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x1 YIRTEREEICHT S gemcitabine-based LB LD G ERE

Response | Median Median
Regimen n rate PFS 0S Author (year)
(%) (month) (month)
Gemcitabine 206 15.5 5.0 8.3
Valle (2010)®
Gemcitabine/Cisplatin 204 26.1 8.0 1.7
Gemcitabine 42 1.9 T 7.7
Okusaka (2010)®
Gemcitabine/Cisplatin 41 19.5 5.8 1.2
Gemcitabine/Oxaliplatin 33 35.5 5.7 15.4 André (2004) "
Gemcitabine/Oxaliplatin 31 26.0 6.4 11.0 Harder (2006)®
Gemcitabine/Oxaliplatin 67 14.9 3.4 8.8 André (2008) ¥
Gemcitabine/Oxaliplatin 40 15.0 4.2 8.5 Kim (2009) "
Gemcitabine/Oxaliplatin 43 18.9 4.8 8.3 Jang (2010)"
Gemcitabine/Capecitabine 45 31.1 7.0 14.0 Knox (2005) "
Gemcitabine/Capecitabine 45 31.8 6.0 14.0 = | Cho(2005)"
Gemcitabine/Capecitabine 75 29.3 6.2 12.7 Riechelmann (2007) **
Gemcitabine/Capecitabine 44 25.0 7.2 13.2 Koeberle (2008) ™
Gemcitabine/S-1 35 34.3 5.9 11.6 Sasaki (2010) '

PFS : progression—free survival, OS : overall survival

H(S-1) 87— o D DRI TTO N,
GEM HiFI-CI3ZA5 17.5%, LEEHI (0S)
o fE 7.6 A H, S-1 BHFICIEEZFE 35%, OS
hifiE 9.4 A B L HEHl & LT RIFRVEDSE
s s DfERICETE, GEM & S-
1 28% NZ NUHERE 1< RIS S ICRE S 0, (-
RSN A F o4 v Vi, YIRAREETE
BEREICRT Bk & LT GEM £ 721% S-1
PRSI NTRS, Lbl, ThsakaEs
g atER Ic O b o Tid e £, #EEIR Cl
ICEEEHTWS,

IR BRI - 8 ) 2 LERIE T, B
\Z GEM Z#AFEH L LTy vy 3P v
# 75 FFRIEH G DR L OPEREED
HKASNTEL, ZORHT, EKETTOIL
GEM #fh & GEM/> 2 75 F v #f (GC &

1762 MR s B Vol. 26 No.13 2011

B) D7 v & L GEE T HHFER (ABC-01 3U%) ©
& GEM BURBEDZERNEE 15%, s T4 FHAR
(PFS) il 4 A Bz L, GCHEERETIIE
%1% 24%, PFS WhRfE8 h H & GCEEDEH
MR ENY, Bl SV TR 25 I
A (ABC-02 3BR) 3Tz, Z DFEHE,
GEM BAShEEICHR, GC IR CHE LAY
MOEERERI A (EDY, bHRETH
ABC-02 B L AED L P X v o v ¥ afhth
iEAER (BT-22 3BR%) 2T oh, 1ZIFF USRS
BonTwa(EDY. ZhsoRETIE GEM
BT OFEHAED 1,000 mg/m®, 30 45 &5
Bk, A7 99031 25 mg/m* L {EHE
THv SN, WINO3EALE 1 [E], 2 FE#kE
#5%, 1HAKEDIEZ 1Y A4 701 E L TR
WiRZ Tz, VAT 7Fvofkb5aEZ L
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#*2 YIETEEIREREICHT 5 2 RILFEED BB

Response ‘Median -Median
Regimen n rate PFS/TTP | =~ 0OS Author (year)
(%) (month) (month) ‘
Gemcitabine 32 6.9 1.6 4.1 Oh(2010) "
Gemcitabine/Cisplatin 20 0 3.6 5.9 Sasaki (2010)*”
S-1 40 7.5 2.5 7.3 Suzuki (2010) *"
S-1 22 22.7 5.4 13.5 Sasaki (2010)

PFS : progression-free survival, TTP : time-to progression, OS : overall survival

o EhEEECA LRI, BUOiERICoR
Mol LHEINTWE, YAT7FviEIn
¥ CHHERE ICRBREL SR I N T Wi o7
b, 2011 4E 8 A, AHEFEICL YL AT FF v
DORBEERDIHED & iz,

