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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*, Ikemoto
T=1, Mori H*!, Hanaoka J*!, Iwahashi 5%, Saito Y*!, Asanoma M*! and Yamada S*! (*1Department 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 colorectal
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+
Bev 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. Results: 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 & 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 patients treated with chemotherapy with Bev. 2) In the 90% Hx model, the results of liver
function tests were significantly improved and Lw/Bw ratio was significantly increased by Bev administration. Conelu-
gion: 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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BLTWS., TabbiRENUEATETSE S,
EPRLEELTERT EE R, LEREED
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DWTEFT YT SF Uamdg s Ui LR
11 10 0 % 1 GO AP RE 7 & DI as A & BT
REWachaat Lz, @QERMET - 5 F 70%
B XU 0% FIEET IV EMWVTC, bevacizu-
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DALSEFRE " 1T - 72 10 O TRHYIBRFTHE & 72
- TeIERNL RO 5 7. —0H, 2004 SELED
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EhahoREHYER 2T AOERETOLET
ik, FRIFUIERMIT Grade 738 B /i3 CHEE
ISR Th - 2o, i, % BEEERSX
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WRO & 512, bhb I T bl ik
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=1 BEERETOLE
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(B &0 3/4 13/14 NS
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(I / )
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BCTHE%1T-7 %2 25, alanine aminotran-
sferase (ALT) (P=0.45), 7o roviE v
(P=0.21), fu/pEE (P=0.84), 7L 73 VA
(P=059) R ETRBHEICAFESERD L,
> 7o, 7 bBE VERIC BTt bevacizumab
DERBECIEAEREMEPN (B0 ng/mL LUF) IKHIZ 6
NTHEY, bevacizumab PFRIIC L D W EEER
BEzNLHWEELEZ OGN (P=016). —
Ji, LT —A—THEVEaS5—7, (P=
0.87) KB L CLEHMTHELER DR -
7.
2) HEpEnyE
Z v FIC bevacizumab (5 mg/kg) #HF 5L,
THHICTO%N B LU Q0% HVEZT - /2. 24 0%
Rt iC M b L O E&G A B L, bevacizumab
FEEGHEFHE~ORBE L LERH L. 70
YT UIERE FIVIZ B Cid, aspartate  amino-
transferase (AST), ALT, &V ULk fE, F
FHEEVCWINLAREETEREZE DL o/
2, 0% IR FILIT B\ Tid, bevacizumab
BEFICBWTHREIC AST, ALT @EHAMEETH
D, HELZRITHFEELAEECSHETH-
7o. F7cd b bevacizumab #5113 K EIF DR E
DOHFEELZT LABM LT A4 {RET S L5 2
B,

v RMading]* i
Presentec ¥ 580 Aisal*Online



814(48)

FOEBIR H56% - 115 2010411 /]

PR Hrio+MCT
Case 1 RIS ] v v . operation

PR |  HrosMCT
Case2 |mFOLFOXs|

- PR Hr0
Case 3 IFL | ¥
PR | Hri+MCT
Case 4 mFOLFOX6 | |
PR | Hr2
Case5 | mFOLFOX6:Bev | ¥
PR | Hro
Case 6 mFOLFOX6 Ri
Case 7 mFOLFOX6 [ mFoLFoxs+Be | §
v
0 8 12 (#R)
a
[ PR | HrO
Case8 | FOLFOXIRI | § ¥ : operation
+Bev
L PR { Hr0
Case g | FOLFOXIRI
+Bev V Hr
sD [ PR |
Case 10 mFOLFOX6+Bev FOLFOXIRI
+Bev
{om |
{ PR { Hr2
FOLFOXIRI
Case 11 +Bev v
SD PR | Hr2
Case 12§ mFOLFOX6+Bev|5-FU/LV| FOLFOXIRI
+Bev +Bev
0 6 12 (#A)
b
B1

a2 HEFEEEE (Bevacizumab §FH FOLFOXILI # kT %k < 7 #D)
PR : partial esponse, SD : stable disease, Bev : Bevacizumab,
HrO : iR viERMs, Hrl @ 1 BKEYERA, 2 KBSk, MCT :
microwave coaulaiton therapy
b : EEFEEEA (Bevacizumab {8 FOLFOXILI #&ERi1T 5 1)
PR : partial esponse, SD :stable disease, Bev : Bevacizumab,

