462

SRR EE (EESA) 20074E3 A

Clin Cancer Res. 2001; 7:3375-3380.
23) Papakostas P, Kouroussis C, Androulakis N, et al. First-line chemotherapy
with docetaxel for unresectable or metastatic carcinoma of the biliary tract.
A multicentre phase II study. Eur J Cancer. 2001; 37:1833-1838.
24) Taieb J, Mitry E, Boige V, et al. Optimization of 5-fluorouracil
(5-FU)/cisplatin combination chemotherapy with a new schedule of leucovorin,
5-FU and cisplatin (LV5FU2-P regimen) in patients with biliary tract carcinoma.
Ann Oncol. 2002; 13:1192-1196.
25) Alberts SR, Fishkin PA, Burgart LJ, et al; North Central Cancer Treatment
Group. CPT-11 for bile-duct and gallbladder carcinoma: a phase II North Central
Cancer Treatment Group (NCCTG) study. Int J Gastrointest Cancer.
2002; 32:107-114.
26) Kuhn R, Hribaschek A, Eichelmann K, et al. Outpatient therapy with
gemcitabine and docetaxel for gallbladder, biliary, and cholangio-carcinomas.
Invest New Drugs .2002; 20:351-356.
27) Nehls O, Klump B, Arkenau HT, et al. Oxaliplatin, fluorouracil and leucovorin
for advanced biliary system adenocarcinomas: a prospective phase II trial.
Br J Cancer. 2002; 87:702-704.
28) Malik IA, Aziz Z. Prospective evaluation of efficacy and toxicity of 5-fu and
folinic acid (Mayo Clinic regimen) in patients with advanced cancer of the
gallbladder. Am J Clin Oncol. 2003; 26:124-126.
29) Lin MH, Chen IS, Chen HH, et al. A phase II trial of gemcitabine in the
treatment of advanced bile duct and periampullary carcinomas.
Chemotherapy .2003; 49:154-158.
30) Chen JS, Yang TS, Lin YCet al. A phase II trial of tegafur-uracil plus
leucovorin (LV) in the treatment of advanced biliary tract carcinomas.
Jpn J Clin Oncol .2003; 33:353-356.
31) Morizane C, Okada S, Okusaka T, et al. Phase II study of cisplatin, epirubicin,
and continuous-infusion 5-fluorouracil for advanced biliary tract cancer.
Oncology .2003; 64:475-476.
32) Kim TW, Chang HM, Kang HJ, et al. Phase II study of capecitabine plus
cisplatin as first-line chemotherapy in advanced biliary cancer.
Ann Oncol .2003; 14:1115-1120.
33) Tsavaris N, Kosmas C, Gouveris P, et al. Weekly gemcitabine for the
treatment of biliary tract and gallbladder cancer. Invest New Drugs. 2004;
22:193-198.
34) Patt YZ, Hassan MM, Aguayo A, et al. Oral capecitabine for the treatment of
hepatocellular carcinoma, cholangiocarcinoma, and gallbladder carcinoma.
Cancer .2004; 101:578-586.
35) Kornek GV, Schuell B, Laengle F, et al. Mitomycin C in combination with
capecitabine or biweekly high-dose gemcitabine in patients with advanced biliary

34




200743 A

SrsREE (HENRA) 463

tract cancer: a randomised phase II trial. Ann Oncol .2004; 15:478-483.
36) Knox JJ, Hedley D, Oza A, et al. Gemcitabine concurrent with continuous
infusional 5-fluorouracil in advanced biliary cancers: a review of the Princess
Margaret Hospital experience. Ann Oncol. 2004;15:770-774.
37) Eng C, Ramanathan RK, Wong MK, et al. A Phase II trial of fixed dose rate
gemcitabine in patients with advanced biliary tree carcinoma.
Am J Clin Oncol .2004; 27:565-569.
38) Doval DC, Sekhon JS, Gupta SK, et al. A phase II study of gemcitabine and
cisplatin in chemotherapy-naive, unresectable gall bladder cancer.