2. TOMDOT L 2E L HRAEE

GEM &t ZDfhdd 75 F F8EIL 7 v{hEY
TPV DOHAEE DS C OF THRELT
b T3, GEM+A X9 75 F v (GEM-
OX) fF I CIE BRI 16~356%, OS HifiE
8~15 # H & GC ik & A DIRERENE S
NTeBED". FiLwezvbEy 3PV
WTHD ARV IE VR S-1 2 AV ERR
BiTlX, GEM+ ARy ¥ ¥ v HFREEIEER
% 25~32%, OS R ff 12~14 » B2~
GEM+S-1 fif Fl % (GS B 1k) &, 3=
34.3%, OS Hhifl 11.6 5 H DREEIHE S N
Tw3(EDY, biETIE, S-1HB50IiEGS
ikt GCEEOMNBE DK EOREEL
BoTWw5, '

H A R B 7 v — 7 (JCOG) Tl S-1
¢ GEM+S-1ftHic &k 35 v ¥ s I
MEBDEM S N, 3T 100 §% 8 3 55%
PETLTED, ZOMBRICHEDIWTGCEE
OB MAAHREBRICEDFHEED 5N T3,
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3. 2 mibssEs

I BEIELE = 6 B 2 ALk, B
D [JREBZEAA K54 v] THERSN
TEST, S8HHIC X 2 KRR B3 nT
Wiz, B, 1 XReEE LT, GC R, GS %
Wl EER IR DI L TETED, 1K
TBIHS b IRk DS TS R b 7 { Ao,
GEM & GC ik D B T D 2 KiaE %
A5 L, BED ABC-02 #HE T 2 RiGEDHE

Mtk GEM #£17.5%, GCH#E17.6% L HF AT

bhvTwiwvg, bHED BT-22 #ETld
GEM #£78.6%, GC #£73.1% & &Rz 2 k&
BOREFSNT0BY, ZDEIIfH2 5 HHD
ERGIEOEASHBEFRL T2 bDEEILN
5. F, QRBEICKEREDNRD BI2b b
H oY, MRETD OS I IFEN hd o727k &,
2RIBBEDOBZIC OV THRNINETH 5,
miE, 7)uA a5 2L (5-FU)-based {t:2
%D GEM ® GEM # D GC ik, S-1 %4
E, W0 2 KIBEDE NHFABR DS R
HEEINTV3 (F2)I?, SBEOBERKOS
ZLizDI)2b00, FEN2XKIEEEVZD
T RRENTEST, Bk 2 RIEFEDH
FERERBED DL B> TV bDEER
L5,
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#£3 YIRTEREBEREICHT 23 FENEEORERR

; Response | Median' | ‘Median | s
Regimen n rate PFS/TTP | - 0S| . Author(year) =
, (%) (month) | (month) .| =~ -
Erlotinib 42 7 2.6 7.5 Philip (2006) *
Lapatinib 17 0 1.8 5.2 Ramanathan (2009) *
Sorafenib 46 2 2.3 4.4 | Bengala(2010)®
Bevacizumab/Erlotinib 53 12 4.4 9.9 | Lubner(2010)®
Gemcitabine/Oxaliplatin/Bevacizumab | 35 40 7.0 12.7 Zhu(2010)*"
Gemcitabine/Oxaliplatin/Cetuximab 30 63 8.8 15.2 Gruenberger (2010)®

PFS : progression-free survival, TTP :

4. DFENEORR

BT, DAACEBRER I/ o FIERNER S
L TRELRESVRIAD L R H B, 9T
2% L DY FERNIRICE W TH A% HER X
h, —WEROBCHAIN TS, HEET
b EERERTRER (EGFR) DHER L LT
INOFZTEBEIEIANF=TD, 7 raf P
&N ERFZ A (VEGFR) 74 £ 2 121
ELizenF X —¥HEREY 77 =T HH
FlC & BIREETIHA S TP —%, #i
EGER #ifs3E+t v % > < 74 VEGF Hifhk3E
RNy X2 7H GEMOX ik & 0t 7 £ ¢
FREESESRH IN TV B (FEDD®, Zh
¥ COFIENIEEANC X 2BERER T L
WAY, 1REEFEE L COREITON TS
AL 22>, GEMOX ik & DffHTld ey *
22 7MAEE LI 7 v 8 MG T AHERERDS
EfEN?, IS ICEMERERIGEA TS,

. PEERAOME

COEDIEA N

| CRENRFY MBEFICOLSFRL, SETH
L ICKBAPRERREDERRI/IMURAPIC LD S
HLEISEERTS.

