g2 FHAEES

%?n\:tggr:

Grade 0 | 3 (11%) 2 (7%)

Grade 1 111 (41%) | 12 (43%)
Grade 2 (11 (41%) | 8 (21%)

Grade 3 2 (7%) 8 (29%)
Grade3 | 2 (7%) | 8 (29%) | 0.04

75%, 95%, FOLFOX #T 48%, 100% L MM TE
RS o7z,

FAMEEEICELTEE 2 KRT LI, OPTL
MOX BT Grade 28 EIAIC S D, Grade 3 DFEIA
El: OPTIMOX B CHEIVEETH -7z, I—AT L
T Grade 2 L ED R BEEEDRBEREL A TR S
&, 10 I —ARTHED O WEHEIZEZ #9D, OPTIMOX
BECIRERICELN TV (B 3). R ELst
OEEZSIZH L CREERMICELRD -7z, L
ZPEOR EEBICE LT, PD USOEBRE LT
EREMEEES FOLFOX B2 1 Bl /.

Doz &hn, HEBNTIEH 5%, modified
OPTIMOX 3% 13 FOLFOX #E & Il L ¢, fEidEa:
FHE, EHREFRETHY, roRBMEEE LK
BIZPA B EBTETH - 7.

Modified OPTIMOX X & EEREE

WEDg4E, Job ZLTHERE 15m® HE 50kg
THETHE, HELIYAD 1 HPAOEHEIZF 412
FF &S24 ), mFOLFOX6 A% 352,150 M, sLV5FU2

A% 69,974 M, mFOLFOX6+ /3 ¥ A= 77° 651,904 M,

SLYSFU2 + N3y v 747 369,728 ML %2 5. Rilo
FREREBO P HRE COMITIC L 2 S AT E
SEEHEE 2 hATHEET AL, ARV AT THE
Az Ab 5T modified OPTIMOX ###: & FOLFOX
FETREMNEI 170 FHOERZRD, "NV X<T
#F F§ FOLFOX SR TIZER 780 THDIEAE L 72 -
7z,

—7%, HCA#EFHICEL T, RRICHERR 15
m?, K& 50kg T, 70 Bk, SHAERERWELFH
L, BERHZEI2WEHTHENMEL 2 7H &
LCHRET S &, ~NY X< 7P % L Tid modified
OPTIMOX ##: TH M 14 J7FEREEIZ % 525,
R 7HH TR B ERRETESTRICER SN S 7

WL o7 (H5).

VAR

42 Bt #6664

B15

¥ FOLFOX
& OPTIMOX

(%)
100
90
80
70
60+
50
40
30
20
10

O A st

0
1 357 91113151719212325
-2

E3 Grade 2 DLEOFEBEES

ERZEEMZMA 51213
EDE D XKD B H

HAROEREREIZELHNL, JERIMELLE
FRICHEIML TWw 5725, HBICEABROERERRIZED
DEEIREREERCLERZRCTREY, EHEEZHZ
AIENEETHLEVODNTWS, 4, HATIE
KGRI AHTIZER 4 AAUEL 2o T B2
W, KHABREFIE L 2 2905, SEFIIH LT FOLFOX
BEEBITL T2 /ELT, 2% modified
OPTIMOX #EIZH ) B 2 7256 035 213 EH 680
BRI &R0, RLUTMNSRETIEZ

—J7, b %ﬁkié@%%%ﬂﬁﬂﬁﬁﬁkbf
A7) == BWENEDREND B, A7
Uw*yfﬁﬁﬂ(ﬁﬁmﬁﬁ S R %7v/u~
h— % )V colon fiber (CF), i MifE +S REE 7
A=) 12, A2 ) == v TR E{LEEEDRE

Wl T 58, F—F NV CF 220 TIEA
7)) —=v FEBEBPPDTESLD, EELTIZER
@m%&%ﬁﬁ¢ki%ﬁ%%%ﬁ% TEIETESE

BlihoTnh,
KR T 2 B bR E0 B AHRICHL
k%ﬁ g B HT R LA £§%ﬁw&£¢é
, BRMBEEL 2VWERETIRHEE IR TWAY,
1995~2005 I EATH RIS L B s iz 66 REL
EDGER 4,665 PlEMBICTFER L AEERRICHALT

ST U8R, SEREETEIRGT S PARES
N7zds, HEERMIZ3H 7,100 FABEMLTWe (&

HIEE 1EH70 677 6200 FILoBEMICHY).
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JEEEM R B SEIT 2LBRIED, BEHHRE T
HIHREETH o 7280 - WIS LT LYY ¥ b2 L7z 1ER

wR e
EWw

B B
K

FHEHE
A Bl &

INFE—EE BH Jak

[ Jbn [ Cancer Chemother 38(5): 861-864, May, 2011)

Aprepitant Successful for Controlling Nausea and Vomiting in a Case Having Difficulty with Control Treatment in a
Standard Antienemic Therapy Involving Chemotherapy for Gallbladder Cancer Postoperative Recurrence:
Youichirou Kawashita, Mitsuo Shimada, Tohru Utsunomiya, Satoru Imura, Yuji Morine, Tetsuya lkemoto, Hiroki Mori and Jun
Hanaoka (Dept. of Surgery, University of Tokushima Graduate School)

