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T
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B - BB AICBT 2 Bk 3, ERERD 2\ IXRFTET 2 SRR
(XY 216 HR EMBRAEEIRIE ST 5B EAREHIE gemcitabine (GEM) T
HEN, BRALIBENATEIIE TV ASERY, EEBELLED) S0
. AT - JBEDSACBIT 2 EWEREDREDE A & EREOEE IO
TEED5B.

B DA

1. UIRRTEERICH T D&Y EE

1997 4F, GEM & 5-FU IC X 55 ¥ ¥ AMEHEERERIC L ) GEM O Btk H53
HFENTLURY, GEM 2 BRI AT 2 EH#AEE L TR LTW
%. Z D%, GEM-based BRI &% { O L WIBBRENRA SN TE 127,
AL DEE & & O GEM/erlotinib FETH—FELAFHEOEENE LN T
WBDHETHD (F1)?. %D GEM/erlotinib ik D GEM I 21T &
REBEIEL, KAREREIIGEM £ SNTW5S, bHETD 2009 4E, &
BB A NI 4 VP HETENI275, GEM BBEEENDAT L £ 5 FE—BIR
DIFEEL LTHEI LT WS,

GEM/erlotinib SE X D ASETH BAANTOREM E BREL R T 28T
HRBAITDN, 106 BIHRLIE 203%, SEFEHE (0S) FHRE2H A &
PRy REF 2 RO SNy, et LT, BRI HEIRES 2 V%
99 B (93.4%) 2R, KL ORE L EEMRICHBEEAONTWES, F1A
RO LELFMEE TH 5, MEMMEEDREITIZOH (8.5%) 28D,
NOEMARERD 2.1%IZH_NEETH o 7225, BRI 2 , BTEFIZRD
B0 7z. GSRAEEFEDORED ANDBEISAKBIEIZH SN L2, B 2RLES
HENRKPLELEZONS.

GEM EHBEO 7 vk Y I ¥V BH D capecitabine & 5 W it S-1 & O
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R1 PRTEEEDAICHT IEREL | BERESNBEES VS LbHEstEs

. Median Author
Reqi sponse -v9 -

egimen n | Respon os |1 y% | P-value (Year)
GEM 285 7.9% 7.3mo | 28% 0.31 Herrmann
GEM/capecitabine 284 10.1% 8.4mo | 30% - ' (2007)
GEM 266 | 12.4% 6.2mo | 22% 0.08 Cunningham
GEM/capecitabine 267 | 16.1% 7.1mo | 24% ' (2009)
GEM 275 6% 4.9 mo 169 Popl
FDR-GEM 277 10% | 62mo | 22% | 0.04 (ggo%r;
GEM/oxaliplatin 272 9% 57mo | 21% 0.22
GEM 284 6.9% 59mo | 17% 0.038 Moore
GEM/erlotinib 285 8.2% 6.2mo | 23% ' (2005)
GEM 369 149% 5.9 mo = 014 Philip
GEM/cetuximab 366 12% 6.4 mo - ‘ (2007)
GEM 300 11.3% 6.0 mo — 0.99 Kindler
GEM/bevacizumab 302 13.1% 5.7 mo - ' (2007)
GEM/CDDP 42 12.29% 7.5 mo 0.73 Cascinu
GEM/CDDP/cetuximab 42| 17.5% 7.8 mo ' (2008)
GEM/erlotinib 301 8.6% 6.0 mo - 021 Van Cutsem
GEM/erlotinib/bevacizumab | 306 13.5% 7.1 mo - ' (2009)
GEM 316 = 7.4 mo = NA Kindler
GEM/axitinib 314 - 8.2mo - (2009)

FDR : fixed-dose rate infusion, OS : overall survival, 1-y% : 1-year survival rate, NA : not
assessed

AFRREBBChRIFRABEND Y, AL LB BT IEEETH 5.
C L E T GEM/ capecitabine #ED T ¥ 5 AMLLERER L 2 KITbA T3, X
A ATITONIREBERRTIE, @K0BE CIEELERYROKEZIE LN
2072 DD, Karofsky performance status 90-100 D4 & IREEAS B iF 72 ] T
i¥ OS I RAED® GEM #f 7.4 71 BT L, GEM/capecitabine B 10.1 # H & 4 fi
ETHRBECRFCTho7z (p=0014)%. —F, 4 ¥ X THbNI GEM &
GEM/ capecitabine D ILEGRER T, 2009 4, REIMEVSHLTRESN, oK
ELTHEBEIRDONL 2 o2b 0D, 27 T7F) Y A TIIEEEBRETALT
BN EONIZE LTwaY,

