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[0101]

[0102]

[0103]

[0104]

[0105]
[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

[0112]

[0113]

[0114]
[0115]

[0116]

ERE
ostel Al R AFANF vehh, B AP o AAA MusAR, B owge ofF WA S 4@
£ A o, &, lat NGl e, @Ee A BARE AE FEPA g A2 ool

1-(2-H S A -2-ZF 2 Z—4-Mo] @ - B-D-olehh]| = F = DA EA (31 EHE A) 9] WEH A ENA L, =4 SR
#A12013/1468335.01 71 A" HHol|l 25t A,

(Ao 1)

Capan—-1 3|3} o]2] ol »dl mlg-~oxo] HE 53 A|F

SHEARA, AAEMI(])E}, Gemetalk T, ofBEAE(0]3}, AbxElui: 3F) 2 3EHE A9 WA EAGS
o]},

e, AN ER G

A (TEVAARAD & A2l gl &31270 AS o]&3. ofRghte ofrghil
(CelgeneAtAl) & Azl A4

i
ol &A1zl AL o] &

A AFd MEFA Capan-1 MEE AF 5~657H2 AH BALB/cA Jel-nu wh$-229] S5 A3 Hst FA}L
vk, =9k o] Fo] Z4Y AA(mm) D S (mm)S AL, =% A A (tumor volume: TV)S A&3ct. 2z

A o
o =
£% 2ol vpgaE @Rela, o ¥ EF(n=8)E AA# 98 day 12 A

b EEae A e, Fo &RFo2A 30mg/kg/day’t HEH ZAT. £ OSgE A w@ET

= A, 3E A day 1298 1570 19, §A 33] whe-2 mE] g
REEA R day 12FE 153 19, Al 33] mhe-2 mE] Ao wRE
. M8 FATeAME, BFE AE 480mg/kg/daye} oFH. M-S 30mg/kg/day® T Fct.

Hla Aoz, dgixefo A AAERIS o] &t AAER tEdte] 9 A 240mg/kg/day’} HE=E =
Ao, BAERIL day 12FFH 1500 19, @A 33 v we] JuogHE Fosta, W¥E FojTtolA
=, AAEMIS 240mg/kg/day S} oFH 2AHS 30mg/kg/day = Fo dct.

£ ARl ME, setE A S e 8% AAE, 7 ofAle] NIDE ol 8-Fn. ohE ke, 7h oklete]
&l Sl e 7 d A &FE& o8 fz} %kxﬂ A Fas vehle &3 54 2d &3] v
§ 7P, o oRAvh gt Al 3G 29E w8 B2 grie] ﬂoﬁﬁ% NTD 2ol leA F7hehs A
o] dutAeln] B Aol eiA=, MIDeF Hul & 23 SFL A Fojo|rt,

dFd a2 AnEA, 7t FA FofrollA day 3390 AolA L] TVE =438k, k7] 2ol 9ste], day 16 o
3 At £ A& (relative tumor volume: RIV), % T/C(%)E At&E3sle] 35 avs H7igd. HE avo
B7F B, B8 Fowe] "t RIVgke] Z7he] w5 Folte] ot RIVEEET SAISA 22 F9(Welch's
IUT, over all maximum p<0.05)3}Al 2 Z-9-o W8 &7 UAFo=zA AT, AxE 1 1 % = 19 e
ok, ¥ =, + ¥AE AEE(Control 2% 714D T 2 Gem = 33HE A GdEFo st 484 §9 2
7F gl A& Yepd.

0

V(' )=(47 x274°) /2
RTV=(Day 331 lo1Ae] TV)/(Day 101 SlelAe] TV)

T/C(%)=[(H PN Foato] H RIVEE)/(NZT9 i RTVZEE) ] X100
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[0117]

[0118]
[0119]

[0120]

[0121]
[0122]

[0123]

[0124]
[0125]
[0126]
[0127]
[0128]

[0129]

[0130]

[0131]
[0132]
[0133]
[0134]
[0135]

[0136]

[0137]
[0138]

[0139]

S50l 10-2198656

[E£ 1]
RTV
Sk 3 HBe T/C vs. AEE | vs. B5
(mg/kg/day) +¥ZE WA (%)
AEE 0 4.01£0.21 100 - -
Abx 30 2.03£1.11 50.6 * -
Gem 240 2.74£0.41 68.3 * -
Abx+ Gem 240+ 30 1.11+0.48 27.7 * *
33E A 480 1.294£0.59 32.2 * -
Abx+ 3E A 480+ 30 0.21£0.12 5.2 * *

e AL, olneiel 3FY wdE A
Ql 480mg/kg/day®, WEFOEN AAZ TFo] F2E FEIG. I adbs, 71E ol AXERIEY At
AZE T, Boh S AWe S&et

B2 AFEA AAZ SR AZF(body weight: BW)S =433, day 1] W3t day 337FA¢] 3
& [body weight change: BWC(%)]& st7] 2o 9ste] A& rh(n: AT SHLH, HE SHLL
¢l day 33¢] aj@sich). A4S = 20| Ve

BWC(%)=[ (Day n°ll 21e1A<] BV)-(Day 1o 1142l BW)1/(Day 1o AeiA<] BW) <100

Ha Fojo glojA AF 7Hio oFzl= shelwA] khrt.