Summary
This case was a 62-year-old female. She underwent radical surgery for advanced gallbladder cancer 2 years ago after

preoperative chemotherapy consisting of GEM/5-FU and CDDP (GFP). Two years after surgical treatment, multiple lung
metastases and lymph node metastases appeared, and therefore, GFP chemotherapy was introduced. Rapid emesis occurred
at two-cycle medication the first day, and was continued for several days. It was difficult to control the emesis by standard
antienemic therapy. We therefore used aprepitant, a new medicine for antiemetic therapy. It had an excellent effect, and
chemotherapy for this patient is still being continued. Key words: Aprepitant, NK-1 antagonist, CINV (Received Jul. 26,

2010/Accepted Oct. 20, 2010)

BEE EWNE 627, k. 60 mEF, HABIKY ¥/ ERRREEOEFTIEIEE 10 LATHT LS (GEM/5-FU/CDDP: GFP
W) BT LRIDERTFRZ T L. Wik 2E, SRMER, ) v/ B2 5 bsRk (GFP IR %iifrL
Joo 24 2 NEEERIE &0 BH EEEET B A - AR bz, S-HTR AR & A L U 7B Rl 2k ¢l il
HEEETH o 72720, FHEANTHLET 7V ESY b2 EH L &E5% HIHARIGBIFE 20, BUE b ILaRIE S dk
THETdH Do

FU/CDDP (GFP) #iEHiC CINV 2538 51, 5-HT;

LU ®Ic

BB EA OGS Bl - B (chemothera-
py-induced nausea and vomiting: CINV) [X{HE B35
FoTkERFERLRY, BEO quality oflife (QOL)
D& b FALERIEOE Y MBIl b EEE S 2 B 7
%, FOFEIED CTEETH A, CINV IZFENEIES
FloESERICT &SRS EMHE, ZOoBBEB
B s BRI E S5, 5~hydroxytriptamine-3
(5-HT;) ZEGEPEL EOPEFHEICL BIEERBEN
MEN5bLOD, FIZEBZENO CINVIZHT 23R+
ATE BN EDBE .

4, bhbidHEBRMHERICETT 5 GEM/5-

ZHREETE AFof FEOEEARS cCRAMTE
9, FREH neurokinin- 1 (NK-1) ZEERHET 7
VES Y PR EFLZ 1FAEREE L0 THET 5,

I.E @

BE 62w, ik

BIERE fFaidma L.

IRAREE: 2008 £ 4 B LA, #ATIREN % 880, ek
e [(GEM 1,000 mg/m®X1 day/5-FU 250 mg/m?
x5 days/CDDP 3 mg/m’®X5 days) X4-week: GFP #
) &R, BERARERD o5 B 20 H, I
S4aS5 LIk, FFOMEE IR, BB, TR

TR KFEEER - SR

EIRSE: T 770-8503 FEBTHERAN 3-18-15 ERBAFEEZRY - Spke

T EE—RE
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TBAVSEGE

5 1009 PP s Vo | | BHmEE ]w\“é'r”z%ﬂm_m
£ 1400 = ) |GFPmemm L35 _ 3
| 2008/6/20 _
= 1,200—?‘% BES R Yo € )
Y 1000 1% ¥ (2008771 ~ o5 ®
z Mg BB LSRR LT OFP Bk BIlES S
< go0- 2 HA I CEPIIE RO HBEE op £ @
> ! 2009/8/10 ~ L <t
O 800 GS BEIC K DI S ERE S -15 OO
L 400+ ' 10 |
200 - 5
O T T T T O
4/9 6/9 8/910/912/9 2/9 4/9 6/9 8/9 10/912/92/9 4/9 (B/H)
2008 2009 2010 (%)
® 1 EREAR

EF OB OS5 EOLEELEZITH) £TOR

Bz AL B~ —A—®

HEEZFNMY 77 TRL, 797 EICNAC, U360, MRl LeRE, g
BEOY »AEERIOET B FRELR DA R PREKERS U FERL

BBSTEROY [FILEIVH
NREOARG I
%Jj WKE/ ER73-ENY

grade

PIVES b FIVEIU
NIAF I NIAG T
E¥I5 b EBISZehoy

Yl

194500 2919

12 346671234567 1234667123456 7 (day
3T

4YAT)L

Japan Clinical Oncology Grou

JCOG) toxicity scale version 2.0
grade O: fEREKL, grade 1: BXS512, grade 2: BOEROERLE S
grade 3. FEACRBROBNTCTETHIRAHIREZT D

2 EL

AE o biEsgE (GFP L) OB FBE LD - Wiz L T
425 )y —7 (Japan Clinical Oncology Group: JCOG)

- MR OB EOHER L & O SR G R oW E

. REARORRPE & 1 KR EEAT
@ toxicity scale @ grade *HWTARL, il

Wi grade DR EITNG T 7 710 Lz, EMEHBISONEEZ 77 7 LEICHE L L ORLZ.