FFPIERARE e D BIBRAREGI CISIBENA 7~
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time-to progression, OS : overall survival

FBEESINTOUBEHEEBIILAETHD, A
TV EIEBAEMAFD T 7V onco-
logic emergency L TRANISBHEL L
5 ALFEE O KT & CICBREmEIic X Y,
JHAE 2% 7o & RGURE O BEAL-P M/ IMRIHANC X 5
HMELH Y, FEZET S,
Fa—T7RRT Y FEETIE, RIEED,
ATV FOEIIBFETHY, HERDESHE
DEEBTH D, FE, BE, RRERZLEDER
ZAROTGEICE, MKRE, BEK, CT2E
AT L, RERS, FFIEERERD LAZ5R
O, EE EFABERRS HER S g, 7272
LICHE L —YONEZT). NiEINENS
&, HEIEHER, HFARE & CEERWREICKH
5204 ke, BEMELE L Tid ENBD
(endoscopic nasobiliary drainage) 23 24 T &
D, HERVPELETHrLAT Y FOBYE
BERKHNT 5, NWELOBHEIZ O THR
Zh I B8, WEICET 5 BERXG OS]
ZHERRL TR Z EPHEBIREERE EEH
HEORBRICTDICHAL TR 2 EBKITH
%,

LEERIIEE R 2 v b r— L E iU,
HEAgETH 5. HERT v F DFAECHE
ROFEHZ s U, PSR OER -



W X 2 HERZETH L, BRIEDOEED
LR 2MRDBDH B,

TP AR RE AR % & o HELELIEE O AT AS MBI VR 12
DWT, INF CARBEBELHERERIZIZEAL
ot T, MBEESEIA 4]
T, [BURTIIHEIE T RE L XA 3% L, [
R E LTITObNB I EVBEENS ] L3N
Tw3,

EWA2ED, IhE CHRE SN EEREIC
R4 B TR EE O FiEER 1E, HETIT
bhrz<A FvA Ly C+5-FU gk L F
MM X2 b DT TH A, ZOREETIE,
figses 158 51, REESE 118 45, HHEEREE 112 4, .
BEEREE 48 Bl O EIEHNZ D\ TR B I L I ENT
SN, JHEHE I LAEIREE© 5 FETFENE
BILRFTHho L EBESIN TV, LaL,
NEEESE DR RIBRGI I B BEZ 2 ZD TWHL R
Z &, intention-to-treat (ITT) f#HT ¢ I3 IHEEE
WKBWTHERERAON P/ I LR ED
5, NEERMEREEEEOEERR E L CME
DI SNBICEL TR,

i T hlGRER I L D TR B LA TR
COERERHENTE ST, AT
D HIEEERIC X B2 HEEDS R D ST 5%, Db’
E T BT, NPOEALEHENBIZIEREIC
k% 8 MAEBER (BCAT #RER) 23 JH % % U1 bk 51
W29 A i GEM R & TR & o FhilgEs,
B LTibh, TCIEMERBRLKT LT
5. —7, EETIEH RS Y E Y E observa-
tion & D MR EM & N, LE T
GEMOX Z w7 dfrbtniTtw b, L
L, KHUEZ 8 MAHRER X V3 d 300 I E
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DIEFIZHFE LT Y, EFED iy i
W EESE TISEENE S Tld o, - HEE
DFMCIEETE+ 18R, NHE - AT
B, &% 0IEHEE L SR T EITRDIS T
by, MERPHEEELRLEDVRA7HH 3,
BFE, ENIDAMTE L v ¥ —FRbiz i e L
TR HECld S-1 % F V> 7= feasible study %47
v, FOHEABROEmZ RS L T3, KRR
REMHER I S, MBMBERICB VLT IE
TV AN D B FEIRIRSE L SN 2 b D &
WRE SN,

BFhHIZ

HE T IEERE I & 2 RS, FEr s
IR 16,000 AR A, FHAROESRT
H5. & FFFIEEEETIRIRB O
EETH Y, FROWEIIZTEREEED
EEHHETH B, e, FFPIEREERE LD
JEGESR It BB ERSEDIRE 47 ¥ ORiED
BHTHY, LEREOLS - ELE LS
B, Bl IR, BOHERNE 0 BRE g A
5 CH B,
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Summary