HOETIE S-1 12 X 2 RRBERVBEBIIITORLTWS, S-1 BHIck 53—
DOEERTIX, &5 59 BIFRAF 196 (322%) B LN, SHEERLED
THRABRTIZ OS FE 92 7 A L BEIF 2 @M HE ST 39, 252 GEM/
S-1BETIR S SICEFLRBEABE LN TWSEDY, BIE, GEM ¥k, s-1 8
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M, GEM/S-1 BEDNMNESIF ZH S 2T, 3BIC L 2 k8L S > 7 A
fLHBERER (GEST) 2 HAL ABOXAREL LTI T 5. BIRTIZY
BRANBERE DY A DIEYFREE T GEM BE—BINTH 275, LRI BIFCH
RBEDO XY v FHFKREVEEZ 5N 5EE41F GEM/S-1 B D BIRKO—>
EEZLNS.

2. ZIREYEE

BEDS A D— REWEETIL, 1ZITLF THREWEL D 5. GEM BIEED
RBEBR DT RN T GEM IR D 0S i EIX 21 # B L X bDH TR
BETHY, Eo%bFROUBICIEN: ZREBOIFBEELEELE 1 5
Twb. GEM RO ZRIGEOFERB E LT, HKRTIE S-1 BEEy
GEM & S-1 DHFREEICE OB, —KREEE LTiTbNRT S-1 MpligE
(B1) LEABOHEHAREICL 28 THRBRTIRENE 15%, 0S HRfE45 »
REFESN, +9RBEBECE 2ok, S8, X VAR IBEEDE
EVPLETDHY, B, DHFETIE S-1 EBE2BBIEE L LT S-1/irnotecan
(CPT-11) 721 S-1/oxaliplatin (L-OHP) D F ¥ ¥ AMEHEREEAER X 1
TW5, -

3. fiT&fHENESE

BB ATIIIRE D BRICERE 2RO, FOFHRUEICIIERN 2 HEEIEED
LAETHY), ThETEHDT v ¥ A LHBRBITOITE (FR2). 4%
U AT b NI MR RE O BB (ESPAC-1) Tl bEREHSEEIZ T
LA5F#H=ZEL L, 5-FU/leucovorin (LV) 12 X 2 EWEEIE YL TH 2 L HE
SN0 —F, KRETIHLEBEHEEEDREIC 5-FU % W id GEM %47
) WEREER (RTOG9704) 72 L, (LEMUSHEEE % HARICIEL TV, F7-,
FAY ZHULCFM B L GEM I X AHATHREYEE L O LESE (CONKO-
001) frbh, FWHEFHE (DFS), 0S & 312 GEM BETHEIC BiFrikeE
BRONIZE L TR, GEM OMBEHBIEEIC D W TCIEhHE T B4 %E
E/NEYC X 5 HEHB CREDERESHE S 2, GEM HHER K 48 E)
AL LTERSIN TS, BAE, S-112 % 2 HBEEDOKRIS GEM/S-1 &
# (HA), GEM/capecitabine (£ ¥ R) % &, X ) AR BEIRED B
IThhiTwb,
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| <a> GEM BEE

| Dy 1 8 | 15 | 22
| GEM (1,000 mg/m*/day - div) | | Lol P
(f 256 - |
! i
. BROE |
O @MBEOH FEYAIVY (8Bmg) +EE (100m) <305 |
. @ GEM (1,000 mg/m?) +HEE (100 Ml)  ceeeeeeeernreeeeeiiinnnee 30 o J
i

<b> GEM/Erlotinib &%
Day 1 8 15 22

GEM (1,000 mg/m?%/day * div) ) l ! PR3
Erlotinib (100 mg/day * po) 4 AFFER AR

%2009 £ 12 BORFR CTAFSTIFEN AT U T erlotinib [FFRESR

<c> GEM/S-1 EX (#5413 p. 264)

Day 1 8 15
GEM (1,000 mg/m?/day * div) l & PR3E
S-1 (65 mg/m?/day * po) 2 SEHE H IR 1 EFERSEE

X MG BRE T

S-13FRERBICHEST 1 HEZ 228U, FRERLIBRICRORKRS
ARERE | S-11R5E (tegaful 1HHE)

1.25m?> 60 mg/day*, 1.25 m?=<1.5m?:80mg/day, 1.5m2= : 100 mg/day
1 HED S-11&R5E8N 60mg DIFE(FF 40mg ¥ 20mg [CHEILTRSTD.