BrJ Cancer. 2004; 90:1516-1520.
39) Hsu C, Shen YC, Yang CH, et al. Weekly gemcitabine plus 24-h infusion of
high-dose 5-fluorouracil/leucovorin for locally advanced or metastatic carcinoma
of the biliary tract. Br J Cancer .2004; 90:1715-1719.
40) Andre T, Tournigand C, Rosmorduc O, et al. Gemcitabine combined with
oxaliplatin (GEMOX) in advanced biliary tract adenocarcinoma: a GERCOR
study. Ann Oncol. 2004; 15:1339-1343.
41) Ueno H, Okusaka T, Ikeda M, et al. Phase II study of S-1 in patients with
advanced biliary tract cancer. Br J Cancer .2004; 91:1769-1774.
42) Alberts SR, Al-Khatib H, Mahoney MR, et al. Gemcitabine, 5-fluorouracil,
and leucovorin in advanced biliary tract and gallbladder carcinoma: a North
Central Cancer Treatment Group phase 11 trial. Cancer. 2005; 103:111-118.
43) Thongprasert S, Napapan S, Charoentum C,et al. Phase II study of
gemcitabine and cisplatin as first-line chemotherapy in inoperable biliary tract
carcinoma. Ann Oncol .2005; 16:279-281.
44) Ducreux M, Van Cutsem E, Van Laethem JL, et al. A randomised phase II trial
of weekly high-dose 5-fluorouracil with and without folinic acid and cisplatin in
patients with advanced biliary tract carcinoma: results of the 40955 EORTC trial.
Eur J Cancer .2005; 41:398-403.
45) Tkeda M, Okusaka T, Ueno H, et al. A phase II trial of Uracil-tegafur (UFT) in
patients with advanced biliary tract carcinoma.
Jpn J Clin Oncol. 2005; 35:439-443.
46) Furuse J, Okusaka T, Funakoshi A, et al. Early phase II study of uracil-tegafur
plus doxorubicin in patients with unresectable advanced biliary tract cancer. Jpn J
Clin Oncol .2006;36:552-556.
47) Rao S, Cunningham D, Hawkins RE, et al. Phase III study of 5FU, etoposide
and leucovorin (FELV) compared to epirubicin, cisplatin and 5FU (ECF) in
previously untreated patients with advanced biliary cancer.
Br J Cancer. 2005; 92:1650-1654.
48) Knox JJ, Hedley D, Oza A, et al. Combining gemcitabine and capecitabine in
patients with advanced biliary cancer: a phase II trial.
J Clin Oncol .2005; 23:2332-2338.

85




464

SRR EE (HERA) 200743 H

49) Park KH, Choi IK, Kim SJ, et al. The efficacy of epirubicin, cisplatin,
uracil/tegafur, and leucovorin in patients with advanced biliary tract carcinoma.
Cancer. 2005; 103:2338-2343.

50) Cho JY, Paik YH, Chang YS, et al. Capecitabine combined with gemcitabine
(CapGem) as first-line treatment in patients with advanced/metastatic biliary tract
carcinoma. Cancer. 2005; 104:2753-2758.

51) Park SH, Park YH, Lee IN, et al. Phase II study of epirubicin, cisplatin, and
capecitabine for advanced biliary tract adenocarcinoma.

Cancer. 2006; 106:361-365.

52) Okusaka T, Ishii H, Funakoshi A, et al. Phase II study of single-agent
gemcitabine in patients with advanced biliary tract cancer.

Cancer Chemoth Pharm .2006; 57:647-653.
53) Kim ST, Park JO, Lee J, et al. A Phase II study of gemcitabine and cisplatin in
advanced biliary tract cancer. Cancer .2006; 106:1339-1346.
54) Park BK, Kim YJ, Park JY, et al. Phase II study of gemcitabine and cisplatin in
advanced biliary tract cancer. J Gastroen Hepatol. 2006; 21:999-1003.

55) Philip PA, Mahoney MR, Allmer C, et al. Phase II study of erlotinib in
patients with advanced biliary cancer. J Clin Oncol. 2006; 24:3069-3074.