15 & BRI BRART & 31T L 7o WL (GFP #%)
wBIE L E B & o E L7z, 20004E8 A
10 B X W AERTEICEREHD, GEM/S-1 (GS) #ik
R L7z. L LESMEE, REMRY /38, 88
B Y NE, SR CSEIIER R 20, 2010
F£6A30H, GFPEERABMWICEHN~NBARE Lo
(K1)

ABRBBEBRGFP#EH 1344 7V dayl IZ CINV
(grade 3: JCOG toxicity scale) A HIZRL 7z, HlRbEEI
ERAEB7 70y lmgBEZIT- Tz
CINV i3 iBHl 5%, %6 Ml & 54 LS H M
L7zo 5-HTZRMGHIE ERIELIOY) 260

WKAFEA R (XY XAFVr) ORREEML, —RKY
[ CINV IZ grade | ~NEF L72bOD, 24 4 7 ) day
TICHE grade3 FCTWEL-. 204 7 b day 2 208
oL bor277LESY Y FORRANEH L, #
D% CINV i grade 0~1 FCotsE L, B F ClLF%
LT 52 LA TETWE (H2),

s =B

CINV (BB AT AN S Al o ol 8L
LoTHAEL, BREUTOIERBEEZLLATYWS
(B 3),
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/mcmé FBEE) Je——{ 2|

%‘;ﬁ,}% ‘{ﬁ Bl E RS
C

hemoreceptor trigger zone 4{ HICEE:/§%%§ﬁ$ﬁ§%i§§[
(L2REH5 %/ CT2)
: T 5-HTs SEEBAE |
fags
Vomiting center
(BiRE) [
5-HT3 NK-
i
IESROMEERE
5-HT3z NK-I

5-HT SP TEHE
HE

Entero-chromffin cell

(EC i BoOLBRNER)

5-HT: OMZ

SP: 5 JRSVAP

B3 JEANC & AEL - RS
BUEANC X AL - EHORERTF ERALL TR L,

(T chemoreceptor trigger zone (CTZ) % BRI T 4B FEBEORBEICH S CTZICEF
NIV D, ZEEELD PV S-ATRERNGH L TH Y, MhoiERAofEz EHST 5,
HE M AR (vomiting center) [ZEEZ SN THEIEEEIZEZ 3,

@ EM HLE) 200K BUEANC X b ELEHIESH T 5 entero-chromaffin cell (EC #ifi)
PR ER, ET b VAL SRS LITLY, HILEO S-HT2E5EE 4 L CROMEDRE
MR R TIEEFELZ IS, 50k CTZ 2R CEN LML, B 25 &84, F
P T A AP (SP) A%, EMEROGEICH B NK-1 2HEICHEA L, RIEEHHT 5,

3 KB 2 5 Rl COBMEDR): RS EIZEERHEo 2 Po—VISEESELTBY, LB
TR AR ZEA I BET 5,

(k2 X H B HEE)

NK-1 BEHRERE )
7IVET VK

1 PRI X ABEED) A2 B5E
American Society of Clinical Oncology (ASCO) #14 FF 1 > 2006 # B ZHEH 2 Mt ) A 7 Bl BBk
LTRLZ

VAT TF FEFFYTTF AU L )% NRNY X2 T
ArzolLyIve Yy rzlg/m®  FEsFen VAT e
AMLT ISR UT ANKTTF IbFHbmy TANT 7V
TIZURATTIF AFAT73IF I X¥FH ~ruuFtFITFE vt
=1,500 mg/m® yyuRAT77FIFN bRV TN
ANERF T <1,500 mg/m* NRABMLFEN? yvEYTT
FHNISV v NE R A AMPLFEL—D Yo 7o ATy
FoFIwL L ¥y e A B N S VoY AFy
IELET v FhYIE Y E/Lner
L FNEY ¥ 5 ¥ r=<1,000 mg/m?
AN IFHh TNFaTIT YN
KNVF3I7
byFiwTs*
FSRAVA<T

BN RERR
Kris MG, et al; American Society of Clinical Oncology guideline for antiemetics in oncology: Update 2006.
J Clin Oncol 24(18): 2932-2947, 2006, HAFER
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1. Chemoreceptor trigger zone (CT7) ZEERH
T HEE

BAREICH A CTZ M FEREE BRI L,
K783 ¥ Dy ZAMRE SSHTZE AP GH L, FRElo
M#HEZEHEZT 5,

2. R GHELE) »OOER

PUEANC X 0 ELE R 5§ % entero—chromal-
fin (BC) fifgd bt b=y FEEShHLED 5-
HT: 2B E %24 LIELFRE2HE, #2503 CTZ 28
TEHAR AR LELZF &R T FmA0ME
EEWMEL LTHONET 7R 5 v AP kMR
LI H D NK-1 SBERICHE LIEL 235587 5,

3. KBEEEL»SOHE (DENER)

ABEEIEEEFREO T > b a— VIZEE LOHEE
HAMEE TR BT 5,

F7: CINV BB Al OB ECHSRIC L » TH A
BEFRRELD (B, BEY A7 OHMEANC L5 CINV
W LT, FFEF A9V H5-HT R EERE I+ NK-1
SHMRETED 3 FFHREORENE L FRVEAURE S
N ASCO 74 F5 4 ¥ 2006 2 HIrk @ EEH 7 4
NS4 v (DA HESES, 20104F) THHEESATY
5o

SRbIDONAEER L 2EF TR, SEJAZDYA
TSF VI EEG AT V2=V Tho TR, B
P, WO CINVEL, A7 F+5-HT, %%

B LR

EEPEE+T7 7Ly v MO X B 3HIBERRILEE Y
DA BT L TMEEEE I CINY ZHIBTE 72

CINV % 77105 2 284 NK-1 A
TAVESZ Y bAbAFETYH 2009F 12 AicEdsh
Joo TTVED ¥ MIEMHRORL S TREEEII N
LTOFMLREHATH Y, SBROBRGENFHFES

5o

X ®|

1) EREW, JIEM—E, ZEEL - i A EERICB
SRR OEEN BA - EE & FOE. E L L7R
# 33(1):19-23, 2006.