Chemotherapy for Hilar Cholangiocarcinoma

Junji Furuse®, Atsuko Takasu®,
Hiroshi Kitamura®, Akiyoshi Kasuga®
and Fumio Nagashima®

Based on results of randomized clinical trials, a combina-
tion of gemcitabine and cisplatin has been recognized as a
standard therapy for unresectable biliary tract cancer
including hilar cholangiocarcinoma. The combination of
gemcitabine plus S-1 is also expected to exhibit promising
results in combating biliary tract cancer. Although second
line chemotherapy is necessary to improve survival rates,
no standard therapy has been established. Molecular
targeted therapy is also expected to be applied for biliary
tract cancer. Targeted agents are currently under investiga-
tion. Jaundice and cholangitis develop due to extensive
stenosis of the bile duct. The intrahepatic bile” duct is
especially affected in patients with hilar cholangiocarcino-
ma. It is necessary to treat emergent cholangitis and/or
obstruction of biliary stents. This is especially so during
chemotherapy because of bone marrow suppression. Since
recurrence develops frequently even after curative surgery
in hilar cholangiocarcinoma patients, adjuvant chemothera-
py is vital. Large randomized clinical trials comparing forms
of chemotherapy in clinical settings are currently being
carried out.

Key words : hilar cholangiocarcinoma, chemotherapy, gemci-
tabine, cisplatin, S~1

* Department of Internal Medicine, Medical Oncology, Kyorin
University School of Medicine, 6-20-2 Shinkawa, Mitaka-
shi, Tokyo 181-8611, Japan
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( BE IBESAKRROSYMG

6. MGEAADILEHEO MG L R

FAT - dE

il

*ERKRFERELNR @R AR V80
View Points !

L PHEEPABEBES VDR CEOSVFEAROEETHY), FRBEEYN, BUEHWT
h$16,000A %2 A %, ;

P REE D A DIEEREE L EICYIRTEEET I A £ - BUIRREERICAV S h, igid 2 L Idiis
HEHMEEE U TIEIL SN TV L,

P ARE D A DIEFEED BRILEREMN, BLUESGTH S,

P IESEN A DILERE LS LS 2 E L (GEM), BOT vbE Y I JL8E], 75 F F8HH key
drug T#H %, ’

E BESALLFEEORS

o CHABEIERE & LA RIEMATRE R B L7 5
VT AMERBRORER LY, LSk % HiAT
L7 BECA B 12 QOL 0 ik 3 %0 42 17 1 1
(0S) PEEFHDLNL ZED LY, L
FRERTORRITODLEEZOND
(F1)o

 BREDIEFTYRICEDSPIRR
L BEREED A DILSEUE

o T F THHEAA TITRIRME 22 LS ER A
fThhd, EHEEEE VR DD DIEFEZL
TWiphrolz,

* 20004 LLBEARFR TAT b M 72 [ R S ER 0 #
#, GEM BENC X 2 E TR CIIED
#R17.5%, OS HI{E7.6% A THh - 727
F/T 4T AT Ve (S-1)HANZ X B4

K1 UIRTEEEEDN A ICH T 2L HER & TR EOEE

= N 0s P& QOL tEHE Pl | &&(GREE)
BSC 19 2.5M 5% Glimelius
5-FU/LV or 18 6.5M <0.01 33% P<0.01 | (1996)
5-FU/LV+etoposide
BSC 27 4.5M - Sharma
FUFA 28 4.6M | NS — (2010)
GEMOX 26 9.5M | 0.039 —

BSC : best supportive care/OS : overall survival
FUFA  fluorouracil + folinic acid/GEMOX : gemcitabine + oxaliplatin
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%2 UIRTEIRES A CH T BLBEEADE L ABERE

