE100mg 85 mg/m? BEEE
7 P EEE 5 %250mL 250 mL 2 B
374 VEY »ERRET
5 5FU#250mg 5 mL 400 mg/m? FLEEE
A B A HES0mL 50mL 0.1Bf
6 5FUE250mg5mL 600mg/m?  HULEARGERAED F—5F V)

5 K20mL 5FUE & A5H45mL RIAF =YV T WFL 40T a—F—156H
____________________________________ 2280 _ _ _ _ _ _ |
day2 1 7 A VEY iE25mg 100 mg/m? BB

7 KW HEVE S %250mL 250 mL 2 B

2 5-FUE250mg 5 mL 400 mg/m? BERHE
A B EIEHE50mL 50mL 0.185
3 5-FU7E 250mg 5 mL 600 mg/m? FULERIR (AR Y 7 — 5 0U)
TE5TH K 20mL 5-FUME & &5H45mL RIRG =YV TVFAL YT a—F—IEH
2285

EELEFEMELS00m + ¥R B & 7 INE 2500 5 E T .
FET, FH PO VIEAEESIE (HE5E).
A 72— (EHE RBETREH, PEOBSRERE, BEIFSEOHATREIGEKE.
KT HECIKRS.
427 2 —F—#HE45ml=2 ml/h X 22858 (44ml) + K ¥ 7125 E (1 ml)
( 5-FU#E250mg 5 mL  400mg/m?
EEEEE50mL 50ml. BAEEEEKTEET T a v PEEDLT.

5. mFOLFOX6#& % (FOLFOX6 LOHP100mg/m?)

day 1/14
EEA M M H _
#5IE 5 EH HBE5E BEE
dayl 1 F¥77E03mg2mL 0.3 mg Jrvay FPERES
7 NI HEES %20mL 20mL
2 FAFuYFE8mg2mL 8mg HiESE
7 R REE S %100mL 100 mL 0.58 [
3 TAVE] {E25mg 200 mg/m? HiEEsE
7 K #EE 5 %250mL . 250 mL 2 BEE
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4 N7 5 v bEEH 100mg 85(-100) mg/m? HIEEE
7 Ky #EE 5 %250mL 250 ml. . 2 BH
3. PAVEY VEREET
T A 7N 2
5 5FUE250mg 5 mL 400 mg/m> HiEEE
EEEIE#ES50mL 50 mL 0.185 7
6 5FU250mg 5 mL 2400(-3000) mg/m*  HULERR (EAE S 7 —Fv)
7E5THK20mL 5FUE & 45793 mL N7 A% —1V2 b L < i12day infusor H
228518

bR 1500,4 +EH R v 7 INE2500 S EET.

FET, FHrurRIEEESE (R,

AT a——fEEE BETER VBOSAHRENE BRESSEOHEEBREIIER.
BT BB TR

4 YT 2 —H—#8093ml=2 mi/hX 46858 (92ml) +F ¥ 71 5E S E (1 m))

<S-FU‘ET:250mg 5mlL 400mg/m?

AEAEES0mL  50mL WEBAEKEFEET YV av PEHELT.

6. MFOLFOX7# % (FOLFOX7 LOHP130mg/m?)

day 1/14
EEa Il M H
#E5IE % 5EA H5E 55
dayl 1 FE¥7{#03mg2mL 0.3mg 7 viay MEIRES
7 ¥ #EE 5 %20mL 20mL
2 FHFOViE8mg2ml 8mg HEEE
7 F 7 5 %100mL 100 mL 0.5 {1
3 TAVEY EDmE 200 mg/m? HEEE
7 ¥ Y EE 5 %250mL 250mL 2 B
4 NI Ty MESE100mg 100(-130) mg/m? BT
7 ¥ #EiE 5 %250mL 250mlL 2 B[
3, T4 VEY) > EEBET
YA 7N 2 B
5 5FU®250mg 5 mL (2400-) 3000 mg/m? FULEIR (BRESY 5T —F V)
ESHHAK20mL 5FUE & A5M93 mL A7 A4 —1V2 b L < 132day infusor £
228

FEE{L R E NN 1500 8 + B LR © T INE 2500 R EET.

FET, FH O VITEESRIE(HR).

£ v T a— R EETESR, LEOSARENE, RESSEOHEIBEIEN.
ETHRBETHRS.

£ YT 2 —¥— i B93ml =2 ml/h X468 (92ml) + K ¥ 725 & (1 mi)

FOLFOX6M5FUED T v+ 3 v b EBIRIES % E] L%ﬁ?x%@S-FU{I%3000mg/m20~.i§51_ (Tournigand %)