<d>S-1 B@EEEL
Day 1-28 29-42
S-1(80mg/m’/day - po) | 2R PR 1 AR

S-1 [ EHEKRERICE>T 1 HEZ 298I, SHIBREIBRICROKRS
AHREE | S-11858 (tegaful FHHE)
1.25m?> 1 80mg/day, 1.25m?=<1.5m?: 100mg/day, 1.5m?< : 120 mg/day

1 BEDAICY T 28YEE
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%2 BOAOTREIES  BEBENBEES V5 LMELEETER

N | Median OS | 2-y% | 5-y% | P-value Author
Observation 175| 20.2mo 40% 9% 508 Neumann (2008)
GEM 179| 228mo | 48.5% | 21%| (CONKO-001 study)
Observation 60| 18.4mo 40% | 119% _— Ueno (2009)
GEM 58| 22.3mo 48% | 24%| (JSAP study)
5-FU/5-FU+RT |201| 169mo |~35% | <20% A5 Regine (2008)
GEM/5-FU+RT [187| 205mo |~42%|~22%| (RTOG9704 study)
5-FU/LV 551| 23.0mo | <50% |~20% 030 | Neoptolemos (2009)
GEM 537| 236mo | <50%|~20%| (ESPAC-03 study)

OS  overall survival, 2-y% : 2-year survival rate, 5-y% : 5-year survival rate,
5FU : fluorouracil, RT : radiotherapy, LV : leucovorin

&3 UIRTEEBED A (CH T D EYEE | RERE SN S BIFERIR

. Median | Median
Regimen n Response PES 0S Author (year)
GEM/S-1 35 34.3% 59mo |11.6mo |Sasaki (2009)
S-1/CDDP 51 30% 48mo | 8.7mo |KimYJ (2007)
S-1/L-0OHP 15 6.7% 1.4mo | 3.1mo |Oh (2008)
Sorafenib 36 6% 2.0mo 6 mo | El-Khoueiry (2007)
Sorafenib 46 49 2.3mo - Dealis (2008)
Bevacizumab/erlotinib 34 209% - - Holen (2008)
GEM/L-0OHP/bevacizumab | 35 40.0% 7.0mo [12.7mo | Zhu (2009)
GEM/L-0OHP/cetuximab 30 63.3% 8.3mo | 12.7 mo | Gruenberger (2009)
GEM* 204 16% 65mo | 8.3mo
GEM/CDDP* 206 25.7% 8.4mo | 11.7mo | alle (2009)
GEM* 42 11.9% 3.7mo | 7.7mo
F 2

GEM/CDDP* 41 19.5% 5.8mo | 11.2mo | Turuse (2009)
GEM/L-OHP* 51116.79% (n=18) | 5.0mo -
GEM/L-OHP/cetuximab® | 50|11.1% (n=18) | 7.0 mo . |Malka (2009)

PFS | progression—free survival, OS : overall survival, * : randomized clinical trial

- [EEHA

1. YIBRAEEHIICH T 2 EYEE
JRED A BIT 2EYEEITI N T TRBEEZLERRIIITON TS ST,
SESELRFEADPEIMERBEL LTHAONTE (R3). L<ICGEM i3
B L OFRREL LTHEE  DBRZBRIMTHhN, BAETD 2006 4, Fk
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~ GEM/CDDP &%

Day| 1 8 | 15 ‘
 [GEM (L000mg/m¥/day - div) | | ! wE |
‘ CDDP (25 mg/m*/day - div) | N & PR3 |
|

#2009 5 12 B TAF TIFBEN AT LT CDDP (k&R

2 EENAICHTIEYMEE (5011 p. 265 £2)

GEM BERESE, S-1 BMEEEE IHEERDH), GEM/S-1 BE(E 148
BOH) FENA (K1) EAHFETHD. GEM BEIRESE S GEM/CDDP BEED
EEER T, GEM/CDDP BBEANEEICBIF CHh o1t