2) WM BE, MO B - MR, BERORIR. M & (kSR
ik 30(6): 760-764, 2003.

3) Curran MP and Robinson DM: Aprepitant: a review of
its use in the prevention of nausea and vomiting. Drugs
69(13): 1853-1878, 2009.

4) Jordan K, Kinitz I, Voigt W, ef al: Safety and efficacy of a
triple antiemetic combination with the NK-1 antagonist
aprepitant in highly and moderately emetogenic multi-
ple~day chemotherapy. Fur J Cancer 45(7):1184-1187,
2009.

5) Oechsle K, Miiller MR, Hartmann JT, ¢f «l: Aprepitant as
salvage therapy in patients with chemotherapy-induced
naused and emesis refractory to prophylaxis with 5-HT;
antagonists and dexamethasone. Onkologie 29(12):
557-561, 2006.

6) Warr DG, Grunberg SM, Gralla R], et al: The oral NK,
antagonist aprepitant for the prevention of acute and de-
layed chemotherapy-induced nausea and vomiting:
Pooled data from 2 randomised, double-blind, placebo
controlled trials. Eur J Cancer 41(9):1278-1283, 2005.
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#5855« (buatik, Gemcitabine, Cisplatin, 53-FU, BHBE

Fiy@ﬁ”i@AB@%”“\z;
2006412 A B THCE U 22 IEETER S
Bt 16,855 A THILCRBEMDIEH L 2h T
R %@%%%wﬁw@ﬂ%%%@%ﬂ
UrTHhdZLidnr 2 TEAany, Hl
%ﬁ%ﬁx@%ﬁzz%uf UIBE AT )
BHAZHE702%, NH%768.8% T, & 5ITRA
I S HF ARSI i 68.7 %, JHEIET
1687 % & BN VWEIFE K-> T 3,
Z 07U O SR T S MBS
33.1%, HBEF4LE6%IZEEZD, URHIC
B A PHRIMBOERELLERLTART
H 5.

—7f, HFNIEE @IS E D Jo R4y LIS
Wigs LTilbh g, FoEPeifsie
TETEMESIIATAHIEE, 3R LERRIZ S 5
ALN TS, 518N A E I FEYE % B b

AR (2004~ 20065) V12 3B THFHEE %
DA LT RN S 0 4.4 % T LRI
eI L, FOUERERIZ671%, B
BUIBRES9.1% Th 3 & DOYEEFID 5E4E
{TE1331.3% & iR IR < BIEE Oz & A
AB.

ZD &2z, SPHEROEERZELOSH
IZBWTE A, BRI T A AR
S A1, URBHERELEETHL I L
@5&@?@%@@@“4?Eaé§wé#

H 57, JEURIEREIC N T 5 MR E
%,ﬁ@ﬁ%%&m%%%ﬂ*ﬂfw@mm
HERTH 3., bhrbhiZ IO LS L HEE
BogulE@Eica L, Rais» o B
Gemcitabine (GEM), Cisplatin (CDDP),
5-Fluorouracil (5-FU) 12 & 2 3 /4§ (b 0%
HE(GFPRE) #8 AL, ZOHEHBEIZ2 N
THRELTE LY, BETdzoa w7}
% JEUIEREE R 1< %t 9 5 Palliative therapy &

Yzzjz MORINE ¢t al . Gemcitabine combined with 5-Fluor ouracﬂ and c1splatm (GF P) for unresectable biliary

carcinoma

PR RN LR - AR T 770-8503 18

HFE 62 (6)

LTEE T AT 3-18-15]

D 1153~1161, 2011 1153
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GEM+FP (GFP) W Yamashita ¥V 33.3 18.8 57 5
GEM+FP (GFP) Our data 32.3 9.7 3.3

<, H#HD ]
R & &5, HEROIE
MRl b E < e %ilﬁxijgk’i ST REC
2 1y T IE BCAT (Bile Duct Cancer Adjuvant
TriaD ¢ TITREGIEBERAEXR T L TR D, £
OREBHETE 2% 28, @ﬂ%ﬁ@%ﬁ L4t
OREFNZ 30T, FRIoMor PRMER
42@%&@%%%%%&5L”%%%&
GFP/ ?ffif’?”“f A 3‘“ HZEELTWHAS,
YRHI B