Hr0 : FFEbo-908ede, Hrl : 1 OEIRG, 2 KUk
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100 - ﬁ: = et Y e 100+ ey
o (112) - o | feEEEEIRETR (-8)
80 80 - ==V
£ oo £ o]
g 80 E 80 ,
% 407 & s ST (R A
- (n=37) - <7 (n=37)
20 - { 20 {
S ik n=23) | - HEAE (n=23)
0+ ! G- 1
j 1 ! i T 1 T T T 1
9] 2 4 5] 0 2 4 8
A () L (5)
a b
1007 SRt Aus R (n-s)
= =
80 g «@@5@@@% (n=60)
£ god 1 @=@s =
E ” . é-é-
% 407 ey fLmEn s
1 I ®—(n=37)
20 ]
L Jesa (n=23)
0 - T
T ' i T I ! 1
0 2 4 6
A ()
[
2 SASCARIE TR LE
a: ALSFRERIFIN 12 IO
b : LSRR A I 8 BlOFi
¢ LR E N 8 I & IR IR I D54
e &
SOBERDELD 40% =&

1. BT O CFRRIE A BT UIRE D 31%I1C
L7z

2. ALSEFRERIE IREE Sl OF BT EERE
DIBIES L IZIZFETH - 7.

3. bevacizumab §f FA# Tl¥, OB
ERpEREBE T, miFv 7o v BIEEOH
HTH- 7.

4. v FYIBEF IV E RV RSB T
3, bevacizumab O ¥ 5 1L FFE 4 &2 HiH &9,
D LAHFEEZBER L/ .

HENTIE, 2004 FFIC PR AR O AE ST KB AF
ERAICH L C FOLFOX % FOLFIRI 2. &
¥ B BHARACTRIE R PR 31% OFF IRk & 15
TWwh. FTHHERDOAZ X —7 v FE LT
Bevacizumab #f | FOLFOXILI 5% i fT L 7=
5 BT UIBRELARIE 100% C, Bevacizumab f#f
A mFOLFOX6 T SD TH » /i 4 & o~
conversion T&7=. E/BEDELEIAINBS
D@ B EFRTH D RF2RE2T T 5.
FOLFOXILI #Eic Bl L Tid, 4 2 R TEIC
FDOEEWEHAEIREINTHAY, 5
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Bev fHE L Bevif@H 1Y)

3 Bevacizumab O{LEFERTES~OME (FREZE)
FEHy FEFua ok r UK 10 floFE B2

2005 pe0s 200 ;N8

£ 175 3 N i
150 ! o 200°
S| 7
y 125 N I '7:’ 150 [ 05 N R .
100 | P
g 75 | n 100

50 ... 7
L m 50
= 25 L

O ; Y O ’ T

Bev- Bev+ Bev- Bev+

4 Bevacizumab D{LFEABITES~OFE (ILHEE)
Bev— : bevacizumab ### 7 L, Bev+ : bevacizumab 0FHB 9.

7,000 - P<0.05 T 4. N.S
S 6,000 - | > 3.5
,}5,000 : i Los- g
U 4,000 - T g 25-
/ / N
L 3000 Lo
2,000 L 1.5
Bev- Bev+ =~ Bev- Bev+
P<0.05 P<0.05
3,500 - 1.0 -
i 3,000 : BF 0.9 4
3{: 2,500 - } £os- ]
U 2,000 - Ko7
! 1,500 %06
1,000 - 0.5
Bev- Bev+ Bev- Bev+

5 T b W%FURETFLCET 2500085
Bevacizumab 5 DF M6 L ANFEHE S LU EE O i (24 IRE1E)
Bev— : Bevacizumab ¥:57: L, Bev+ : Bevacizumab #5359 .
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817(51}

Ffoieniz
YES NO
etk MDN 30
YES NO Over Within
Cxro MEE
Kbt {poorly)
Conversion YES NG
v ﬁ:‘.“ %
?‘Ifﬁ é ............................. ?iﬁ