2 dgo] W8 gyl diste], B¥E ade FHFA Awrt Hi= W8 A5 (Combination Index: CI)E ©]-83}o]
Hrksk AxE vebdidl, Cle, A4 - gMx], 2010, 708, 440~4469 0] Aol wiz}, o]3le] Aoz A& 4=
=

=, W&k GAE oA 1 2 okAl 22 3P,

CI=("8& A9 T/C)=100/{[ (kA 19 T/C)=100]1x[(2kA] 29 T/C)+100]}
CI=1: A7F(Mm) a3
CI>1: Ag($ipt) 53

ofH ek AAENNIS WEYPS wo] CI+= 0.800]W, ofE=FA S3tE AE LIS do Cle 0.32300.
Cl<1e]7] wiiEoll, WEel ot 45 a7t EA=Y, IFE A9 FF &7, 71 9 FAERIEGE B}
dAsittar & 4= 9tk

T, 2 oage] ¥e g digte], TF T4 9A a7 (growth of control: GC)E o] &3te] H7hgk A&
BRI, o vhRe . ZeE - A - HEEg 2, 20139, 127, 2585~2696F 01X ¢] Figure 5¢ B¢ w3
WS o] &Y

71 el 71 E wpek o), GG olste] Aom AEd 4 3t

GC)=[ (NG kA9 RIV-1)/(AEZ9] RTV-1)] <100
[2] RIV<1 ¢ A
GCU)=(3 2FAl2] RTV-1) <100

ofo
fol
K3}
Ll
o
o
1o
12
e
1
o
fr
o
ol
e
i)
[
Y,
K3

ofmemtal, g A it QAR BAEAe] fRmyE

F3s WL GC(h)=[oFrgAke] GC(%) X TAl GC(%) ]+ 100

ds =9, Al gefM, ® 125H ofEEt whAle] GC(%)+=,
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[0140] [(2.03-1)/(4.01-1)] x100=34.2(%) ] ™ ,

[0141] AAEFI 2] GC(%)E, RIV>10] 22 |

[0142] [(2.74-1)/(4.01-1)]1x100=57.8(%) ©] t}.

[0143] wheba, 243 HE GC(9)E, (34.2x57.8) +100=19.8(%)

[0144] g, ol Ehabal AAENI O] Hgo] AA GC(%)E,

[0145] RIV>1E3E], [(1.11-1)/(4.01-1)]1%100=3.7(%) o] t}.

[0146] ol=M, FAF W& GC(h)= 19.8(%)° dste], AAle] &2l C(B)7F 3.7(%) 071 wWzoll, FAHH= & &

[0147] SIEHE Addl JAME Tde ALkS AstH, ThAlE, RIV>10| 2=

[0148] [(1.29-1)/(4.01-1)1>x100=9.6(%)

[0149] wpebd, F=A3 HE GC(%)E, (34.2%9.6) +100=3.3(%)

[0150] AAe GC(R)E, RIVSIZHE, (0.21-1)x100=-79.0(%)°ltt. = 3 T AX9 adxe A &
a¥, A sane FE A9 ¥ a7E Jepdo.

[0151] olZ X, e Adll iM%, FH3 HE GC(B)E 3.3(%)< © thate], AAle] W8] GC(%)E -79.0(%)°1H,

1=z
[e]
HE He dAT ¥E advh dva AZEd. O AxEs, 71 99 AXEREGgE By

[0152] [ 2]
% RTV GC | 2.4
(mg/kg/day) | (BFLEZ B | (@) | 7o B8 A GCw)
AEE 0 4.01£0.21 - -
Abx 30 2.03+1.11 34.2 -
Gem 240 2.741£0.41 57.8 -
Abx+ Gem 240+ 30 1.11+0.48 3.7 19.8
3FEE A 480 1.2940.59 9.6 -
[0153] Abx+3H%E A | 480+30 0.21£0.12 ~79.0 3.3
[0154] At o] &7 Al
[0155] 2 ige dA% g5y adsE Yehde 594 2 S-S 7EY, d5Y a9 SAAZRA F83H).
=g
=]
3300 1 =0
3000 - + Abx @
< Gem @
2500 - -~ Abx+Gem @
o =3P A0
g 2000 | < bxt3EE A @
= 1500 -
Bo
Xo 1000 -
500 -
0
-500 -
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