T
MUAKE, BTN - ) VR,
FREE R SR T 5, Zh 6 ORERC

ﬂ&%ﬁ%@f@m&f&{@Aﬂ@%?
A4 (O b £ 481 /n L7z, GFP
Afﬁﬁﬁﬁﬁm%ﬁﬁ@w%@@ HIEC
EFHBEOEE#ZD TS, SHENN L
FHAMEIz & O, MREBEREE L TOHM
MR E S,

ﬁ%%uﬁi%mﬁﬁﬁﬁﬁ%

AR CIELFIC BT 2 I TR ERIC J”
TAHGFPEEODRICIDBTREL 72, L

BT IRV ERE T A (LR ki 5FU
1160 iRl 627456

B LRGSR S /Y
A, PRELEFREOMETIZEES I 5 7.
BT TIZGEM S 4 & o HiEmAl &
%Mﬁﬂﬂfiﬁﬁﬁﬁ,m ARl 7 TR
WEHNFRE I TS, FRIZHEBRRD Key
Drugk & 2 645 5 GEM, $1, CDDPIZ k&
BUFHBEOREMA E3I2E L0 24
Ak &2 U T GEM+SL, GEM+CDDP %L £
WE R &, FOEDRITI05~344% T
VA4 % 19.0 ~£06&$%éﬁ?u%.
~fi, Yamashita © O @5 U 7= GFPHEIL £
HHE333% L MMOUFHBEL S TH A28
Bbh o, 1HEEFHEYE75% ke Bifk
WA O3, O AKOEKIESFHTE
DFBIEATH D, JEYIREEE 21 Fh3
O RRTE & sl 2 LIRBUIRAEA LT
@%,hﬂhﬁ@&0~fﬁﬁwféwﬁ%
oF Ik §;{@€’SH}E¥‘}“C,{E‘§; LERT,
fﬁ%";}?é.%f&fﬁ HJgET, DIz B E E A
@%%&ﬁcfmé;: bEERETSH L,
&?f@éﬁ@@?“ﬁﬁ?ﬁﬁﬁifa
. GFPHREHMTORBIZIZEALH D,
if”?ﬂ UIBABATZ 52504 I10H%E
W, 256k Eiﬁ”? AN UEENT
HiLEbhl SHBITIEREEE SR
B é’ﬁi»»r%%?ﬁ@%5’?-5%‘%;1}?%@%@&}@35*? 5 A

7o 20116 11

Presented by Medical*Online

— 253 —



IYTIIDWTE BT T a0 8h 5 A L ilH

K=z =ls}tn

LRI BT AR BRI RIS xf ; 5 GFP
ORI ONTHRE L. GFPsEEEC
& 43 THRALOTEENHT S EELN S

. BREVEFAUIRRER 2 85T 5701201

@«%égé{f;j,& RIS A AT MBS 5. &
%,’égiﬂfx SRR ,{iﬁi;}jﬁ’g’%){.ﬁ@ %5

UG B B AR, UIbEEN:
T 5 N AL OESLR, 4 s%‘%?’;ﬁ:@ﬁf

o
o

10)

Chemotherapy improves survival and quality
of life in advanced pancreatic and biliary
cancer. Ann Oncol 7 : 593-800, 1995

) Pait YZ, Jones DV Jr, Hoque A et al : Phase [ trial

of intravenous fluorouracil and subcutaneous
interferon alfa-2b for biliary tract cancer. J Clin
Oncol 14: 23112315, 1996

) Raderer M, Hejna MH, Valencak JB et al * Two

consecutive Phase [T study of 5fluorouracil / leu-
covorin / mitomycin C and of gemchabine in
patients with advanced biliary cancer. Oncology
561 177-180, 1999

Gkusaka T, Ishii H, Funakoshi A et al : Phase II
study of single-agent gemcitabine in patients with
advanced biliary tract cancer. Cancer Chemother
Pharmacol 57 ; 847653, 2008

B Y OBES 2y 7L T SFHE KB 11) Furuse J, Okusaka T Boku N etal @ $1
» . monotherapy as firstdine treatment in patients
LEONS. with advanced biliary tract cancer: 2 multicenter
phase II study. Cancer Chemother Pharmacol 62

XM : 849-855, 2008

1) MRS S 4 F 5 4 e Ea S - & 12) Sasaki T, Isayama H, Nakai Y et al - Multicenter,
BEGBGEA 1 F 54 Y I e 5 phase I study of gemcitabine and S-1 combination
Wikl W 2007 chemotherapy in palients with advanced biliary

2) Miyakawa S, Ishihara S, Horiguchi A ot al : 'tra.{:i cancer. Cancer Chemother Pharmacol 65 -
Biliary tract cancer treatment: 5,584 results from MMTMW’ 201'{) i )
the Biliary Tract Cancer Statistics Registry from 13 ?{an.as M’ Yoshimura K, Tsumura T et ‘ﬂ : A mul\ﬁ—
1998 to 2004 in Japan. ] Hepatobiliary Pancreat nstitution phase II study of gemcitabine/5-1
Surg 16 17, 2009 combination chemotherapy for patients with

3) UGS e HERR S, #18m 2 advanced biliary tract cancer. Cancer Chemother
VLSRR M (2004~2005) Pharmacol. 2010 Sep 2. [Epub ahead of print]