6 KIGENER(CHT 55 RENE
MDN NS R+ ESHER, Cx : chemotherapy, EGFRI : epidermal growth factor receptor

inhibitor, *K-ras wild type

i FOLFIRI & O 5 v & A eBGABRIC T2 O
bHEEINTW5EY. 20D# FOLFOXILIL &
Bevacizumab O AICBI L TH 8 2 Ha B (T
i, FOLFOXILI B TR LN -7c &k i
FanElfFAOHBRIEDL VI ERH A
(Response rate: 77%, Disease control rate: 100
0%) MESEHRE N, £z URTEARE
RFeEf 196 @i s L C FOLFOXILI B %17 -
ok 37 (19%) IZ RO VIERATEEL R Y,
Cho 3T HOTFRIZFUmRAL LR LEEICR
HTH-722DOHELHAHY. BETOEETIE
IHILBVWERLALN S, EARES AL
Bir  BIEHE L 3ELUATHD, SEOMEH
ROEHRLEZENEOLRALETHS.
Bevacizumab O 0 B S{LSEEIC L B EE
bz AREICB L Tk, Ribero 648, &L A
FFBELXBEMT A LEELTWAY. #bld, XK
EEFER 105 flick LT 5-FU &4+ 17
FF N L BEREEZT, 62 FldD Bevacizu-
mab GFRIG & 43 BIOIEDFHFIZ HlE L 7. iR
PRAEDREIE L, £ETEOFEM 274%, A
W 53.5% TH N, Grade 2~3 OEEEEMICIER

> THOFHE 8.1%, JEBFAGI27.9% & A8 10F
R CIHERTH - 7=. Bevacizumab O{f H 758
TR IE OB 2L T & 4 AT R BT T
H 50, MEPEMED HAEEE NG
#% ® matrix metalloproteinase ( MMP ) -2 #®
MMP-9 OIflARBEINTWAY. X HITH

T, WIRMEFERRE T - YRS T, B
O IEFL L Bevacizumab SERIIC X DI L /-5
WHETFBEIMB Lo EORE LD
A0, bhhbhOBit T4, Bevacizumab f H
fIcinh e 7 orm VR ME W E R AR, 7
EEEAFERINTOAAMEESEZ6N/z. L
L7z 6, SHELEROFTR L EDER LHEF
BB O I DDBFBLETH 5.

Db & DRSBTS KIBRFEB T 5
Weag & LT, B, FAAERATWE TR, E
BEHGESERICEATERT THH MDN #
L FTHENEMEB TR NTFMmEERT
5. DA OER T e b R L 2T F
i~ conversion Z BHifd. —77, HAEBE
HRITHE, FICReUIBRORER DS AFEH T
9, FERCEDRATRERTY, FRAD
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818(52) FEOWRR 5 56 %

conversion #{rH L TREZ BT EWaH
MEHBLEEZTHS.

5

B

UG E T RIGRIFEBIEN &L\ 2 & 3D
b (Bevacizumab §F ] FOLFOXILI i#
B R X VARG E RIS
CLTREETRAMEEIAS. £,
Bevacizumab %l 35 L THFH U T 5F
VERERE L bEERIC KA GETBRET 5
AR B 5.

X @k

1) Fong Y, Fortner J, Sun RL, et al: Clinical score for
predicting recurrence after hepatic resection for
metastatic colorectal cancer: analysis of 1001 con-
secutive cases. Ann Surg 230: 309-318, 1999
Rees M, Tekkis PP, Welsh FE, et al: Evaluation of
long-term survival after hepatic resection for
metastatic colorectal cancer: a multifactorial model
of 929 patients. Ann Surg 247: 125-135, 2008
O'Neil BH, Goldberg RM: Innovations in chemo-
therapy for metastatic colorectal cancer: an update
of recent clinical trials. Oncologist 13: 1074~1083,
2008

Falcone A, Masi G, Allegrini G, et al: Biweekly
chemotherapy with oxaliplatin, irinotecan, in-
fusional Fluorouracil, and leucovorin: a pilot study
in patients with metastatic colorectal cancer. J Clin
Oncol 20: 4006-4014, 2002