86




200743 H RS EE (BESA) 465
1. BRI 5 25 LFRIEOREME  (BAD
AR Gyl n RN MST Study design Evidence j( Author WRES
(A) Level ik
Fluorouracil
5-FU 18 0% - RCT Level ' 5 Takada 1994
SFU/LV/HU 30 30% 8.0 Cohort study Level Il 8 Gebbia 1996
SFU/e-IFN 32 34% 12.0 Cohort study Levellll 9 Patt 1996
SFU/LV 18 33% 7.0 Cohort study Level Il 11 Chen 1998
SFU/LV 28 32% 6.0 Cohort study  LevelIIl 18 Choi 2000
SFU/FA 30 7% 14.8 Cohortstudy  Level III 28 Malik 2003
UFT/LV 13 0% 6.5 Cohort study Level Il 16 Mani 1999
UFT/LV 16 0% 4.5 Cohort study  Level Il 30 Chen 2003
CC8.1,
Capecitabine 26 19% Cohort study  Level Il 34 Patt 2004
GB9.9
S-1 19 21% 8.3 Cohort study  Level Il 41 Ueno 2004
UFT 19 5% 8.8 Cohort study  Level Il 45 Tkeda 2005
UFT+doxorubicin 24 13% 7.6 Cohort study  Level IIl 46 Furuse 2006
Taxan
Paclitaxel 15 0% - Cohort study Level IIl 10 Jones 1996
Docetaxel 16 0% - Cohort study  Level Il 15 Pazdur 1999
Docetaxel 24 20% 8.0 Cohort study  Level Il 23 Papakostas 2001
Gemcitabine
Gemcitabine (800mg/m®) 30 30% 14.0 Cohort study  Level IIl 33 Tsavaris 2004
Gemcitabine (1000mg/m®) 25 36% 7.0 Cohort study  Level Il 21 Gallardo 2001
Gemcitabine (1000mg/m®) 24 13% 7.2 Cohortstudy  Level Il 29 Lin 2003
Gemcitabine (IOOOmg/mz) 40 18% 7.6 Cohort study  Level III 52 Okusaka 2006
Gemcitabine (1200mg/mz) 19 16% 6.5 Cohortstudy LevelIIl 17 Raderer 1999
Gemcitabine ( 1500mg/m2) 15 0% 4.6 Cohort study LevelIIl 37 Eng 2004
Gemcitabine (2200mg/m?) 32 22% 11.5 Cohort study Levellll 19 Penz 2001
Others
Mitomycin C 30 10% 4.5 Cohort study  LevelIIl 3 Taal 1993
Cisplatin = 13 8% 5.5 Cohortstudy Levellll 6 Okada 1994
CPT-11 36 8% 6.1 Cohort study  Level Il 25 Alberts 2002
Erlotinib 42 8% 7.5 Cohort stuady  Level IIT 55 Philip 2006

MST, median survival time; D, day; 5FU, 5-fluorouracil; IFN, interferon; LV, levofolinic acid

(leucovorin); FA, folinic acid; HV, hydroxyurea; CC, cholangiocarcinoma; GB gallbladder
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3% 2. JRERICHT 2 2H L FRIEORREE  (ZH0HA)
s o mmE DL Swdydesien o K W i
(A Level
5FU-based
SFU/ADM/MMC (FAM) 14 29% 8.5 Cohort study Level I Harvey 1984
EPI/MTX/SFU/LV 17 0% 9.0 Cohort study Level 111 4 Kajanti 1994
SFU/LV/MMC 20 25% 9.5 Cohort study Level Il 17  Raderer 1999
MMC/S5FU/LV 19 26% 6.0 Cohort study LevelIII 20  Chen 2001
Platinum-based
EPI/CDDP/5FU (ECF) 20 40% 11.0  Cohort study Level III 7  Ellis 1995
CDDP/EPI/5FU (CEF) 37 19% 59 Cohort study LevelIIll 31  Morizane 2003
SFU/CDDP 25 24% 10.0 Cohortstudy Levellll 12  Ducreux 1998
5FU/CDDP/LV 29 34% 9.5 Cohort study Level Il 24  Taieb 2002
Capecitabine/CDDP 42 21% 9.1 Cohort study Level Il 32 Kim TW 2003
CDDP/IFN/DXR/5FU
38 21% 140  Cohortstudy Levellll 22  Patt 2001
(PIAF)
EPI/CDDP/UFT/LV 40 23% 7.9 Cohort study Level Il 49  Park KH 2005
EPI/CDDP/capecitabine 43 40% 8.0 Cohort study Level Il 51 Park SH 2006
5FU/LV/Carboplatin 14 21% 5.0 Cohort study Level Il 13  Sanz-Altamira 1998
5FU/LV/Oxaliplatin
16 19% 9.5 Cohort study Level Il 27  Nehls 2002
(FOLFOX)
Gemciatbine-based
Gemecitabine/Docetaxel 43 9% 11.0  Cohortstudy Levellll 26 Kuhn 2002
Gemcitabine/5FU 27 33% 53 Cohort study Level lll 36  Knox 2004
Gemgcitabine/SFU/LV 42 12% 4.7 Cohort study Levellll 39 Hsu 2004
Gemcitabine/5FU/LV 42 12% 9.7 Cohort study Level Il 42 Alberts 2005
Gemcitabine/CDDP 30 38% 4.6 Cohort study Level Il 38  Doval 2004
Gemcitabine/CDDP 40 28% 8.4 Cohort study Level I 43  Thongprasert 2005
Gemcitabine/CDDP 29 35% 11.0  Cohortstudy Levellll 53 Kim ST 2006
Gemcitabine/CDDP 27 33% 10.0  Cohortstudy Levellll 54 Park BK 2006
Gemcitabine/oxaliplatin 33 33% 154  Cobhortstudy Levellll 40  Andre 2004
Gemcitabine/capecitabine 45 31% 14.0  Cohortstudy Levellll 48 Knox 2005
Gemcitabine/capecitabine 45 32% 140  Cohortstudy Levellll 50 Cho 2005