7. PEFGEZ
day 1,8, 15, 22/28 (> 7% B v - HUB#I1Z 5 12 day 1-28/28CTHNL3B)
pEs I B H &

58 HE5EZ] 58 HEE
dayl 1 F¥7i¥0.3mg2mL 0.3mg 7via vy MERIESN

7 K #EiE 5 %20mL 20mL

2 FAFuYEZmg2ZmL 8mg BIEEE
7 K7 #EE 5 %100mL 100 mL 0.58FH

3 3 ¥ ##50mglo0mL 40mg/m? HIEEE
AEEIER500mL 400 mL 2 B

A

4 77 NENMEY VIEIOmE 40mg/m?  RIEEIE
B EIEE50mL 50 mL 0.1F5

5 3z 44— LiE1000mg 600 mg/m? 5(%%{:%
£ B A8 R 500mL 500mL 1EH
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421623
6 5FUiE250mg 5 mL 1400(200X7) mg/m? e LEIRFERREE GEARL A 7 — 7 L)
AT K 100mL 5-FUE & &5184mL 16885
L o e X7 A F — Tdayinfuserfff] _ _
day8 1 F¥71¥0.3mg2ml 0.3mg Jrioa vy MERES
7 N7 587E 5 %20mL 20mL
2 Uz A¥—lEI00mg 600 mg/m? HiFsE
EEEIEHE500mL 500 mL 1 EERE
3 5FUE250mg 5 mL 1400(20 X 7) mg/m? L OB IR B IE AR 7 — 7 1)
VESTEARI00mL 5FUE & £5185mL 168851
_________________________________ /37 A % — Tday infuserff _ _ _
day15, 22
1 5FUE250mg 5 mL 1400(20X7) mg/m*  FUBAREHEHE (BAR ) 7 — 7 )
VST ZK100mL 5FUE & 4885 mL 1688E

N7 R ¥ — Tday infuser{

TEEACFERIEIE 1500 5 + A ELR & 7 0E 2500 S B 1.
CDDPHCIA F Y FET TLWERKE L R DO TERAIEKTHER.
TI/BEAFLRELZVI L. CDDPESFIIMOER % —BARIENFE T L\,

FET, FhNOYIEESSE (R,

8. S-1/CDDPE%
day 8, 9/35(S-1i3day 1-21/35 FIFRGEH)
FEs M B M

#B5IE EE5EH wEE B5E
day8 1 7 FU¥EES %20mL 20mL Jray MERES
F¥71#0.3mg 2 mL 0.3mg
2 Y4 — FES00mL 500 mL HIEBE
TFAFUYE8mg2mL 8mg 2 BF
3 AEBEAIEWIL 500mL IR
Z ¥ ¥ {E50mgl00mL 70 mg/m? 2 B
181H EG
4 <=y b—)VE20%300mL 300 mL HiEgE
1H1H 2 B
T UIRTE
5 54— FFE500mL 500 mL =0T 2%
7 T 10mg 10mg 2 EER
6 74— F{E500mL 500 mL P=Ricof- e
______________________________________ 2BE__ ]
day9 1 7 FU#EES %20mL 20mL 7 ray MERES
F+E¥7#0.3mg 2mL 0.3 mg
2 W4 — F¥ES500mL 500 mL RIEEE
THFOYE8mg 2 mL 8mg 2 B
3 %4 — F#E500mL 500 mL HIEEE
2 B
4 F4— FE500mL 500 mL T HIERE
2 BFR
AR
dayl-21 TS-1(20mg or 25mg) 80-120 mg 52 WR
8 B 208
TS1% day1-21 AR GEH
TS-10&

EETHE <1.25m?
125m*<s REEHE <1.50m?
1.50m? <  {REEE

CODPUECH F Y FEET TRV ERLEE 2B D TEBEIEKCER.

TI/BEASLRELZVIE, TSIFARENT NS Z & 2R

TSIFR(AR) OFIE 28D 5.
day QLA TIE %2\,

231

TS-1(20mg) 4Cap 80mg %52 FIRE 8 B 208
TS-1(25mg) 4Cap 100mg %32 AR 8 & 208
TS1(20mg) 6Cap 120mg 532 PIAR & B 208:

THRIL(AEE, 188, RERHKRLY).



42 624 b H 5425 F6 5

9. low-dose CDDP+S-1E*
day 1, 4, 8, 11, 15, 18, 22, 95/42(S-1ixday 1-28/42 AAREER)

%518 HEER #5E #5E
1 S ¥ #1¥10mg20mL 6-10 mg/m? BT
______ E%f‘?@f\‘i_l@flﬂz__-_________109I£1L______________Q5Fffaﬁ_____
TS1 100mg 42 fics
8 B 208
TS-1% day1-28/ AR GE A

CDDPHCIA + YEET CLWERER L 2 5O TEBEIDKTAR. 7I/BREASLRELEZV S &

10. WHFFF&hEEE
day 1, 8, 15(, 22) /28

#EIE HEEH BE5E 5%
1 5-FUE250mg 5 mL 1500 mg FFEHIE (SRR 7 — 7 V)
iR EST (FFEhAR)
5 B
£ EE250mL . 220 mL NZ AT — 4 7 2a—F—LV50ER
T R N 1500 & + HE R R T InE2500 R HET
B1E, BEFEETS T CHE KETAEE3ELRTIT) Zea%w.
11. low-dose FP(LFP)&E &
day 1, 4, 8, 11, 15, 18, 22, 95/35( K T EHwWw HiEEITR 5 1 dday 1-28/35T{ThN %)
#5R #EEH A HE5E #5E
dayl, 8, 15, 22
1 5-FU#E250mg 5 mL 1200mg/m?  FUBIRIFREE(BAR A 7 — 7 V)
' 16887
TESHE A100mL 5FUE & &585mL N7 A& — 7 day infuser{# FB
2 F ¥ E10mg20mL 6 mg/m? HEEE
______ AMARWIOmL _ _ _ _ _ _ ______100mL ____ OS&®__________ |
day4, 11, 18,25
1 5 ¥ ¥10mg20mL 6mg/m? BTEEE
T AR fE100mL 100mL 0.58F
TSR E 1500 8 S AR v 7 InE 25007 E =T
CDDPICIA # VEET CHWEREEL 25O TEBERKTHR.
73 ) BEEELEELRVI . CODPHSFIRMBOEAE —FREFET LY.
£ YT o —F—#EE85ml =0.5ml/h X 16885 (84mi) +F ¥ 7ICFE 5 E (1 mi)
12. CPT-11#E&E
day 1/14
s I H B
58 EH5ER E5E HHE
dayl 1 7 Ko #EE 5 %20mL 20mL 7vya vy MERES
+ ¥ 71%0.3mg 2 mL 0.3 mg o
2 v 4 — v F{E500mL 500 mL BiEEE
FH FuviE8mg2mL 8mg . 2&?55
3 7 N #EE S5 % 500ml 500 mL Eh?l"%??r?‘{afl
bR F ¥ ViE100mg 150 mg/m? 1.5FFfH

