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[0076]  AAd]
[0077]  ol&te] AAldE Fal & WHES O% FAHeE Ayt
[0078]  [°fo] &=
[0079]  FBS: 9-El&* (Fetal bovine serum)
[0080]  EDTA: ogd@litjo}l e Eglo}A| EAF(Ethylene diamine tetra acetic acid)
[0081]  TV: F%A4 (Tumor volume)

[0082]  RTV: v]F4A4 (Relative tumor volume)

[0083] FITE A: 4-(3-FRZZA4-(Alo]ZFR2 T 2 Holu| =Tl ) ol T A] ) -7-W EA]-6-F] H U} EA 0 = wj Al g o] E

[0084]  3}&HE B: N-(2-FFQ=-4-{[2-({[4-(4-vE 3| 7 2}x]- 3 2 d-1-L [7FRd popr] iz ) ¥ 2 -4~ | 54 } 3]
RS

5 1-9)
DN -(4- BT 2o ) Ae] R IR -1, 1-T)H A = T4 4]
[0085]  AAa] 1: 7k oA SAF AELF(SEKDE o4 wal S2ola s3% A% %% Bel We

[0086]  QIZF oFd ZAF M|EF SEKI(JCRB A2 W=)E& 37°C =7 3hol 5% CO, AFHlole el A 10% FBS-3+F RPMI

1640 HiAI(SIGMA) S AM-gate] wjekatitt. A E7} oF 80% AZFAA(confluency) Aelol &3S v, EgA
EDIAZ Abgatl AEE sasich. o AEel 506 vEdAatrige)S FhehE Was 9EUR £
(Hanks' Balanced Salt Solution)< 7}8ke] 5.0 x 10" Al¥/nL7} 5 =% Agae zxaArt. Aol AL @

g 0.1 nls 4 IF T 6 g FE= vk9-2(CAnN. Cg—Foxnlnu/CrlCrlJ, Charles River Laboratories
Japan, Inc.)e] A= ¥|&el] o2 &qltt. o2 5 11U47E, 3t3HE A10 mg/kg, 19 13], 179 &b 2 34§
= B(100 mg/kg, 19 13], 174 s = 747 @502 Ee FAs A5ste] 44 Fossih

[0087] Fo MALS 0¥z w3 o]%F 3, 7, 10, 14 2 17¥o] 7 wpg-o] WHAI Foko] AAHI WAL
Digimatic ?AE]J}(Mltsutoyo Corporatlon)i =43,
[0088]  o]sle] Ao wel, FTEAA, vlFEAA L AT

[0089] TV = A7 (m) x 97" (mr)/2
[0090]  RIV = AL TV/F /MALe TV

stolth. E B9 £AbE B £ BEARE ovi@rhelete EAAE B
% A4 +58 FFF BHE

[0091] RIVe Z¥E % 1 ¥ = 19 &
d3h). 3§E A 2 3E BY ,
Uebieh, ®ek, 2-#ggk RVl tha} 3 3 gk two-way ANOVAE AA|gH A},
1797 RIVZF BASH o2 FoAdo] 21o](p<0.05), 3= A 2 318% B A5 avrt gelsdct.

&J&
0

011
_|_,
01' ‘8‘
rﬁL
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[0092]

[0093]

[0094]

[0095]

[0096]

[0097]
[0098]

[0099]

[0100]

[0101]

[0102]

[0103]

SIHS3l 10-2013-0088047

X1
3d 74 104 149 17¢
EESS 1.63+0.10 |3.3540.56 |4.95£1.00 |7.18+1.66 8.65+1.89

SIAE A 2% | 1.7120.19 [ 2.88£0.35 |3.74+0.53 | 5.0640.49 5.92+0.50
B3E B 28 | 1.7640.22 [2.9340.57 |4.06+0.85 | 5.23+0.20 5.80+1.35
32 A E 1.43+0.06 |2.10+£0.38 |2.66+0.19 |2.80+0.27 2.77+0.38

AL 20 R1ZE ARG AEF(KP-4)F o]dg B FEdA & A% 33= B #E& a7

A7F AEY AEF KP-4(=8 7 & AHEFYH d5)5 37C 27 kel 5% C0, Aol ellA 10% FBS-
S RPMI 1640 wiA| (SIGNA) S ARE-ske] wiekshaleh. Al7h oF 80% ASFAA el =d3s o, El-
EDTAZ ARgste]l AEE 3438120tk o] Azl 50% "lEz]AMatrigel) S FH3le P~ SFAF £
(Hanks' Balanced Salt Solution) 7F&te] 5.0 x 10 M¥/ul7} HES AN Az, Aoz AL &
g 0.1 mke 7 2% F 6 789 F= w92 (CAnN.Cg-Foxnlnu/Cr1Crlj, Charles River Laboratories
Japan, Inc.)9] AF H&tol| o]2&}sdt}. o2 F 114YH, 3= A(10 mg/keg, 19 13], 179 s<H) ¢ 33
= B(100 mg/ke, 19 13], 179 FSHE 27 d5os e G5 dfete] 7 Foslq.