4) Morine Y, Shimada M, Ikegami T et al 14) Valle JW, Wasan H, Johnson P et al : Gemcitabine
Usefulness of gemcitabine combined  with alone or in combination with cisplai:?n in patients
S-fluorouracil and cisplatin (GFP) in patients with 3d\f€iilci‘3fi or metastatic chclangwcarei.nemas
for unresectable biliary carcinoma. Hepato- or m:he.r biliary fract tumours: a multicentre
gastroenterology 56 : 307-312, 2000 randomised phase II study - The UK ABC-01

5) Yamashita Y, Taketomi A, Fukuzawa K et al - . StudyBr ] Cﬁnc;rf mi_: 621_,827’ 2‘%9_
Gemcitabine combined with 3-fluorouracil and 15) Okuse?ka .1’ Nakachi K, ) F ukumm'} A et a% :
cisplatin (GFP) in  patients with advanced (%emc;‘tab'me gfione (?r m. - combination with
biliary tree cancers: a pilot study. Anticancer Res Cisplatin fn patients with bihary_tract cancer 4
26 : 771-775, 2006 comparalive multicentre study in Japan. Br ]

6) Takada T, Amano H, Yasuda H et al : I posto- o Cancer ;1{}3:,[;69"474’ ?:010 .
perative  adjuvant chemotherapy useful for 16) Y;'z.mas‘h;ta Y" Ta%{etoma Aﬁ ftoh b et al : Phase I‘I
galibladder carcinoma? A phase I multicentler trial Oi, gem‘cxmﬁg ne e ombined with 5—1f-iuomt%rdcﬁ
prospective randomized controlled trigl i az-zd cisplatin (G.F’P) chemotherapy in gatzen?:s
patients  with resected  pancreaticobiliary with advanced biliary tree cancers. Jpn J Clin
carcinoma. Cancer 95 : 1685-1695, 2002 Oncol 40: 24-28, 2010

7) Glimelius B, Hoffrnan K, Sjoden PO el al :

HTHEHE  62%65 - 2011176 H 1161

Presented by Medical*Online

— 254 —



BROBER #9056 % - 115 20104 11 A Bl1(43)

P OB RO E 2D I E A A N EEEEEE]

W9 3 1B

U RGEFER (O T 2@ O FRTES
FFERIORH - RaVBRZEHEL T

=B T B A LN BN BEe & R
ok B e B K BN EE B 4 Ak H %
g R — A OB B0 REE EOe Um g

Aggressive Treatment Using FOLFOXILIL Plus Bevacizumab for Primarily Non-Resectable Colorectal Liver
Metastasis-Possibility of Cure Hepatic Resection: Utsunomiya T*, Shimada M*, Imura 5%, Morine Y+, [kemoto
T# Mori H*!, Hanaoka J*¥!, Iwahashi $*, Saito Y1, Asanoma M*! and Yamada S¥ {(*'Department of Surgery, The
University of Tokushima)

Objective: We evaluated the effects of our aggressive regimen consisting of FOLFOXILI plus bevacizumab (Bev) for
primarily non-resectable colorectal liver metastasis. We also examined the influence of Bev on liver injury due to ox-
aliplatin-based chemotherapy. Patients and Metheds: 1) Clinical study: Forty-nine patients with advanced coloractal
liver metastasis who received chemotherapy were included in this study. Clinicopathological factors, including patient’s
prognosis, were investigated. 2) Basic study: Rats were divided into the 2 groups; hepatectomy (Hx) alone and Hx+
Rev group. The rats were pretreated with Bev (5 mg/kg) 7 days before Hx. The following parameters were evaluated:
liver function tests (AST, ALT, T-Bil) and liver weight to body weight (Lw/Bw) ratio. Besults: 1) Among the 39
patients treated with oxaliplatin- or irinotecan-based chemotherapy since 2004, 12 patients could undergo Hx (rate of
conversion to resectable liver metastases: 31% ). Survival rate in these 12 patients, especially the 8 patients received
curative Hx, was better than that in those with chemotherapy alone. The rate of sinusoidal dilatation was reduced in the
patients received chemotherapy with Bev compared to the chemotherapy without Bev. Serum hyaluronic acid levels
tended to be decreased in the patienis treated with chemotherapy with Bev. 2) In the 90% Hx model, the resulis of liver
function tests were significantly improved and Lw/Bw ratio was significantly increased by Bev administration. Conelu-
sion: Our aggressive chemotherapy regimen provided the high rate of conversion to resectable liver metastases and good
patient’s prognosis. Furthermore, combined use of Bev may protect against hepatic injury in patients treated with ox-
aliplatin-based chemotherapy for colorectal liver metastasis.