AT S AT B BT (),
BgaE & 45 H ECPT-ULEIE AN S AL E,
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13. CPT-11/CDDP&E%

42 625

day 1¢(, 2, )15/28
EEAIL B H &
#5)E HEEH 5= w5
dayl 1 7 Fo#ES %20mL 20mlL Tyiay NERES
T E 7 #0.3mg 2 mL 0.3mg
2 74— F{%E500mL 500mL s
T KU 8mg 2mlL 8mg 2EH
3 7 F#EES % 500mlL 500 mL FIEEBE
bR F 2 2 ¥E100mg 5 mL 70 mg/m? 1.585 7
4 AEESEGIL 500mL FEBE
F ¥ ¥E50mg100mL 80 mg/m? 2 B
1H 1M iy
FRFUBRTHR
5 wrYIZvy b LE20%300mL 300mL SRR
1H1[H 2 B
TUTETH
6 74— FE500mL : 500 mL R8T
1H1H v 2 B
7 Y4 — FE500ml 500 mL HEEE
______15_1_@_____~____________~_________Zﬁffaj _________
day2 1 7 Fo#ES5 %20ml 20mL Jray FEREE
F 7 ##0.3mg 2 mL 0.3mg
2 ¥4 —FESOmL 500 mL HIERHE
TA RO YE 8mg 2mL 8mg 2B
3 %4 — FES00mL 500 mL B
1H1E 2B
4 ¥4 — FIES00mL 500 mL HiEEE
______laL@_,__ﬁ______________________2%@ _________
dayls 1 7 Fo#iES %20mL 20mL Triay FERTH
FTETE0.3mg 2 mL 0.3mg
2 ¥4 — v FES00mL 500 mL HiEEE
TARTYE8Smg 2ml 8mg 2 B
3 T FU¥EES % 500mL 500mL HiNEE
R U E100mg 70 mg/m? 1585
123 FEERITHT 297958 ().
FIEB & D458 BIsIHFIAES & UCPT-11EMEE %02,
day23 BB Tt 2w,
14. CPT-11/CDDP 24R 85558838 %
day 1, 8, 15/21
EEa M 6
#EE BEER 5 =5
1 7HFOYE8mg 2 ml 8mg FiESE
7 K ¥EE 5 %100ml 100 mL 0.585
2 FRF S (F27 1)iE40mg 2 mL 60mg GERR BEAE 57— 5 1)
J ¥ ¥E 10mg20mL 10mg NRIRG— DT NFAAL v T a—H~FR
AEB A #50mL .
I~73?"?°/‘/(7‘J77’%)?5?,“379“?‘52:%§49mL 24F5
1 HEMRE W L SETE W),
TE B INE 15008 + 2R > TINE 25008 T,
CDDPIRCPT-11& DRIETIRIBEENES WA, FhH ROk DEETIHFENETT20TEREL LW,

127 2 =¥ —#8B49mi=2 mi/h X 24B5 [ (48ml) + 4 > TR AE(1ml)
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15. CPT-11 4R A
day 1, 8,15/21

WAL R 2425 B6F

EEs B I
#H5IR 5 EA 58 RN
1 F7# ko i 8mg2mL 83mg AHEE
- ¥ R 5 %100mL 100mL 0.585
2 FRF Y Y (Y7 b)E4Omg 2 mL 40(-80) mg HLE IR (EREL A 7 — 7 V)
EEAIEHE50mL FEFL (AT M) ELEE49mL NI RS —= YV T NF44 v T 2a—F—FH
2485

1 ETEE (L3 LS LATZY).

E%&%ﬁ&mgmmﬁ+%ﬁﬁﬁvfmﬁﬁmﬁﬁﬁﬂ.

£ ¥ 72— —#E49ml =2 ml/h X 2455 (48ml) + ¥ ¥ 7I2E & (1 ml)

16. weeklyPTXE L (AUBRTLE)
day 1,8, 15/21
pEs ML B

#B5IE HEER #5E &5
1 +¥ 7 &E0.3mg 2 mL 0.3mg BiE
- F o #E 5 %20mL 20mL
2 AA Y —¥20mg 20mg BT
- Ko #EE 5 %20mL 20mL
3 K553I ESmglml 5mg HEEE
7 K #EE 5 %100mL 100 mL 0.5k
4 4 ForiE8mg2ml 8mg HIESHE
7 F#EE 5 %100mL 100 mL 0.5FF
5 N7 ¥ &k ViE3Omg 5 mL 60-80 mg/m® HIEEE
- EEEIEW 250mL 250mL B SiEsetfEA
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Abstract

Background: Unresectable biliary tract carcinoma is known to demonstrate a poor prognosis. W.E conducted
a single arm phase Il study of LFP therapy (5-FU (5-fluorourasil) continuous infusion (CVI) and Low-dose
consecutive (Cisplatin) CDDP) for advanced biliary tract malignancies basically on an outpatient basis.