Fol JHAYS oY= BEEa, ofF 3, 7, 10, 14 H 1790 Z wpgze] AT FEo FAN dAS
Digimatic Z2# ¥ (Mitsutoyo Corporation)® =743} t}).

olshel Aol uhel, FYAA, HEFAANL AL,

an

TV = 274 (m) x &7 (m)/2

RIV = S A2 TV/Fo] /ALl TV

RTVE] ZA3tE 3 2 2 = 20 aofsiivt. 3dhE A 2 3EHE B WE2, 44s
o A 5% FFF 295 JYeRAY. g, 23-HES RV diste] 319
3 two-way ANOVAS A3 A3, 17949 RV} EATH R Foido] 2o (p<0.05), 3= A
o AEsazrt A,

Gl

x 2
3¢ 74 10 149 174
HET 2.27+0.25 |4.68+0.70 [7.1241.35 |9.65+2.61 9.92+3.07
HHE A OE | 1.6740.16 | 2.89£0.74 [ 3.77£1.26 | 4.83+1.75 5.81+2.17
%2 B 25 |1.71+0.26 |3.33+1.06 |4.72+1.55 | 6.53+2.19 9.05+3.71
AP AL 1.40+0.14 | 1.5440.24 | 1.6440.23 | 1.79+0.32 2.13+0.52
FE¢E BY
Z% 3185
AATe] 30 QAZE A MEZF(IM95m)E o] 2gt Bl FEo|A 3FE A9 IFE B W& a4y

QIZF QI AIEFE IN9Sm(P A Alo]ddxs AW T)S 37C 27 3loll 5% €O, AFHIOE] Wl A 4500 mg/mL
2 10% FBS 2 10 pg/ml Q&S Shials DMEM ®iA(WACOAH) S AR&-3lo] wj<ksldth. AE7F oF 80%

FAA e =gds w, EHA-EDTAE AMgste] AEE 353l o AMEdd 50% "WEZHA
(Matrigel)S 3Hgats )=~ $h391H 29 (Hanks' Balanced Salt Solution)< 7Fate] 1.0 x 100 A% /mL7}
HEE dgas Az, dojd AXE dEel 0.1 g 4 2F 9 6 vEe F= vk$-2(CAnN.Cg-
Foxnlnu/CrlCrlj, Charles River Laboratories Japan, Inc.)9 A|Z I 3lo] o]A3}t). o] & 13AK-E, 3}
T2 A(10 me/ke, 19 13], 219 <) 2 3E B(100 mg/kg, 19 13], 219 HoHE 7zt gdE oz wi= oF
S A&ste] AT Foskgitt.

oF 4, 7, 11, 14, 18 & 21l 7} vhg-2of A FFo] A3 SHE =

rir

=l

Fol ZALdS 0d= Bt

)

_14_



[0104]

[0105]
[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

[0112]

[0113]
[0114]

[0115]

[0116]

SIS31 10-2013-0088047
Digimatic Z2#]¥ (Mitsutoyo Corporation)® =733} t}.
olste] Ao wal, FTIAA, vFFAH S AT

TV = 27 (m) x 97 (mi)/2

O

RTV = S L9 TV/Fo /MAIL] TV

RTVS] 234&E 3% 3

o dASA 53
S

Agk, FFTH e &

9 T 30 gkttt s§E A 2 3= B WEe, 44s o
g 2= L}EPLH AT B, two-way ANOVAO ofgh 5-7|3h4
AgA el axrt agE A 2 3HE Be] HEo &) Q).