BISICARENTWS. F72, S-1 bETHRAEITHN, 2007 ££ GEM 125
WIS AR &S M7z, 2007 FEQOPEBBERA A F5 4 T dUBRREEHEES
AT 2FYRIEL LT GEM 5\ i3 S-1 AR I N, 20 2 F2 key
drug & LTIES HWHRTW S,

DHETITHONT2 GEM D% T HRAB TIX, =RI= 17.5%, 0S HIfE 7.6 7
R&, ZNE THENATEHICHW SN TW2 UFT, doxorubicin 7z E12H~
B ZEERBEFRE SN TVwEY. B 2 EERSIIEHERTH Y, Bl -
ERARZ CEMBEHEREDLED, EERDDIEIRL, BEEICEATVS, B
EPRATIIZ ST 2 AEHEIC X 2 BRABRAITOIL TV 225, GEM 1,000
mg/m” + 30 3 AIEEHE - 3 EERRES R 1 BRE -4 BE 10— LTRERY
BYHEFALRALEERE (M) $SLHVLRATYAS.

S-1 DFE N A TIIRRIZE 35%, 0S FHRIE94 H H & GEM & FZD F D
BERBEEIELNTWAY, E5|2GEM/S-1EEDRAON, BIHEREBT
(FRRIE 34%, 08 FRAE 11.6 7 A L BH X ) BIF 2 @AM E LN T WD,

I TIE GEM/ 7 7 57 T REFN O HAEYEENEZ L AVLNTH S, 4 F
) A TiTh N7z GEM HEiA#E & GEM/cisplatin (CDDP) &4 (Cis/Gem &)
DT ¥ AEETHREBRIZL Y, Cis/Gem BEOEBAMEITRE LN, BB
TRHAEZEMMEAER (ABC-02 RED) »BMTbhz". ZO&KE, Cis/Gem &
EHICBVC ARG ATIMOEREI RSN TS (£3). IL-FEEE
MEH TRE%2ZEIZROT, Cis/Gem FIEDEITIEN A DEERE L HE N
72. DOETH ABC-02 RERE RO FETT v ¥ 2LHEER (BT-22 5ER)
PAThN, FEZABEOEREFIELNTYS (E3)Y, i 0xETlE GEM
(TEE OREHAE® 1,000mg/m? - 30 45 FIEEENH W 57228, CDDP i 1
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[ 25 mg/m* & KHE THR S Sz (. 2). WINOFAHE 1 E, 2 EE i
5%, 1 AKED3IBZ 1¥A47VETHLIXVTHY), CDDP DIxEER
Bl L7z emEE2<ANVERIZL, BWHERIZOLP o2 EHEREINTWY
. 5%, PPETH ZOHEHEIC X % Cis/Gem FEEVUIBRAREIRE DA
T HFLVEEREL 2o TV HDEEZILNS.

JREAANCBIT 25 FEMEORFBIIEMEED HEMIEOHBAZH TV
Ve, I R MR B SE R 2 2k (VEGER) < B Mila kR R 75244 (EGFR)
@Kﬂi CEDEERAICEREDIRBRINLERFRIFEINTETK

. T 7> cetuximab % bevacizumab Tl& GEM-based L' VX ¥ L OBEHIZ LD
75'% tcn%% DIHEEINTBNY, SBRKHAERBERBEBROERBIHFEINS.

2. fEembEE

IhT CIEENNBEEERIELL CB5T, JHEESESTNI K54 T
SERABROERDSHERINTVAY, 2006 LI, GEM & S-1 ASHRICE
AEN, WMBHBEECOELNTETS., HEDLIETIZ, GEM/CDDP
% GEM D% I HREIYTb N, & LICBESAMEMBIEEL LT GEM &1
BREME ORBELR T ¥ ¥ AMEEBRABEPIThNL TS, BN TEAFY
AZB T capecitabine & CIBREH E O HBHBRER S N TV 5.