Methods: Between February 1996 and September 2003, 42 patients were enrolled in this trial.

LFP therapy: By using a total implanted CV-catheter system, 5-FU (160 mg/m2/day) was continuéusly infused
over 24 hours for 7 consecutive days and CDDP (6 mg/m?/day) was infused for 30 minutes twice a week as one
cycle. The administration schedule consisted of 4 cycles as one course. RESIST criteria (Response evaluation
criteria for solid tumors) and NCI-CTC (National Cancer Institute-Common Toxicity Criteria) (ver.3.0) were
used for evaluation of this therapy. The median survival time (MST) and median time to treatment failure (TTF)
were calculated by the Kaplan-Meier method. ' ‘

Results: Patients characteristics were: mean age 66.5(47-79): male 24 (54%): BDca (bile duct carcinoma) 27
GBca (Gallbladder carcinoma) 15: locally advanced 26, postoperative recurrence |6. The most commmon toxicity

" was anemia (26.2%). Neither any treatment related death nor grade 4 toxicity occurred. The median number of
courses of LFP Therapy which patients could receive was two (I—14). All the patients are evaluable for effects
with an over all response rates of 42.9% (95% confidence interval C.l: 27.7-59.0) (0 CR, 18 PR, 13 NC, 11 PD).
There was no significant difference regarding the anti tumor effects against both malignant neoplasms. Figure 2
Shows the BDca a longer MST and TTF than did GBca (234 vs 150, 117 vs 85, respectively), but neithér difference
was statistically significant.

The estimated MST and median TTF were 225 and 107 days, respectively. The BDca had a longer MST and TTF
than GBca (234 vs 150, 117 vs 85, respectively), but neither difference was statistically significant.

Conclusion: LFP therapy appears to be useful modality for the clinical management of advanced biliary tract
malignancy.
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Background

Biliary tract cancers are rare in North America, with
approximately 8,000 new cases diagnosed in 2003 [1].
However, bile duct carcinoma (BDca) and gallbladder car-
cinoma (GBca) are not rare in northem Japan [2], Taiwan
[3], and South Korea [4]. In Japan, these malignancies are
the sixth leading cause of cancer deaths, and in 1999,
there were 8,557 deaths from BDca and 6,340 deaths from
GBca [5]. As an surgical resection of the primary tumor
and the areas of local extension remains the most effective
therapy [6], even for non-curative operations [7]. How-
ever, in over 75% of the patients whose disease is locally
advanced or already metastatic cases, the median survival
time for patients receiving only the best possible support-
ive care is only about 6 months [1]. Furthermore, there is
a high rate of both local and systemic recurrence, even
after a curative resection [1,6]. As a result, an effective
chemotherapy for biliary malignancy has been eagerly
awaited. However, systemic single-agent chemotherapy
- has so far shown a poor efficacy [6,8], though many
efforts has been done [9]. For example, the response rate
of 5-fluorourasil (5-FU), cisplatin (CDDP), was 10-13%,
and 8%, respectively [4], while new chemotherapeutic
agents CPT-11, Gemsitabine, showed the poor response
rate of 12.5% and 8%, respectively {3,4,10).

As a result, an effective combination chemotherapy has
been eagerly anticipated. We spotlighted the combination
of the two old anti-cancer agents, 5-FU, and CDDP.

In Japan, FP therapy combination of 5-FU continuous

venous infusion (CVI) and low-dose consecutive CDDP

(LFP) Therapy has been widely used since early 1990s for
gastrointestinal advanced cancer [11,12]. Because of its

low toxicity and relatively high tesponse rate [13], LFP '

therapy has been widely used for the treatment of various
unresectable advanced solid tumors, such as gastric cancer
[14], hepatocellular carcinoma [15], panceatic cancer
[12], colon and head and neck [11]. Recent findings in
experimental models have shown an additive or synergis-
tic antitumor effects of LFP therapy. We observed that
CDDP inhibited metionine transport into tumor cells,
both in vitro and in vivo, with a synergic interaction by
CDDP functioning as a modulator of 5-FU [11,12]. This
synergistic effect was also associated with the induction of
apoptosis [16] and the p53 pathway [17,18].

Based on these findings, we conducted a single arm phase
II study of LFP therapy in patients with advanced BDca
and GBca.

Methods

Eligibility criteria

This study protocol was approved by the Kochi Municipal
Central Hospital, Japan and written informed consent was
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obtained from all the patients. The patients were required
to have unresectable locally advanced or metastatic dis-
ease of the biliary-tract or gallbladder advanced carci-
noma with measurable lesions on a computed
tomography (CT) scan. Other eligibility criteria included
an age 18 years or more, Eastern Cooperative Oncology
Group (ECOG) performance status of 2 or less, estimated
life expectancy of 12 weeks or more, adequate bone mar-
row function (leukocyte count > 3,500/pl, neutrophil
count > 1,500/ul, and platelet count > 100,000/pl),
bilirubin < 5.0 mg/dl, transaminases and alkaline phos-
phatase < 6 times upper limit of normal, and normal renal
function tests (creatine level < 1.5 mg/dl, or creatinine
clearance > 60 ml/min). No previous chemotherapy was
permitted within 2 weeks. Radiotherapy and stenting to
decompress the biliary tract was permitted. Patients with
other clinically significant laboratory abnormalities,
uncontrolled infection, concurrent severe medical prob-
lems unrelated to malignancy that would expose the
patient to extreme risk, patients receiving another investi-
gational drug within 30 days prior to study or receiving
concurrent hormonal therapy, immunotherapy and those
pregnant or lactating were excluded from the study. The
study was conducted according to the Good Clinical Prac-
tices and the Declaration of Helsinki as amended in Hong
Kong (1989).