5) Masi G, Allegrini G, Cupini S, et al: First-line treat-

2)

3)

"H1lE

6)

7

8)

)]

10)

20104 11 73

ment of metastatic colorectal cancer with irinote-
can, oxaliplatin and 5-fluorouracil/leucovorin
(FOLFOXIRI): results of a phase II study with a
simplified biweekly schedule. Ann Oncol 15: 1766-
1772, 2004

Falcone A, Ricci S, Brunetti I, et al: Phase Il trial
of infusional fluorouracil, leucovorin, oxaliplatin,
and irinotecan (FOLFOXIRI) compared with in-
fusional fluorouracil, leucovorin, and irinotecan
(FOLFIRI) as fhirst-line treatment for metastatic
colorectal cancer: the Gruppo Oncologico Nord
Ovest. J Clin Oncol 25: 1670-16786, 2007

Masi G, Loupakis F, Salvatore L, et al: Bevacizu-
mab with FOLFOXIRI (irinctecan, oxaliplatin,
fluorouracil, and folinate) as first-line treatment for
metastatic colorectal cancer: a phase 2 trial. Lancet
Oneol 11: 845-852, 2010

Masi G, Loupakis F, Pollina L, et al: Long-term out-
come of initially unresectable metastatic colorectal
cancer patients treated with 5-fluorouracil/leu-
covorin, oxaliplatin, and irinotecan (FOLFOXIRD)
followed by radical surgery of metastases. Aun
Surg 249; 420-425, 2009

Ribero D, Wang H, Donadon M, et al: Bevacizumab
improves pathologic response and protects against
hiepatic injury in patients treated with oxaliplatin-
based chemotherapy for colorectal liver metasta-
ses, Cancer 110: 2761-2767, 2007

Mivake K, Yoshizumi T, Imura S, Sugimoto K, et
al: Expression of hypoxia-inducible factor-1alpha,
histone deacetylase 1, and metastasis-associated
protein 1 in pancreatic carcinoma: correlation with
poor prognosis with possible regulation. Pancreas
36: e1-9, 2008
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F Z (F6REEEXSEXE

IR B PR R BE [ M IR YT B 2 @ Systemic IFN+Low dose FP D7 4

— FERRAOARIL & FRPR AR 2R —

BR B, & [
H B B T, THE
gk - BRI
(SER2345 6 A20A34+) (CE234E 6 H20H Z8E)

PR IRE BB A E OF) 1293 5 [FNa
{it Bl Low dose FP 4 B {baszik (IFP #E) DFMMEL
O B A B X ORI ICHET L A SERERETE LT
MH134< 7 A a4k & JH v T Peg-IFNa D3 5E -
B - R R e AT L, BRREE & LT TRy
B EoMikAESEEZ AT S (Vp= 2) EITIFREE
#3010 % IFP EATHELAME, JEEITHELGHIIC T L b oA
Ry T4 TIEFR, BB e RE L. iR
MrEP T, MHI34#MIIE PegIFNe #2512 & 1) H3%8 - &
eI 2 Gnviro), B THEEEFIVIZB W CHH
ZEII L 72 BHMBRECLZFEBEFLICBNT
PegIFNo 2 I i @ E0 A (3258 6 8 vs. 3T HREELS
) B LUBEIZBIT 5 microvessel density 254 L
7= (invivo) o BERIGEIROMET TlX, RHb X ClEESE
HEAEERIZBWT, IFP EfTRREIRE TR L Ibli L, B8
WP BRBIFCH o /o BEBEFFIIB TS IFP T
EEAIERITRE S I L, AEICBRHFTH o7z, Vp=3
(PR — R TS IES ) FEFATHRIZEEZRD I, B
o8y — L, FEMEITERIZIZ L A E e THEIFS S, EIB
HER Vo 2B REE S TH o 7oh%, IFP AT EEIL
7 9 Bih 4 BIATFEIT S AT D BETH R I THIE
BThot, LELY, Vp= 2 HER RO IFP #ikld
FHEYWETIAMGERETHLEER LN,