MST, median

survival time;

MTX, methotrexate;

5-fluorouracil; LV, leucovorin; IFN, interferon
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& 3. UIRTREEEREICH T2 HILFREDTUF LML ERER

n BE MST(mo) p-value Study Evidence = X#k  Author
GB/BD design Level (year)

1) oral 5-FU 30 10% 4.9/6.1 NS RCT Level II 1 Falkson
2) oral 5-FU+Stz 26 7.7% 3.3/2.8 : (1984)
3) oral 5-FU+MeCCNU 31 9.7% 2.3/1.9
1) modified FAM 35(18") 4% 6.2%*% NS RCT Level II 5 Takada
2) 5-FU 36(18%) 0% 6.0%** (1994)
1) modified FAM 14 - 5.2/4.1 NS RCT Level II 14 Takada
2) WEEFT 17 - 2.4/7.7 (1998)
1) MMC+gemcitabine 25 20% 6.7 - RCT Level II 35 Kornek
2) MMC+capecitabine 26 31% 93 (2004)
1) 5-FU 29 - 5.0 - RCT Level IT 44 Ducreux
2) 5-FU+F A+cisplatin 29 - 8.0 (2005)
1) ECF 27 - 9.0 0.72 RCT Level I 47 Rao
2) FELV 27 - 12.0 (2005)

“EEEEOREEXRES. O NILEEREOEFIEK

T HEEEZEOIEERNRES TOEFLRM

MST: median survival time, GB: gall bladder, BD: bile duct, Stz: streptozotocin, MeCCNU:
Methyl-CCNU, MMC: mitomycin C, FA: folinic acid

FAM: 5-FU+adriamycintMMC

ECF: epirubicin+cisplatin+5-FU

FELV: 5-FU+etoposide+leucovorin
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CcQ-30 WREIEEREETOILEHREINLGN?
HE5R B TIITIRE+ DA RZHRMLEEL,
HRE c2

RAF—RAVNGE | BEEE. BEEORAURKRATETHOLEFNICR-TLEHERM
hIZTBRLER | AZ ZOFRIIBHTFRT. MRS LIEREERTHE
ZIzx L. GLGL | OF-LBRICKELHENBTEON S, —F, EETHRBIERE
verd EHEIZIE | ICETAEEMENS SN TWARKTIE, EEREOFEERMERT
FURLRIILES | HHENSERPIEREHMN DG BEREICSDOVTO RCT HEDLA
FLTESWVLLIL | LOBEVERKRFEARAKTIES BETEFELEL, LML, RAa0 <
1, 1V, V, VI) EEEOXKBEIEFOCTHR(AXEZ2EL) THEERTHIEMDDH
DEEHENARAZ D, BANSD 2 D RCT DFEROBBEE LU TIZEEN
43, Takada 5 VI& 1986 EMD 1992 F(ZH T 50 fHERE 508 FEFIIZD
LNT 5-FU(310mg/m?iv.)& MMC(6mg/m?iv.) D AR 5B L F B MBI
By, BERICOVTIEHMIRE 1 BELEIBBICENTNERICS
AREEREL., ik 5 BEMNSIE5-FU100me/m? B ORS)ZBHET
THRETBHELSLS AU DHET, flitk 5 ERBBHEL|REL . B
BELT, L 158 Hldhot-, BEERZTOEEHLREEE 118 HIMF58