Key words: FOLFOXILI, Advanced colorectal liver metastasis, Oxaliplatin-based chemotherapy, Conversion,
Sinusoidal dilatation
Jpn J Cancer Clin 56{11): 811~818, 2010
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B T F O BRI A O A KUYk
THEDBEETABBEFEBREANTE» TLlF
FRiL 0 AT 20 A 1] A w8 2 B TR AP 5 5
BNAHE I -7, STRICEVWIRIREEE
OHBRIFA~DOFBEICODVWTIEHENS X D12
7o. Bz, FOLFILI L ¥ & o Tlid vellow liver
E XiENABBFE S, FOLFOX Ly AT
i blue liver & KT 5 RLESFEE &L SNt
BABETES.

b ORRE T L LT X0 KBRS A
LT, ek S ilih b nEvERe e
HNEFEMICFTSRZER L, BRYELEHE
BLTWS., 7abbIRRAVERATETH S,
EodbEELRTERT 2 F 2, UrikEE
BORFYIERIC I8\ T S AR O CH YIER D JEIT
FHRELTVA. 46, UERAEOSEETAE
TR BIE GNCHR L, (U Rieg s i Uik O 13
Tk L CHERF~OBEII VTR L7z

o
15 HREFHE

15 {32 RmEZDEFVGROES

MEHT 1T 5 1994 F LI O KB ER T
158 ¢l OS5 LBMIRICURTETH > 7m0
T2HTHY, {LFEEEAZET LD 49 0ITh
- 7. AL ORI, 5-fluorouracil (5-FU)
vl & L7cfEk D b 10 fIl, 2004 4ELA
o FOLFOX # FOLFIRI #Zhuls & 3 5 Pk
S 3G TH -7z, O LALFEELSE
WL, FYUIBRAEE T 7cDE 12 TH - 7.
E I 8PN MEBE VIR ST En T, L
PR ITUIREE 12 §) 2 (L2280 AR 37 Bk
F U RGO B EUIRREE 60 MO T % UK
ISR & i L7z,

2 EBREOERTICS A 528

1) BPRAIHR

Bevacizumab DAL IEBIFHE O FEIC
DWTH T Y T SF AR L Ui bR
17 10 B % 5 ST FFBERE 7 & O s A & 7 BT
B2 WEad Us. QFE@EE - 59 F 70%
BLU90OBFVIET T IV E AT, bevacizu-

HEOWEIR  H156 & -

#H11%E 201011 A

mab (5 mg/kg) £r5DNFEE DB FEGE
WA, FER ) ICCEHE L.

ZJ‘% =

10 bR EEDERTIROES

Y, ALBIREBROFVBRELATARSL L,
1994 0 5 2003 0 5-FU L & LRk
DA EBRE 1T » 72 10 {OR TR UIBRATE & i
- TR LD R o 72—, 2004 LB D
FOLFOX < FOLFIRI Zho & L 7l b5
LAmfT - 7239 Ml kBTl 12 f CHYIRATGE
72, FHUEREE AT 319%(12/39) TéH - 7.
7t 3, O O Bevacizumab §f F§ FOLFOXILI
(FOLFIRI+ A Y1y 755 ) BikE ool
N2k A B A L. WUBRTEEL k- 7
12 Pl sz v o A Vo Paid, mFPOLFOX-
6 : 54 (2 #lit Bevacizumab #f/), Bevacizu-
mab $f F§ FOLFOXIRI : 5 #], IRIS : 1 4,
IFL: 1 fITah -7z,

WFUIBETRE & 7 = 7o 12 B L IFYIBR OFL AR T
Eihh o IEHYKR 27T OERETORE T
&, RN T Grade 08B £/ 3 CHFE
ICEMEETH - /o ibld, Fi 4 BEEEASK
=S, SUER L THBEEICE 52RO
7o (| D). AR EOBHRAE R, wEiL2 a—
AR TR T, ZTOHBIT 4 a— 2 T FICERRY
ICEE <R LU CT 2 X OEEBEICED
T, T I8 &Rl L i s CIF VIRl 21T 5
FEE L.

WD & 312, bR/ Ir T dE Il
FREEDUD LD L F %2 B 5 Bevacizumab §f
FOLFOXILI #ih%m T - T b5, EFIEHEEE
AT T 7 PIOERERE 7Y (H1a).
GV Y Ao 7 Fd 5 #id mFOLFOX6
THY, AAFRELGIFYBRTTRELE RS ET, 5
~27Ta—ACEE 1 a—A) B ELTWA.
2 NC Bevacizumab AR TR, 76 LD
Partial response (PR) &7z 7-#i8, S
BAETNT S, FHIERNAUSEH VIR D 6
UERE CTEi A< TH N, IHITIE <A 7 opEEeEE
LA EN TS, £, FUIERGTORER
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MDBER #4156 & -

=1 BESZEFOLE

.g}r *'75," s
& % ,im%% 3%%5%%;% s

E 6/6 12/15 NS

(60 i/ bl 1)

R (840 3/4 13/14 NS
SEEEH 3/4 22/5 NS
G INTE A

[5F . ; 7/5 10/17 NS
(5 WK LR

KEE 8/4 16/11 N5
fa cm ,si;;zm [Ny

Bdx Kz /3 14713 &S
(30 :%if;fi?fi;i ,E:}

H 54 4/8 8/19 NS
(H1/H2, 3)
Grade 58 5/7 2/25 P<0.01
(A/B, C)
FEEE 8/4 16/11 NS
(/)

wikE 1l 1/26 NS
(5B o
B< vacizumab {f F 4/8 12713 NS
(T lL/BD)

i%, Bevacizumab ffH#IC 4~8 B8 FH 8
6B, JEBHREIT 2~8 BB CEY © 19 4 FIED
T - 7z. —JF, Bevacizumab §fH FOLFOXI-
LIBEET -5 BT, {b5EEMS 5~26
a—2 (FHy:#6 a—A) THUBRTE:Z
- 7z WFEIERFIOWIEIIRNE, 4~8 Bk G -
68 THo7-. cased, case 9, casell Dk
B, F» 6 a—ATHUBRTE L Z-> Tw
BY, EHiTcase 10, case 12D X312, 2nd
line, 3rd line BV TLBEENICELV VA V&2 E
AT B L THYIEE O conversion 7878 & 7z
S 7EF LRSI (B 1b).