Lox n | EME| PFS 0s Grade 3/4 FEER ZH (BEE)
GEM 40 117.5% | 2.6M | 7.6M | ALT 1 515.0%, vGTP £512.5%, B Mk | Okusaka
BW12.5% (2006)
S-1 40 {35.0% | 3.7M | 9.4M | BER7.5%, BEMFIR7. 5%, T-bil L 87.5% | Furuse
(2008)
GEM/ 45 131.1% | 7.0M | 14M Grade3/4 BEER LG L (G2/3F B | Knox (2005)
capecitabine F¥29%, BESREB42Y%)
GEM / S-1 35 134.3% | 5.9M | 11.6M | BMmERKD23%, 1FhEkiR4 3496, BM20%, | Sasaki(2010)
GEM/ 33 135.5% | 5.7M | 15.4M | #FehEREA14%, Mm/MRED 9 %, EDIELE | Andre (2004)
oxaliplatin 5%, REMREET7%
GEM 206 | 15.5% | 5.0M 8.1M | 5F AR ER ik 216. 6%, % B 5816.6%, ALT L | Valle (2010)
8517%
GEM / cisplatin | 204 | 26.1% | 8.0M | 11.7M | 43hER®4°25.3%, #ER18.7%, HEMEH
$15.7%
GEM 42 |11.9% | 3.7M | 7.7M | 47 sh Bk $38.1%, y-GTP £ £35.7%, I | Okusaka
IR 19%, Ho i#216.7% * (2010)
GEM / cisplatin | 41 | 19.5% | 5.8M | 11.2M | $FehEkifib56.1%, MAMRHA39.0%, @il
B 29.3%, Hb i 236.6%, y-GTP L&
29.3%

PFS : progression free survival, OS : overall survival

I AH A BR TIX 2R 3835%, OS H JLfH9. 4 3.74 H vs. 5.8 A, OSH JfEi7.7» A
# AT, Wiy RIFLZB@ETH Y, £ vs. 11.24 A & GCHIFEIZB W THEFIH
NS OIEF OIS DTHKFE S Tz, DIERAHFLD b9,

o« Z D% GEM % HALEH & L7 bt o TN L DKER L Y BILE GC FEMEE A A
HADVEN, GEM+7 vfbkEy 3 Vv DERERRE LTHEST O TS, b
SRHEH], GEM+ 75 F FREH L EHhE HETDH, 20114 8 A 1 H, CDDPiJHE DS
ICHWH N, « ANTREEE & U TRBIERDSTED Sz,

o JLETAr b7z GEM HAHH ik & GEM + o LM, FIFFEALLTHFY) ST
Y AFS5F > (CDDP) (GC ##E) #kig F > (L-OHP) # GEM L BRI L7, 7 v
L7z K#HELR S v & s ETHR R BEY IV VEH L LTS 1INV I Y
(ABC-02) TI3Z%h%15.5% vs. 26.1%, ¥% GEM L 8T 25 805 TR
A AR (PFS) " gufEs. 0% B vs. Thh Ty, TNHIIBVWTLERYES
8.0 H, OSH H#{E8.3» A vs. 11.74 A £ £30~35%, OSH#fi11~15%» A TR
T, GCREDHREBBEVARICENLTY B EREIRE Sh Tw a7 (F
727 2),

o ¥ -ARFTITb 7 GEM Bk & GC e RFTIXANRYYY v, L-OHPIZHAEF
BED T v ¥ AMEEERER (BT-2255%) THDEZAHAEM AT 5 RBREH 0K
IZBWTYH, E4ELL. 9% vs. 19.5%, PFS RIS T, 4% GEM Bl S-1
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CDDP 25mg/m?
GEM 1,000mg/m2

|

!

>
day 1 day 8 day 22 day 29
1 cycle
1 GEM-CDDP (GC) #i%
GEM 1,000mg/m2
1 -
day 1 day 8 day 15 day 22 Day 29
1 cycle '
2 GEM Bk
S-1 R S-1
4388 2 EfE] 4 5EfE
~— _
~
1 cycle
S-1: faF&RmEE (BSA) <1.25m2 . 80mg/day
1.25=BSA<1.5m2 - 100mg/day
1.5m2=BSA : 120mg/day
3 S-1 Bk
Day 1 8 15 22 29
S-1 fa i SRR
GEM t 1 t 1
1 cycle
GEM : 1,000mg/m2, 304 ssE
S-1: th¥xmE#E (BSA) <1.25m2 : 60mg/day
1.25m2=BSA<1.5m2 . 80mg/day
1.5m2=BSA : 100mg/day

R4 GEM+S-1 (GS)

B, GS, GCh &% &) MEBEMITT L
PORETH 5o
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(DGEM-CDDP (GC) #i% : Day 1, day 8 IZ
CDDP25mg/m*# 607, GEM1, 000mg/m’