%, & ZASE -/ I R N S
A
U BIC

FRAEE 8 18 U OBmmRE L LU R %
BT LT b AR O BRI 2 4T50 - 60%, 5 4 T80%
LEL, FRABRGEBD12THL, HIZRERHE 2L
3 b DIEEHEDRBEESENY, 72, MR IR
LR ES R EE TS (Vp= 2) PIIRAYTIRE &
R PRI T A L PO I & BT L C b AR Rl
TRELBHRT ELT LWL FEELFRARTH S,
LarL, BITONESETNA NI L 22 a 03 A
=T A Y THRIET BEET VT X LI SHEITIE
T B REEREICET A HE L R v, Ditbiud
PUET & b AIRB PR BB S R B 0 5k 2 H Y
& L7z Systemic IFNo.+Low dose FP (IFP) k447 »
T&7Z. GOl WBiLE &5 RN T 5O, IFP#E
AHIRA PR EG RN R OMBIEEL LTHEHT
HHEEVIHRTHET S,

M- WREFE

(1) ABERHE
<invitro>
MH134v 7 A JFEMIE 203 5 [FNa O IEg M iabE i
PRS2 T MTT Assay  (Chemicon International
Inc.) ZHWT, T-@2EMHROBE X Cell Invasion
Assay (Cultrex® 96 Well BME Cell Invasion Assay) %
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FNTiF o7z, 36 MEHERTFDREB % RT-PCR %
v CHET L 72, IFNo i Peg-IFNa (Pegylated IFNa2h,
Schering-Plaugh K. K. Osaka. Japan) ZfEH L7z,
<in vivo >
6 HEEDHEE~ 7 A (C3H/HeN Crj) 12 MH1343f2 %
IXIPEEA LR THESE TV AERL, ¥EE 1ER
TR IET 5. PegIFNo i MH1345 241 H i
LB&‘F?’“% L, EFEHET VBT A PegIFNa DIE
TEEETE IR R0 SR L7z,

2517 MHI34HIHEL X 105 % P F Al i A L THREERT
EBEFLEER L 72, PegIFNa i MH134H fE245¢
BETICE TS L, PegIFNo O FFREHIHT R T 7
L7,

(2) BEERRYIRET

19924E11 F #*520104E 3 A ¥ TOMB I = 1T
L7FHED S B, TRGFE L D g F‘jg}RW@%%;ﬁﬁ%
BT 5 (Vp=2) EATHEERBGl e & e LT, TFP
BRI HET RN, JEREATERL6HIIC S, L b O ARy
F 4 TICTFHRB L OUBHER T & O RRmEF R =
Fotze EHMR—KROEDOERBIIPITTESRETSE
T 5 Vp3 -4 DIEF biRET L7,

TFPEHEEE 1 IRT Ve ba—VTlBTE 57207

BfA o7, BSHMIZ4EHE LTS,

lzonwt

MTT assay
r—"i——"(*
80 |

2 * p<0.05
8

o 60

@

-

o

£ 40

Q

0

2

< 20

Cont. 1x10° 1x10* 1x10°
Peg-IFNa: IU/ml
122, MHI341237 % PeglFNo D7 - S EBIRENR
MH13440 3 PeglFNe (2 & 0 JBEEIREE 010, 288

IFNa : S00BE (BT ($)
1 4 L 4 L 4
Day 1 3 5 7
\ (x4 3
@ | 28 | A | am |

1. IFP##FEo 7O ba—-
[FNo. 1350077 B % 8 3 W% T4, FPx52 53227
REREEST A (4 EBHEE) .

# B

(1) ZERERYES
<in vitro >

MTT Assay & HV -850 ¢ld, MHEISGHIRROEIEEIX
PegIPNo 12 & 0 B EEARGERICEM 2 1172, Cell Invasion
Assay % 7B EREOFMTIE, MHI4MIEOR
Ak L PeglFNo |2 X D iBERFEHEICHHEI E e (B2,
WHEITE DB
<in vivo >

B FIESS € 7 V2B T, PeglFNo #%5-FF (4 BB
LR UESESAEINE o (B3, WITED
FIH) . F7: MHI4MEERIC L AFERE TV T,
PeglFNo #% 512 &L ) IFEREREAF B AR S N

(PegIFNo. #% 5-8 6 {H vs. xHEEAE1OM, B4, SCHITX
D5IH) .