X |

1) Burris HA 3rd, Moore MJ, Andersen J, et al : Improvements in survival and clinical benefit
with gemcitabine as first-line therapy for patients with advanced pancreas cancer : a random-
ized trial. J Clin Oncol 15 ; 2403-2413, 1997 »

2) Moore M], Goldstein D, Hamm J, et al : Erlotinib plus gemcitabine compared to gemcitabine
alone in patients with advanced pancreatic cancer. A phaselll trial of the National Cancer Insti-
tute of Canada Clinical Trials Group. ] Clin Oncol 25 ; 1960-1966, 2007

3) Nakachi K, Okusaka T, Funakoshi A, et al : A phaseIl study of erlotinib plus gemcitabine in
Japanese patients with unresectable pancreatic cancer. Eur ] Cancer 7 (Suppl) ; 387
(abstr 6590) , 2009

4) Heinemann V, Boeck S, Hinke A, et al : Meta-analysis of randomized trials : evaluation of
benefit from gemcitabine-based combination chemotherapy applied in advanced pancreatic
cancer. BMC Cancer 28 ; 8, 2008 ,

5) Cunningham D, Chau I, Stocken DD, et al : Phasell randomized comparison of gemcitabine
versus gemcitabine plus capecitabine in patients with advanced pancreatic cancer. J Clin Oncol
27 5 5513-5518, 2009

6) Okusaka T, Funakoshi A, Furuse ], et al : A late phase Il study of S- 1 for metastatic pancre-
atic cancer. Cancer Chemother Pharmacol 61 ; 615-621, 2008

7) Nakamura K, Yamaguchi T, Ishihara T, et al : Phase II trial of oral S-1 combined with gemcit-
abine in metastatic pancreatic cancer. Br J Cancer 94 ; 1575-1579, 2006

8) Ueno H, Okusaka T, Furuse J, et al : A multicenter phase Il study of gemcitabine and S-1
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10)

11)

12)

13)

14)

15)

16)

17)

18)

19)

20)
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combination therapy (GS therapy) in patients with metastatic pancreatic cancer. ] Clin Oncol
25 (Suppl) ; 210s (abstr 4550), 2007

Morizane C, Okusaka T, Furuse J, et al © A phase I study of S-1 in gemcitabine -refractory
metastatic pancreatic cancer. Cancer Chemother Pharmacol 63 ; 313-319, 2009
Neoptolemos JP, Stocken DD, Friess H, et al : A randomized trial of chemoradiotherapy and
chemotherapy after resection of pancreatic cancer. N Engl ] Med 350 ; 1200-1210, 2004
Oettle H, Post S, Neuhaus P, et al : Adjuvant chemotherapy with gemcitabine vs observation
in patients undergoing curative-intent resection of pancreatic cancer : a randomized con-
trolled trial. JAMA 297 ; 267-277, 2007

Ueno H, Kosuge T, Matsuyama Y, et al : A randomised phaselll trial comparing gemcitabine
with surgery-only in patients with resected pancreatic cancer : Japanese Study Group of
Adjuvant Therapy for Pancreatic Cancer. Br J Cancer 101 ; 908-915, 2009

JBERZETA FI4 VERBREES & T EF U RICESWEEESEN A K
74 . EFREHR, R, 2007

Okusaka T, Ishii H, Funakoshi A, et al : Phase I study of single-agent gemcitabine in
patients with advanced biliary tract cancer. Cancer Chemother Pharmacol 57 ; 647-653,
2006

Furuse J, Okusaka T, Boku N, et al : S-1 monotherapy as first-line treatment in patients
with advanced biliary tract cancer : a multicenter phase II study. Cancer Chemother Pharma-
col 62 ; 849-855, 2008

Sasaki T, Isayama H, Nakai Y, et al : Multicenter, phase I study of gemcitabine and S-1 com-
bination chemotherapy in patients with advanced biliary tract cancer. Cancer Chemother Phar-
macol 2009 Aug 26. [Epub ahead of print]

Valle JW, Wasan HS, Palmer DD, et al : Gemcitabine with or without cisplatin in patients
(pts) with advanced or metastatic biliary tract cancer (ABC) : Results of a multicenter, ran-
domized phasel trial (the UK ABC-02 trial). J Clin Oncol 27 (Suppl) ; 202s (abstr 4503),
2009

Furuse J, Okusaka T, Miyazaki M, et al : A randomized study of gemcitabine/cisplatin versus
single-agent gemcitabine in patients with biliary tract cancer. J Clin Oncol 27 (Suppl) ; 221s
(abstr 4579), 2009