Treatment plans

All patients were admitted to the hospital for about 10
days for a pretreatment evaluation, the first cycle treat-
ment, and observation for adverse effects. If the degree of
toxicity was within Grade 0-2, a second cycle of treatment
or more were continued on an outpatient basis.

A pretreatment evaluation included complete medical his-
tory, physical examination, evaluation of performance
status, urinalysis, chest radiograph, and diagnostic studies
assessment such as CT scan. When the patient meets the
eligibility criteria, central venous catheter system with a
heparin coated catheter (Anthron PU catheter; TORAY™
and a port (Celcite brachial; TORAY™ or Vital port mini;
COOK™) is implanted according to the method of Hata et
al [19] prior to treatment.

The treatment plan involved the administration of 5-FU
(160 mg/m2/day) was continuously infused over 24 hours
using a disposable infusion pump (7-day Infuser; Bax-
ter™) and CDDP (3-6 mg/m?/day) diluted with normal
serine was infused for half an hour. Hydration was not
needed. These doses were determined based on our expe-
rience of the previous LFP therapy for hepatocellular car-
cinoma [15]. The administration schedule consisted of 5-
FU for 7 consecutive days and CDDP twice a week (day 1
and day 4) for each of four weeks as one treatment course.
The treatment schedule and CV catheter system was
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depicted on figure 1. Unless an exacerbation of the symp-
toms was observed, multiple courses of treatment were
administered. When more than a grade 3 adverse effect
was observed, a CDDP infusion was omitted and
observed. If this omission was ineffective, 5-FU was also
omitted. In case of hemoglobin < 8.0 g/dl, platelet count
< 50,000/l neutrophil count < 1,000/, blood transfu-
sion of concentrated red blood cells (RBCs) or platelets, or
granulocyte-stimulating factor (G-CSF) was applied.

'We do not increase the dose of the anti-cancer agent dur-
ing the chemotherapy protocol, even if the toxicity is low.

Toxicity and response evaluation

Complete blood counts twice a week and biochemical
examinations were weekly carried out. Toxicity was evalu-
ated based on the National Cancer Institute Common
Toxicity Criteria (NCI-CTC) ver.3. The response was clas-

Figure 1.

http:/fwww.biomedcentral.com/1471-2407/6/121

sified based on the Response Evaluation Criteria in Solid
Tumors Guidelines (RECIST ‘criteria) [20], taking into
account the measurement of the longest diameter only for
all target lesions: complete response (CR)-the disappear-
ance of all target lesions; partial response (PR)-at least a
30% decrease in the sum of the longest diameter of target
lesions, taking as reference the baseline sum longest diam-
eter; progressive disease (PD) -at least a 20% increase in
the sum of the longest diameter of target lesions, taking as
referenve the smallest sum longest diameter recorded
since the treatment started or the appearance of one or
more new lesions; no change (NC)-neither sufficient
shrinkage to quality for partial response nor sufficient
increase to qualify for progressive disease, taking as refer-
ence the smallest sum longest diameter since the treat-
ment started. Patients with a CR, a PR, an NC, or a PD
required a confirmatory disease assessment at least one

Schedule for treatment and infusional method
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Schedule for treatment and infusional method. A schematic drawing of the chemotherapy schedule (a), and the Central
Venous catheter system consists of PAS port (b), implantation technique (c) and portable infusion pump (d).
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Figure 2. Survival and Treatment failure
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Survival and Treatment failure. Kaplan-Meier curves of Overall Survival (upper column) and Time to treatment failure (TTF)

(lower column) are shown.

month later. Target lesions were evaluated by a plain and
enhanced CT scan and plain chest X-ray for each course.

Statistical analyses

We used the Stat View ] 5.0 software package (Abacus
Concepts, Stat View. Abacus Concepts, Inc., Berkeley, CA,
1992-1998) for the'statistical analysis. The time to Treat-
ment Failure and the overall Survival Cumulative were
obtained by the Kaplan-Meier method. The disease-free
survival was compared by the Log rank test among the
groups. Prognostic variables were evaluated by Cox’s mul-
tivariate proportional hazard model. We defined the risk
factors for LFP therapy for biliary tract malignancies in our
study as significant factors based on both the Cox's and
Kaplan-Meier's. A p value of less than 0.05 was considered
to be statistically significant.