Cell invasion assay

3] * p<0.05

Absorbance ratio
N

1x105
Peg-IFNa: IU/ml

0 Cont. 1x10% 1x104

A &
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SEAT WH A IFN BRI LS

BETEZETIL

EaE

(cm) T

6

Control 47

Cont. 1x10° 1x10°
Peg-IFNa Peg-IFNa: 1U/ml
®3. BTFHEGEFVIZBITS PeglFNo OHELE R
E?’.TLE@‘C?JMZ VT, PeglFNa #5802 i IR & Hoilk
L@% gfssjj\ Ehad,
EEFEBETL FiRREY

p<0.05

154
Control

107

Cont. FNa

Peg-IFNu
3 Wﬁ“”%’iﬂvw BT 5 PeglFNo DERRBIIHIRN R
PeglFNa 12512 & 9 FFEB AL FERICHD L x5 8
6 18 vs. W HAEEIOME) .

4.

RREEE

—— IFPHETEE (n=14)
- SEHETE (n=16)

WREH

5. Vp= 2EMIIB 5 R - IEREEE
IFP B0 R EERIIREIT R LR LA RIS AETS

Ho7, TS

149
(2) FRPRASHRE]
IFP FATEEIC BT, MEL R AHEFERIIROL D
BEWRTIEER, M0, FEY AV, FFHEE,

Hﬁ%‘%’{ﬁ:ﬁé:%‘b\f(ﬁﬁ?%‘i“ﬁﬁ%&%ﬁ%&b7276‘0 72 (E&1)s

IFP B O ZEREFERIT 1E100%, 3F65%, 5454%
T&HY, FMEATHD 1 438%, 34E25%, 5F19% Lkt
BLEBILRIFTH o7z, BHEREEHFEETH IFP fTH
WIRMATE L B LA BICRIFTH o 720", IFPHICE
WTHMBRBHAICERET 22T ENNSE 272 (K5,
IFP # . 14E36%, 3%36%, JEMGITHE . 14E25%, 3
E19%) .

1. BREBENETRETOLE ;
RS IFP & FEREATE
(n=14) (n=16;
Eifs (5 56.0 57.5
B A 12/2 12/4
HBV/HCV/NBNC 6/5/3 6/5/5
ICGR15 (%) 12.3 13.5
T-bil (mg/d 0.9 0.7
Alb (g/dl) 3.95 3.74
AFP (ng/ml) 2781 711
PIVKA-II (mAU/ml) 4050 5110
Child-Pugh (A/B) 140 15/1
IE5E (cm) 3.6 8.2
LR (/1) 0113 1/10/5

REREE=E

— IFPIE{TE (n=14)
- JEHTTE (n=186)

SFESC b IFP JATEASRIGITRE L M L A ICRIFCH - 72
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RNy — xR 5 E FPEBEITHRTIRIEIEALSE
THRIFS%, BEREBES L Vo HEAREREET
(2 LC, IFP REATHECILFESE 9 (I 4 11358
FFHEETOERTHY, BREBIIBIHRETORS >
PO —AHEEECH o7z (”6). FFRIZ Vp3 -4 5ERIT

Hol=D

BEREE 5 (2%%
IFP & B g (£%3)
BiTEs 3
BFE% 3 (183
EBED 3 (ELESTR
- HlEEEE: 579
= BERERE 3
[seisfe | ERmes o
BIFER 1
BiFe% 9
FIRES 3
HlETTEe: 11713

6. IFP B, JEMITHICBIT2EE Y~ DIE
FHETRTCERNBERELERIELALTH o700, IFP
B CHEEEBICEMREFIC L VES o bo -5
fe R IERN S o7z,

IR R A L, RRAEFRI IFP BTH (=28)
T 14£100%, 34F86%, JEMEATH (n=8) T140%,
IEFESE SRS IFP fATHECT 1 4E50%, 3 4E50%, JEHG
ITHETIE0%E Vp3-4 DEEEFAITIIL I RER
EEWoz (7).