Yoshikawa D, Ojima H, Kokubu A, et al : Vandetanib (ZD6474), an inhibitor of VEGFR and
EGFR signalling, as a novel molecular-targeted therapy against cholangiocarcinoma. Br J
Cancer 100 ; 1257-1266, 2009

Zhu AX, Meyerhardt JA, Blaszkowsky LS, et al ! Efficacy and safety of gemcitabine, oxaliplat-
in, and bevacizumab in advanced biliary-tract cancers and correlation of changes in 18-fluoro-
deoxyglucose PET with clinical outcome : a phase 2 study. Lancet Oncol 11 ; 48-54, 2010

(EHEFLR], $AARIE—RR, REBIKR)
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GEM&:S 1 % {ﬁjb"?

FiR : ,

UIBRABEEITIEE 2 AL, FFBTHEM 16,000 ADFEEFRERETH D, ZOERBEERIISBT

H%. INETHEES AL, FABESA, FFAEESA, EIENA, FLEEH AL EEYE

WREORL 2 BABORKE TH B I L uER, REBRLEOMBEL & & BRABROMAIC

SWBATEE Th, RO EHEBEBMTESL XM T A A 57248, 2000 ERICA DGR 4

55V%¢®&Lt%ﬁﬁ%ﬁﬁé RO A s Sz, AR CIRUIRRBEE TREE
BT SENNDOERREBRERS L, KIPOBRRE2HET 3.

g? A4 X

130

2009 7 2 U A BRIKIEE %% (ASCO) 2T, HEEF 2V 4 ¥ VA REBREYL L BB
FITRROBERAREE SN, BBy LYZE VLY AT 5F Y ORARAEE ICEGERO
HRZRL. ZORR, EAEESADEERRIIERY £V 2 Y+ 275 F VAR
BTHHEDIAV Y AREF LNz DHBETIE 201045 ABREY X 75 F ¥ DEBES
DVEBENTHET, EEESENFA P54 v TREBS LV AE Y 53037 vy 32
YREHITH B S-1 OBFABEMNTH I I TS,

IETF R

1] Okusaka T, et al (Cancer Chemother Pharmacol. 2006: 57: 647-53)?

BHEY: T - BRIEESAICS T 2ER Y 42 & ¥ VBB DOEERE % BT,

MR HERICHIT 2T - BREESASRE 40 4.

FHik: By — 408 I HRE. ﬁ@fAvaeyiﬂ(wmmyw)%‘l@SLﬁ
kS, 1BMARE4E1 -2 LT, BELL3ETEYEL, PUEEL
RLEEER, EHFHMC, @B RE

R BHEIE 175%, 2EFHM (0S) B 7.6 » H, EEELFER (PFS)
FRIE2.6 #ADHETH 72, ThE THEXATECHVGATE - UFT,
FEINEY VR E L IRBIFRBERESE N, ToEEER TN
Toh, EELFEEERIADLr 7.

2] Furuse J, et al (Cancer Chemother Pharmacol. 2008; 62: 849-55)2
HEY: &7 - BREESAICH T2 S-1 BHI OB+ R,
X HELT - FREESARERE 404,

_69_
0 K- - Foria [BCoPY] 498-02246



HiE: B7—20%HE M HERERK. S-1 (B0mg/m?) % 48RS 2 BERETHEL,
NEEIRPEESESR, AFHAC, BEEHM 2R

R ZBENIE 35%, OSHREIL H A EEEHAMPREIZI7T VATH-7-. E
BEERZIIEHENECEN CTH D, BEENED 5.

3| Sasaki T, et al (Cancer Chemother Pharmacol. 2010; 65: 1101-7)?

BE): T - BREBESAICHT2EBRS L2V 2V E S-1 OFABREDORERESY
FRET.

MR T - BREESARERESE 35 4.

FHik: 7 — 205 I HRAR BBV 42y (1000mg/m?) % dayl & X U715,
S-1% dayl~14 £ THEL, 3EBE 13- L LBEL L3 T THRYIET.

ER: ZEE 34%, OSFFRME 11.6 7 A, HEEHMPREEZSIIATH - 7-.
FLEEERERIIEHIFICRERRNIRTH 2 ¥ EELFEEREIRAD T, BEME
Lo Yo% (W

4] Valle J, etal (N Engl J Med. 2010; 362: 1273-81)%

BEY: T - BRIEBESAICHT2IEB S AV 2 CVEEL BRSLAV AV EV R
75 F v OB DRREGE & .