Results
Patient characteristics
From February 1996 to December 2003, 42 patients were
enrolled into the present study, and all were evaluable for
efficacy and toxicity analyses. They consisted of 24 males
and 18 females. The mean age was 66.5(47-79). The
number of patients with BDca and GBca were 27 and 15,
respectively. Twenty-six patients who were initially diag-
nosed to have biliary tract malignancies were not eligible
for surgery because of locally advanced disease and/or
metastasis (locally advanced). Another 16 patients had
local recurrence and/or distant metastasis after surgery
(postoperative recurrence). Disease extension was such
- that 11 patients (BDca: 7, GBca: 4), had only primary or
local recurrence patients had only metastatic disease
(BDca: 9, GBca: 5), another 17 patients (BDca:11, GBca: 6)
had both diseases. Four patients had previously undergone
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Table I: Patient Characteristics
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Variables Startification Over all BDca GBca
Spieces of cancer 42 27 ) 15
Sex (maleffemale) . (24118) (17710) (7/8)
Age 665+75 648 +82 69.5 £ 4.7
ECOG PS (0/1/2) (36/472) (22/411) (14/0/1)
Disease Status (unresectable/postoperative recurrence) (26/16) (15/12) (11/4)
Disease extension locally advanced (primary) 26 I5 i1
: local recurrence 7 7 0
-liver metastasis_ -8 4 5.
lung metastasis 4 3 I
lymphnode metastasis 11 4 7
miscellaneous metastasis 5 5 0
Tumor marker carcinoembryonic antigen (CEA) 16.7 £ 60.7 64172 36.7 £ 1005
CAI9-9 3035.5 £ 9507.6 44953 + 116888 407.9 £ 587.2
Previous chemotherapy (yes/no) (4/38) (3724) (1714

Abbreveations

BDca: bile duct carcinoma, GBea: Gallbladder carcinoma, ECOG PS: Eastern Cooperative Oncology Group performance status

chemotherapy, indluding such treatments as CDDP + VP-
16, 5-FU + mitomycin C + farmorubicin, adriamycin + 5-
FU. Two of 4 patients experienced surgery before these
chemothérapy (i.e. postoperative recurrence). Seven 'of
BDca patients had palliative radiotherapy. Three of these
seven underwent surgery before radiation (i.e. postopera-
tive recurrence). There were some differences between
BDca and GBca on age, and serum tumor marker levels
(CEA and CA19-9), but neither was statistically significant.
The patient characteristics are enumerated in Table 1.

Table 2: Anti tumor effect

Response and time-to-event measures

The overall tesponse rate (RR) was 42.9% (95% confi-
dence interval C.I: 27.7-59.0) with CR 0, PR 18, NC 13,
PD 11, and dlinical benefit was 73.8% (95% C.I.: 58.0-
86.2). Patients with a PR, an NC or a PD required a con-
firmatory disease assessment at least two months later.

One GBca patient who got PR, could receive curative
resection. The RR of primary lesion or locally advanced
lesion was 50.0% (95% C.L: 30.6-69.4), and the RR of

Over all

CR PR NC PD

Response Rate (%)95%C.I. CR+PR/TOTAL

Clinical Response (%)95%C.I. CR+PR+NC/TOTAL

Over all 0 18 13 H
BDca 11 10 6
GBca 0 7 3 5

42.9 (27.7-59.0)
40.7 (22.4-61.2)
46.7 (21.1-73.5)

o

73.8 (58.0-86.2)
77.8 (57.8-91 4)
66.7 (38.4-88.2)

Primary or local recurrence

CR PR NC PD

Response Rate (%)95%C.I. CR+PRITOTAL

Clinical Response (%)95%C.1. CR+PR+NC/TOTAL

Overall 0 14 g 50.0 (30.6-69.4)
BDa 0 9 6 3 50.0 (26.0-74.0)
GBa 0 5 2 3 50.0 (18.6-81.4)

786 (59.0-91.7)
83.3 (58.6-96.5)
70.0 (34.7-93.5)

Metastatic lesion

CR PR NC PD

Response Rate (%)95%C.I. CR+PR/ITOTAL

Clinical Response (%)95%C.1. CR+PR+NC/TOTAL

Over all 0 10 12 9
BDca
GBea 0 4 3 4

32.3 (16.7-51.4)
30.0 (11.8-54.3)
36.4 (10.8-69.3)

<
o
(%]

71.0 (52.0-85.8)
75.0 (50.9-91.4)
66.7 (30.7-89.2)

Abbreveations }
BDca: bile duct carcinoma, GBca: Gallbladder carcinoma
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Table 3: Toxicity
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Hematological Toxicity Gri Gr2 Gr3 Gr4 2Gr3 (%) Over all (%)
anemia 0 I 0 0 0 (0) 11 (26.2)
leukopenia 0 ] 0 0 1 (0) I (2.3)
thrombocytopenia 0 2 3 0 3@.h 5(11.9)
Non-hematological Toxicity Grl Gr2 Gr3 Gr4 =Gr3 (%) Over all (%)
nausea 3 4 1 0 1(23) 8 (19.0)
vomiting | | 3 0 1(23) 5(1L9)
appetite loss 0 0 6 0 6 (14.3) 6 (14.3)
oral mucositis 0 4 0 0 0(0) 4 (9.5)
taste disturbance 0 | 0 0 I (2.3) 1 (23)
upper Gl tract bleeding 0 I 0 0 0 (0) 1 (2.3)
diarrhea I 0 0 0 0 (0) I (2.3)
general fatigue 0 ! | 0 1 (2.3) 2 (4.7)
jaundice 0 0 4 0 4 (9.5) 4 (9.5)
serum AST/ALT level elevation 0 4 | 0 I (2.3) 1(23)
Serum creatinine level elevation 0 6 0 0 0 (0) 6(14.3)

metastatic lesions was 32.3%. Various RRs were demon-
strated in Table 2. The responses of meatastatic lesions
were as such; liver (CR:0, PR:6, NC:0, PD:3), lung (CR:0,
PR:1 NC:3, PD:0), lymph node (CR:0, PR:3, NC: 6, PD2),
miscellaneous (CR:0, PR: 2, NC: 2, PD: 1). There was no
significant difference in terms of anti tumor effects against
both malignant neoplasms. The overall MST was 225
days. The median TTF was 107 days. Figure 2 Shows the
BDca a longer MST and TTF than did GBca (234 vs 150,
117 vs 85, respectively), but neither difference was statis-
tically significant.