AEEEE
(%)
100 — IFPREITE (n=14)
i ----- SEHETTR (n=16)
80-2
401 ,
201 |
0 i

o 2z 4 & 8 0 12
HRER
F7. Vp= 3MBICEIT 5 RH - BERALE

Vp3 -4 OEEETTIC B S Rl - IBEREFERL D IFP BT (h=8) 'CF?%?%J&&?T c»“"
IS A {REE | IFP JBATHE 1 4550%

100%, 34E86%, JEMETTEE 140 %,

=53] B

IFPEEIC L W REIEBRETF L QW35 ERARRES
TEATEED]

50/ B, HCV Btk HA3ET ST 5%16em ©
ERER B X OA MR 5 RS 5 1ZI3EFIR TR
FTMULEGRzHO (J8). HEEIZRET

, MR ES dpoizZl &b ﬁkfgéﬁﬁ%ﬁf, 4
WRINIESR AT 2 fAT L 7o i 6 BEE L Y IFP R
x4 ERRETT L7z Mk, SSREETEAEEL Ty
BRI L2 RAES MEREFF TH 5.

CT-AP { PEER
#hTa—
mmaﬁ
izéfé%ﬁ%%&ﬁLrw%ﬁ&ﬁ%@ﬁ%ﬁ%%{?? 0
B i 5 B C, FIRAES (355) 2 OIS

BASER L Tz, Wi IFP#E (4 ;%5% ZFHAL, W
BIVEESE LEEREFP TH L,

REREES
(%)
100+ — IFPIE{TEE (n=14)
3 ----- FEBFE (n=18)
80
60
!
404,
204 ‘
H
0 1

FPHFELE
3 E50%,
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EATHF A % IFN GER{bagiE

Z B

EEOERB I OER Iy, FEILEHEY
BETRERINDE NS 2o/, BEOENL Y,
Rk - R ABERE - FEIRERMEZERRED
A, SHICFRERROERIZLY, FHEEDT
BUEEFEELTHELLY, L Ler b 20—FT,
ARG FIIRBEESFIC VD2 L DB B 25 &, B
EMPOROLEREIR L, FOFRIEIERALELL
RBETHAY, [BHEORBIZESFEZESNA NS
121 12BwTH, ARMREREZ D2 WIFERE
KELTE, BBYRESHOONTWEY, T42b5,
FFERE A/B 2 oBEESH 5\ d 3em, 3ELADFFH
FadEioxt LCid, WS LCILRTEE, FBEEECT
Scm, 3EDADHFMIEEICHY LTEIFEE, BFs
BiEe ELIHBRENTNS, L2LENS, REEE
HHVIEFIHER 20 D OICE L CIEBEN 0 E
B iEEERERINTBL T, FREREOFTENS
EEETFEOBEOADN, WHEIFEOPTORETSH
548, 2000EERDFBZETA FI4 Tl 4~
y—7 0 HFRAEREIFAD?] L) clinical
question (¥ LT, [4 ¥ ¥ =7z fFR{ILFEER
EREZEAON, THITLEZREL T LV, +45%
BB R 2] (FL—FCl) LEBENTV A,
LA»L, BEOMIRBEL ) E7HE ST 5 IFNa
L HESOHAEER, MRFERICESRTAETHHE
L, YATTF v BFENE L OLEEE (RCT)
TEOFREFEHEIN TV EY, £72, IFNafFE >
AT TF v EEESTERYRITII%THY, £HH
BOEEbALNIZLVIRELH B,

IFN/5FU BB BERITEICH T 2B KEE LT,
hAEERLE L THORTELLR, BRWIIEET
IFN DADEMEFGHEPThIIN, Fhs ORI,
ZYEIOB LT EF L adh o 2BW, £/, 251%
kL IFN OfF H TlE, B2I7E3EH10~25% & IFN B
BEIVEIBNMERICH 72208, FERTHLEERT
HolBW, LrLuds, IhoegkscEHsN
7EEFE, 13k A LD doxorubicin TH o7z, FDE,

FFENEEE & IFN & O H T, B9=RII30~50% &
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