WHR: KETOREST - FRAEENSA 410 4.

Bk EAESGE DIARE ER7 LY 2 VB (1000mg/m2) %381 [E 358/
s, 1 EBRELE1 -2 T28L, BBy L4242 (1000mg/m?)
BIUOY2F775 Y (25mg/m?) #E1[E2:EHRE, 1BKEIEHLII—X
ETHEICHY, WEDH B VITIRERKE6 7 AIET S X THRET 3.

BR: EByLAY YV E, BRI ALAVEEV+Y AT I F Y ORRBREDREGIHEZ
4, OSHhifE, PFSHREIZZN T 71.9% vs 81.4% , 8.1 4 A vs 11.7 7
H, 5078 vs 8.0 7 A TOThHABETHRBICER WS FAEES
B3, BEFOHFPEREDEETH o720, BBRIyFLV A VEEICIER LY
BEV+V AT TFVOHARTRELEZZRD L 5Tz,

5| Furuse J, et al (J Clin Oncol. 2009; 27: abstr 4579) 9

BEY: T - BREESAICKT2IERS LV A VHEAE BBy LV AV EV R
77 F v Of FEREDIBRAGE = B

MR HARICH T T - BREERA 84 4.

Tk EAERBIEINERRTH 5. HE5HEITIABC-02 AR EFEKTH 2 3 EEP I
EEIIEED 5 VIEIBRFAKB 1 FISETHIETTHS.

BR: ERrLV VL, BRI AVAEV+Y XTS5 F Y ORAREDESZIE,
REEIEEES, OS FR{E, PFS HHRfE, THhZh 11.9% vs 19.5%, 50.0% vs
68.3%, 7.7 #Avs 112 7 A, 37 A vs 5.8 P ATH 7. FTEEEERIIE

(GEOPY) 498-02246 =70~ B. BE@E»A 131



BEMIEITH 0, PEEEREREL B MER A & - 72 B REMELED 5 7s,

6] Suzuki E, et al (J Clin Oncol. 2009; 27: abstr 4145)6

BRY: ET - BRIEESAICKTIIEBY L2 2 €0 2 EURBEICTYE & & - 725EF
IZXEL S-1 DIREREGHE % R ET.

WR: HRICET BT 434 ¥ VNEET - BREERA 40 £&.

Bk B7 - LAF AR S-1 (80mg/m?) % 4 BHS52BRETREL, BEY
%B3ETHRET S, HEEDRSLESESR, SHFHEES, BREEATFHM4 &
&t

TR BEE 75%, OSHIE 73 7 H, PFS FRMEIZ 25 W ATH o7, FLEHE
HRLBHNESREERETH ), BARSRED 51,

@ R s AEEFREOMES L RR T e

TEFvad], 2], 3L eKIPICHITIET — 20 IHERRTH D, Bk I
LWHEEBTAMNERS S, BlIZDOVWTHIERS LY Y VIIHT 5 ZRiGEE LTIRY
DTDORETHIVBECKET—LDRBTHY, TOBRIIETETHLENS B,
ATV TRARELZE MIAERBRTH D, ZORERICLDYRARE - ETEESADE
WERBPHEL S22 DEEZONS. 5T DV TRAITEEE TIT b= 11 HHRE
RIS, BEES LA AV AT SF UHNERT LAY 2 VEAIL RBIF S EEREET
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A case report: an intrahepatic cholangiocellular carcinoma presenting
high density in the early phase of enhanced CT

Satoshi Kobayashi*', Makoto Ueno™', Ryo Kameda™', Kaoru Miyakawa*' Chikako
Hasegawa™, Yoichi Kameda*? and Shinichi Ohkawa™'

*'Division of Hepatobiliary and Pancreatic Medical Oncology, **Division of Pathology,
Kanagawa Cancer Center, Yokohama, Japan