Toxicity
As shown in Table 3, neither any treatment related death
- nor grade 4 toxicity occurred. Overall, the most common

Table 4: Prognostic factors for over all survival and TTF

toxicity was anemia occurring in 26.2% of patients fol-
lowed by nausea (19.0%). The most frequent grade 3 tox-
icity was appetite loss (14.3%). The occurrence of ascites
and jaundice may be partly because of the outcome of the
disease progression.

Prognostic factors related survival and TTF

An analysis of a Cox proportional hazard model showed
that no significant factor was found prognostic factors for
either the overall survival or TIF (Table 4). However, the
patients with LFP courses Z2 had both a longer overall
survival and TTF than those with LFP courses < 2 as
depicted in Figure 3. The distribution of the patients with
LFP courses =2 was (PR/NC/PD = 16/8/3), while that of
those with LFP courses <2 was (PR/NC/PD = 2/5/8).

Over all survival Time to treatment Failure

Stratification Hazard ratio  p-value 95% C.L Hazard ratio  p-value 95% C.L
Sex (male/fernale) 0.i23 00128  0.024-0.640 0.225 0.0095  0.073-0.695
Age (Z69/<69) 0.634 06082  0.111-3.692 2.380 0.2269  0.583-9.713
ECOG PS (PSO/PS1/PS2) 0.016 0.00fS  0.001-0.259 0.230 0.0007  0.001-0.152
Species of tumor (BDca/GBca) 0.095 0.0198  0.0[3-0.688 0.001 0.0411  0.0856-0.943
Disease status (locally advanced/postoperative recurrence) 0.121 00179  0.021-0.695 0.802 0.7388  0.001-0.152
Radiation (yes/no) 8.369 0.1491 0.467-150.112 0.603 0.4586  0.158-2.299
Previous chemotherapy (yes/no) 0.143 0.0255  0.016-1.24] 0.495 0.4086 0.094-2.622
Initial CEA level (21 UL/<] UL) 1.098 0.9053  0.234-5.160 2453 0.1267  0.775-7.763
Interval decreasing CEA level (yes/no) 0.224 02859  0.014-3.499 1.734 0.5968 0.260-11.568
Initial CA19-9 level (25 UL/<5 UL) 0.078 0.0255  0.014-3.499 1.734 0.5968 0.260-11.568
Interval decreasing CA19-9 level(yes/no) 1.449 0.7667  0.125-16.774 0.326 0.2600  0.047-2.290
(Cox proportional hazard model) -
Abbreveations
BDca: bile duct carcinoma, GBca: Gallbladder carcinoma, ECOG PS: Eastern Cooperative Oncology Group performance status, CEA:
carcinoembryonic antigen, UL: upper limit
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Figure 3.
survival and TTF
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Cost benefit

The difference between the in
tient-basis or home treatment of this therapy in respect to
costis shown in Table 5. This was calculated based on the
assumption that one patient received one-month treat-
ment of this LFP therapy covered by Japanese National
Health Insurance. The cost for outpatient-basis/home LEP
therapy was approximately equivalent to 996 U.S, dollars
which was about one-sixth less than the cost on an inpa-
tient-basis.

patient-basis and the outpa-

Discussion

In the present study, we achieved an RR of 42.9%
C.L: 27.7-59.0) with a median over all survival of 225
days and median TTF of 107 days. No grade 4 toxicity or
treatment related death occurred. The cause of treatment

(95%

243

failure of the other 37 patients was an aggravation of gen-
eral condition due to primary disease, and not due to any
adverse effect, LFP therapy showed a good compliance

and the adverse effects were either tolerable or controlla-
ble.

The overall response rate of our study is relatively high for
this type of tumor. However, our LFP method has
achieved more than a 50% overall response rate in other
tumors such as esophageal, gastric or colon cancers. Bil-

fary tract cancer may be more malignant than other types
of cancer.

One cyde of conventional LFP therapy consists of CDDP
infusion consecutive five days per week and 24 hr contin-
uous infusion of 5-FU consecutively 7 days per week [14]

Page 7 of 10

(page number not for citation purposes)



BMG Cancer 2008, 6:121

Table 5: Cost-benefit
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Outpatient-basis or home

Inpatient-basis

At home malignant tumor

Administration fee 25,000 yen
Portable infuser pump

using fee 15,000 yen
Medication

CDDP 20,000 yen

5-FU 15,000 yen
Turnor marker 5,000 yen
Other laboratory test 8,400 yen
Imaging diagnosis 15,000 yen
(antiemeric drug 16,000 yen)
Total 103,600 (119,600) yen

Basic admission fee 472,900 yen
Local infusion technical fee (addition to minute infusion) 46,200 yen