R(&. 80%EBRIFTH-I=. FTDHE. BERIIOVTOAFTELGEREE
.70 5 EEFEEMF IRE5HT 260%5THoDITHL. HBHETE
14.4%THo1=(LAJL D,

— B AREDS 21X, 1986 D 1988 D 2 ERMIZH T HUIRFIELTD
AETEE 38 15, FREIE 26 Bl RECFEEHEFNERBO 28T T,
EFBEOEAMERFELE, RELELZEREZIIOVDTE. FHM3H
MMC10mg. E7/F B LY 165 BETO 10 ARE 5-FU250me/ B % A
EL-%.E 17 HBEYE 34 MEETARE, £ 35 mBEA &Y 5-FU150mg/
BERE6 -y AREOREL, REREHELTOK-4322H#ALELDT
HHURESE), ERGILBERE 32 HIRE5E: 14 Hl. EREE 18 B,
REEE 22 5l (R 589 5. FEIR S RE134) THoTz. BEE T, 2 3
[CEEBHEMN>F-DIZR L., BERE TIX. Kaplan-Meier JEIZLDTHTE 30
CEQRBEGRFLETIE BEHT 75.0%, FRESHT 31.9%EH
MEEZEL. BREOFEREMIHLA(LAILID,

FIZEBARF=ESIZ, MR THOERARZFELALLGL ENLDIFEA
EEBE—LIAVDERBERETRELLBD T, INLDAEE Todoroki®
1% review ELTHEELTWA(LRIL V), FNOEABHBY., RI>TRIF
BB EDBBERYFIHLSAVIFIR UE0H0N. BH . BARDET
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(LRILIV),

AFTIL 2006 £ 6 A LYIEEEY L2 ARG BT R EF
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FOERAMERIITALBRBIEDON . SLVIETFUALRILRE
DEENDLDEBRONS, REATEIEGNEDOHEIZ DL TIIEEL
TUWVEW, BH . MEBREEICOVWTIHERBENMICERLTIRELNHD
LODOMBFMPBELLTOERICOVNTIE., SO ECAHLRBEA LIRS
BROMEFLEBELNTEN Y, Pitt 51X 50 IO EERE(ICRL, 5 EBETEpE
NEBSGHEOBRAMEREILIZECA, ERHFH LD LB TEY EFHIR

TEHEEEDORBWIEEZHERLTWS (LAR)LI),
IEEEONEABRICEVTE., FHEROREBEHEBFRICB UL TES

BURFM THORELTHRESNIMEILRLTEEL,, FEAFIR
FEBIZ® 3 S EAHBEEICETABRAMRICOVTIEIS HETELE
LGV, HELIDIEMBEICE T IHELMEIETUORERET .
—EDAVEVYREIZLLEWNRRTH D, BIRTEER DAL A ZHE
FEFIZX L TIE. B D CQ-28 HBHUVE CQ-29 [TRENTLB IR T EE

EITHEEREFICHTIEEEEDESHIVIEHRICEL. fikes
REAEELRIFL LGB RAT, EREEEZTSIEDEFDHLINKES, *
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HIZEZONTWS, EMROHE. BRPRHCEFHRBOEREH =&
UDSERE (LA B HE—H., SMRETBEMEEFHRBICEITE M =
EDHETO(LRLV)EHD, ETEERRICTIEDFEAET. B
FREHEQEINEREFTOOALGVEVIONEETHAIN, BEY
A ZHINSHIEBICIEEERES ONEAFINDV(LAILY), BRRE
HOHBTERRIIABRENREINSH. ELEHM, BEEGE
NDEELAKENBRNEELINOTEET NETHS,
FEREMOE-OICEXESCEBREICHSRBEEN RTINS CL
AZW, REEXKEEOIERIFAEHREETHLIA. BE(CLHME /N
SMBIZEIMMETHRLN=O., BERFLF—U BRSNS, £EBERTUH
HLTOEBOMBE#HIFIIERTHLIIENZND(LALY),
PIRTEEEEEEICNL., REMBERLEBELTHIRBREOERNLE
RIETARREXHY . GERRISTHASATLSLOD ., KFRE
RCTIZAC . B TOHREIXC1ET D, UIRTREEERICN T HE
HEMMSHE AN SN TOSEXE VLA, S B EERES
OHANSHEIEELIEBLTRFRAEERBEEROLIEAZVD
T HBINDABEELEZD, RUABTEEZLLEVG S, SRHIE
BMTHAEREbND, B AREBIROE. EICEFHR () ITOWT

94



Overhage JM, et al.
Standardized

reporting of clinical
practice guidelines :

a proposal from the

Conference on
Guideline
Standardization.
Ann Intern Med

2003; 139(6):493-8

200743 A SRR E (HEAA)

MmN EN BN, MEHREETIE. RATHIEICKSRTUNARE
HOHRE. EERNGEEI/RFTELIILLEHAD—DTHD, WA
TREGITHEBRAHREDERICE, BFITRSHREEICOVTHRATAE
EBbhd.
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