{EFREETFURADOENTHZATALS &,
312 Al & (B 2a) TIiE best supportive
care DADIFHRBFHAI L B LBERICRFTH A
HLDD, ﬂi—:ﬁ%ﬁ@&@ 7B EDHETH 3%
HUBIZIFIAS L AV AHRITEES2R D
Mo (P=O.14). Lo LIBBYIRGAETH
7280 (E2b) TlX3IFLEFEPLTONEBZL
TBVEARS VSO0 RFZTESHEGES
N, [REFIO GIENE i GISAE FIZ VLH 3 5 R C
Hovz (F2¢).

H1lH 2010% 11 ) 813047}

2R EOHERTICS 2202

1) ERRAE B

&2 Ak E Tl mFOLFOX6 O 141, Beva-
cizamab §f il FOLFOXILT o0 1§10 & 5 8 R i
# (Grade 1), IRIS @ 1 712 Grade 2 DIIE
BN/, AFTYTSsFUeELE Lk
BEEERT - 72 10 S0 TR B LRSI 3T
ML/ & 2A3MIERBEZRD O £
DWERTIL, bevacizumab #HEA LA 723
Elrk 2 4 (67%) WCHERIGELRED/ZOIE L,
GHLZTHTE L (4% KBEREBEZE
DEDATH-72 (B3). TDHDI XD
bevacizumab % §tfl 5 Z & T FOLFOX ##k/k
LI K ABEIRER BT 5 £ B2 5N, [k
Z B AW C bevacizumab O GFFEE & JEHEH
BCl#waT-72 & 2 A, alanine aminotran-
sferase (ALT) (P=0.45), 7o -~ ik
(P=0.21), /hi# (P=084), 7L T3 V#E
(P=0.59) 7‘?5’(“3:?@‘435??‘? CHBEE RO
- 7o, BT E VERT 38 Tl bevacizumab
ﬁm%fiﬁﬁﬁm(wngmLHP)sz
N TH D, bevacizumab BEFHIC L 0 PR EE R
B SN HAELESEZ SN (P=0.16). —
Y, Bt —A—THAEYVHaS5—5 v (P=
0.87) KL THREHEHTHELZZRD Do
7.

2) HEuERdEE

%y B bevacizumab (5 mg/kg) #EEF L,
THBIT0% B LU 0% HYIELZT- 7o, 246
I M s L OHFER AR L, bevacizumab
FEEGHEFHE~ORER A Lz, 70
YT PR E TV IC BV TlL, aspartate  amino-
transferase (AST), ALT, &L UILE ViE, JF
BEEWCWFNLIAFE THEIEZRD b o 7
25, 0% FFVIEREF T BT, bevacizumab
EERICBWTHERIZ AST, ALT @BAMEETS
D, FELZTRdHAELABECSHETSH -
7=. ¢ 7z b bevacizumab #5131 A EIF OB
ODFEELZC LABEMLFHES{LET A LEZ
Bz,

v Mlarlir\’ * i
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PR Hr0+MCT
Case 1 HEES l ? : operation
PR HrO+MCT
Case2 |mFOLFOX8|
. PR HrO
Case 3 IFL I ?
PR | Hri+MCT
Case 4 mrOLFOX8 ‘ ?
PR | Hr2
Case5 | mFOLFOXGBev | |
PR 1 Hro
Case 8 mFOLFOX6 J ?
SD 7 PR Hro
Case 7 mFOLFOX6 | mFoLFOxs+Be |
\4
0 & 12 (HA)
a
| PR | Hro
Case 8 || FOLFOXIRI ? ?:operation
+Bev
[ PR | Hro
Caseg | FOLFOXIRI | § M
+Bev v
sD [ PR |
Case 10 MFOLFOX6+Bev FOLFOXIRI
+Bev
T
{ PR Hr2
FOLFOXIR
Case 11 +Bey ?
T s
| SD PR | Hr2
Case 12| mFOLFOX6+Bev|5-FU/LV] FOLFOXIRI | §
+Bev +Bev
0 6 12 (#A)
b

=1
a: [BFELEA (Bevacizumab UFH FOLFOXILI #k:iufim i < 7 6
PR : partial esponse, SD : stable disease, Bev : Bevacizumab,
Hr0 : [ VIBR#r, Hrl o 1 KEWIERG, 2 K8V, MCT :
microwave coaulaiton therapy
b EiFEEER (Bevacizumab (fFH FOLFOXILI ##:RifT 5 41
PR : partial esponse, SD : stable disease, Bev : Bevacizumab,
Hr0 : FFsboOEdr, Hrl o 1 BKIRYER, 2 KBTI
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