Diet 63,600 yen
Medication

CDDP 20,000 yen

5-FU 15,000 yen
Tumor marker 5,000 yen
Other laboratory test 8,400 yen
Imaging diagnosis 15,000 yen
(antiemeric drug 16,000 yen)
Total 646,300 (662,300) yen

(One month treatment covered by Japanese National Health insurance,

Therefore, the patients were obliged to receive inpatient-
basis treatment, which led to their inconvenience and a
heavy burden due to the high admission fee. Regarding
the five consecutive days of CDDP infusion, our prelimi-
nary study showed that CDDP infusion twice a week was
sufficient to maintain the blood concentration of CDDP
in order to achieve synergistic effect [15]. This fact and the
application of a CV catheter system with PAS or vital port
and portable infusion pump thus enable the patients to
receive outpatient-basis treatment which is equivalent to
the inpatient treatment in quality. As for central venous
catheter, Knox rteported six catheter infection cases
occurred in 27 patients [6], but no complications related
to the catheter system occurred in our study. Our good
results were due to the easy technique of immplantation

A U.S. dollar is approximately equivalent to 104 Japanese yen)

associated with the catheter system [19]. In our hospital
from July 1994 to December 2002, infection related to the
CV-catheter systern occurred in only 44 cases of total
1,350 implanted patients (3.4%).

We herein tried to compare our regimen with other com-
bination chemotherapies [2,4-6,21-23] are summarized
in Table 6. Our combination chemotherapy is thus con-
sidered to be effective enough to be recommended the bil-
jary tract malignancy since our study achieved a low
toxicity and high efficacy with a relatively higher RR and
longer MST in comparison to these regimens. Kim's regi-
men [4] is also interesting since oral capesitabine was
used. However, our results showed higher response rate
and lower toxicity than Kim's.

Table 6: Current Combination Chemotherapy for Biliary tract cancer

MST mTTF

Author Numberof  Species Regimen RR (%) Adverse effects (ZGr3) Treatment
{published year) Patients  of cancer (days) (days) related death
Ishii(2004) 21 GBca CEF(CDDP/5-FU/ 333 177% - hematological toxicity none
epirubicin) (52.3%)
25 GBca FAM(S-FU/Doxorubicin/ 7.1 - hematological toxicity (20%) none
Mitomycin)
Lee (2004) 4 BDca Gemsitabine/CDDP 50 270 150 thrombocytopenia (75%) none
Doval(2004) 30 GBca Gemsitabine/CDDP 36.6 140 126 nausea/vomiting (16%) 2
Malik(2003) H GBea Gemsitabine/CDDP 64 294 196 anemia (45%) none
Knox (2004) 27 BDca/ Gemsitabine/5-FU 33 159 1 hematological toxicity (11%) none
CBeca )
Malik(2003) 30 CBca Leucovorin/5-FU 7.5 444 141 diarrhea (30%) i
Kim (2003) 42 BDca/ Capesitabine/CDDP 214 273 11 leucopenia (20%) none
CBeca

(* The result was overall survival of combined CEF and FAM)
Abbreveations :

BDca: bile duct carcinoma, GBca: Gallbladder carcinoma, CDDP: Cisplatin, 5-FU: 5-fluorourasil, RR: response rate, MST: median survival time,

mTTF: median time to treatment failure
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One of the problems of our study was that the prognosis
of the patients receiving less than two courses of LFP was
remarkably poor as shown in Figure 3. Of these patients
only one could receive second-line chemotherapy with
CDDP/CPT-11. It is important to predict whether LFP
therapy is effective or not. Fortunately, an effective
method for predicting LFP therapy effectiveness for gas-
trointestinal cancers by detecting p53 has been reported
[16-18]. This method may be applicable for biliary tract
malignancy.

The present study used 5-FU continuous venous infusion
(CVI) as an effector. If an oral drug which can help main-
tain a high blood concentration of 5-FU equivalent to or
higher than that for the CVI-method exist, then the
patients with biliary tract malignancy can avoid the need
to use the catheter system but while still achieving an
improved anti-tumor effect thus leading to an advanced
quality of life. S-1 invented by one of the authors (T.S)
[11] can thus be one of the candidates for this aim. S-1 is
a novel oral fluoropyrimidine that consists of tegafur,
which is a prodrug of 5-FU, 5-chloro-2, 4-dihydroxypyri-
midine, which inhibits dihydropyrimidine dehydroge-
nase activity and potassium oxonate, which reduces
gastrointestinal toxicity [11,24]. This feature helps to
maintain a high blood concentration of 5-FU and less tox-
icity of digestive tract [11,24]. The result of 101 advanced
gastric cancer patients with S-1 was reported to be 44.6%
RR with 244 days of MST [25,26]. Furthermore, using the
synergistic effect of LFP, the combination chemotherapy
of CDDP and S-1 has also been performed for gastric can-
cer or pancreatic cancer at some institutes [13,25,27-30].
Many reports have so far described promising results. The
application of low-dose CDDP and $-1 for biliary malig-
nancies at our institute is now under consideration. Our
study of LFP is thus considered to support the use of low-
dose CDDP and S-1 regimen for BDca and GBca.

Conclusion

In condlusion, this outpatient-basis LFP therapy is consid-
ered to be appropriate as a first-line treatment for either
advanced or recurrent biliary tract cancer and it promises
to help improve the quality of life of cancer patients while
also facilitating the clinical management of such patients.
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