Summary : A 55-year-old Japanese woman was followed up after surgery for breast
cancer (histopathologically : ductal carcinoma in-situ, and immunologically : estrogen
receptor (ER) negative) by adjuvant chemo-radiation therapy. Three years postoperatively,
the laboratory tests showed elevated serum CEA. As we suspected recurrence of breast
cancer, we performed CT scanning and a liver mass in S4 was detected. Ultrasonography
revealed iso-echoic mass, surrounded by high echoic capsule. Dynamic enhanced CT
demonstrated high density lesion with low density area at the center of the tumor in
the early phase and low density in the delayed phase. MRI showed low intensity on T1-
weighted imaging, high intensity on T2-weighted imaging, and high signal intensity on
diffusion-weighted imaging. SPIO uptake was negative. Angiography showed tumor stain.
PET-CT revealed no significant accumulation of FDG. Under the preoperative diagnosis
as hepatocellular carcinoma(HCC) or combined hepatocellular and cholangiocellular
carcinoma, she underwent partial lobectomy of S4. The histopathological findings were
papillary and tubular adenocarcinoma with fibrosis only at the center of the tumor.
Immunohistochemical staining for CK-7, CK-20, and progesterone receptors was negative,
while that for CK-19, CEA and ER was positive. We finally considered this liver tumor as
intrahepatic cholangiocellular carcinoma.

Key words : intrahepatic cholangiocarcinoma, high density, tumor stain
(Liver Cancer 16(1) : 37-43, 2010)
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IR 2R L7ze PINRICIZEA & 9 B 2 820
Bholzs

PET-CT(Fig. 5) : IF[E# & &%, FDG DA &
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B TIRNEG R IO 5N ah o 72,

Bd L EomAERGRE» S, WS E LT
HCC %R & #IT#E (combined hepatocellular car-
cinoma and cholangiocellular carcinoma : com-
bined HCC/CCC). #MNHE LA (cholangiolocel-
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Table 1 Laboratory data on admission

Hematology
WBC 5,800/l
RBC  402x10'/ul
Hb 12.7 g/dl
Hct 39.2%
Plt 20.1%10"/ul
Coagulation
PT 92%
APTT 27.5 sec.
Fib 337 mg/d!
ICGRis 10.3%
Chemistry
TP 8.0 g/d!
Alb 4.5 g/dl
T-Bil 0.5 mg/d!
BUN 15.5 mg/dl
Cr 0.75 mg/d!
AST 201U/

ALT 161U/
LDH 186 1U/1
ALP 17510/1
y-GT  161U/I
Ch-E 122 1U/1
Amy 641U/
Glu 94 mg/dl

Na 141 mEq/!
K 4.1 mEq/!
cl 102 mEq/!

CRP 0.04 mg/d!/

HBs-Ag (-)
HBc-Ab (-)
HCV-Ab (-)

AFP 14.6 ng/ml
PIVKA-II 12 mAU/m/
CEA 29.6 ng/ml
CA19-9 45.7U/ml

Fig.1 Ultrasonogram showing an iso-echoic mass
surrounded by high echoic capsule in S4.

lular carcinoma : CoCC).

7zs CT angiography {2
ZHHDL & TP Wl[lﬁ&?@}ﬁl E7e ), BF S4 &
SO BR T & FE AT = 7z,
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Fig. 2
: center is low density.

a :Enhanced CT scan in the early phase shows high density of the lesion, but the lesion

b :In the delayed phase. the lesion is low density, and the mass is 35 X 30 mm in diameter.

Fig. 3

MRI revealed low intensity on TIWI(a), high intensity on T2WI(b),

high intensity on diffusion WI(c). and SPIO uptake was negative (d).
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Fig.4 ab. c: Angiography revealed the tumor enhancement (arrowheads).
but the feeding artery was not identified.
d: Portography showed no abnormal finding.

Fig. 6 The cut surface of the resected specimen is

grossly reddish, partially whitish at the center
of the tumor.

Capsule is seen around the tumor.

Fig. 5 PET-CT revealed no significant
accumulation of FDG.
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The microscopic findings are tubular(a)and papillary adenocarcinoma (b)without interstitial fibrosis.
Immunohistochemical stainings for CK-7(c). CK-20(d)and progesterone receptors (e) are negative,

while that for CK-19(f). CEA(g) and estrogen receptors (h) are positive.
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Fig. 8 Recurrence of the tumors emerged and limited to S4.
They are enhanced just like the previous liver tumor(a, b : images
in the early phase, ¢, d : images in the delayed phase).
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