Iz 3
4 74 11
EESS 1.97+0.16 2.87+0.20 4.91+0.64
ERrEEEE 1.53+0.12 2.10£0.18 2.65+0.37
3%E B 2§ 1.12+0.08 1.24+0.15 1.75+0.17
S92 A2 38 B =% 1F |0.9240.12 0.89+0.22 0.76+0.09
149 18 ¢ 21¢
EES= ) 6.27+0.83 8.38+1.41 10.36£1.74
IAFE A IFE 2.6520.49 2.80+0.47 3.1840.57
HEE A IF 1.85+0.16 3.09+0.48 4,02+1.05
STE A Z FEBY = 2F 10.73+0.15 0.91+0.14 1.00+0.25

in}

Ao 40 AZF Aok AIEF(A2780)F oA el FEolA 33E A9l 3}eHE Be HE &Y

o1 WA AMEF A2780(ATCC)S 37C =7 3ol 5% CO, 2A57H|olEl oA 10% FBS-&H RPMI 1640 ®=]
(SIGMA) & AFE-3te] wlgsiie). ME7F oF 80% Z1EZFAA Ao S¢S o, EYL-EDTAE AF&3ste] Alx
g 35siglth. o] Mo 50% WlEFAMatrigel)S FFohe dAL AFTEF &N (Hanks' Balanced Salt
Solution)E 7}ate] 5.0 x 10° AXE/mLe] %7} HE= Feas Azs9ct. dold AE ded 0.1 L
% 3 6 vele F= vh$-2(CAnN.Cg-Foxnlnu/Cr1Crlj, Charles River Laboratories Japan, Inc.)2] AS
aell o] 2 skl ). ﬂ’c&% AC10 mg/keg, 19 13], 109 &b R 3H3E B(100 mg/keg, 1 13], 109 &
7t dEo R T SAE Ad&ste AT T3Sl

, 5, 8 & 10d0] Zt wpg-2o @HASE Fko] FA ©HS Digimatic

NoH N

ol NG 0w BEI, o] F
zx

213 (Mitsutoyo Corporation)=
olgte] Ao wmE}, FUAH, nFTSFANHS ALt

TV = A7 (m) x &7 (m)/2

O

RTV = Zg0e] T/l AN TV

RIVE] A3 % 4 2 = 4o gofaiolnt. 3ghE A 9 33E BOl ¥ 8L, A47e dn Foldt Ago} vjust
o] QA SFF FFG GAE Jehhdch £E, 2-we RIVel diste] SEE As % BE AFR
gk two-way ANOVAE AA|gH A3, 1044 9] RTV7} AR Feoido] 3ol (p<0.05), BHgt= A R 3= B

o Zsadrt A=A

x4
34 54 8 104
=7 9.3740.60 | 7.52+1.45 | 17.47+3.75 |20.41+6.02
APE A 2F 1.9240.17 |4.77+0.85 [9.51+2.44 | 12.3743.53
FTE B IFE 2.23:0.42 | 7.01x1.54 |15.70+2.27 |21.20+2.76
AEE AR 1.38+0.12 |1.95+0.27 |[2.50+0.76 |3.34x1.30
SEEBY £H IF
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[0117]

[0118]

[0119]

[0120]

[0121]
[0122]

[0123]

[0124]

SIHS31 10-2013-0088047

Al 5 QIZE Al alokE AIZF(UBMNGE ol 43 2l F=olA 3= Ak sgh= Bl ¥8 av
AT A ekE AETF USTMGATCO)S 37C %31 3ol 5% 0, Q1FF#IolE] WAl 10% FBS-3-f E-MEM #i=]

Bl
(SIGMA) & AFg3te] s, MEZF oF 80% HAZFAA] Ao =EddS ul, EYA-EDTAS ALE3sle] AE
g 3Fsiglth. o] Mo 50% WlEFAMatrigel)S FHohe dAL AFTEF &N (Hanks' Balanced Salt

Solution)< 7Hte] 5.0 x 10" AME/nLe] $=7F HE2 deale gzadr;, dojx AE A 0.1 il g 7}
2% 9 6 vhele] F= wuk9-22(CAnN.Cg-Foxnlnu/Cr1Crlj, Charles River Laboratories Japan, Inc.)2] A& ¥
skl o] 2kqlth. shekE AC10 me/ke, 19 13], 219 w9 9 §HE B(100 mg/kg, 1 13, 214 &SHE 7
7 g0 T dAE A48l A4 T3t

Tol ANYS 0YE w3, o]F 2, 5, 7, 9, 12, 14, 16, 19 @ 210 Z} mpgof whApE Foke] AA T}
G S Digimatic Z22] ¥ (Mitsutoyo Corporation)@® A3} t}.

olate] Alo] wal, FFAA, H|EYAHS AT
TV = A7 (m) x &4 (m)/2

RTV = S L] TV/Fo] 7iA L] TV

RIVS] 298 % 5 % = 50 fofaisith. s1518 A 2 3518 B 8L, 474 wm Foldk F9ot sl
o A 5% FFF 2E JYERAY. g, Z2-9wES RV diste] 35E A9 S3tE BE QG =E
gk two-way ANOVAE AAISH A3, FAI8HE FoAd2 A A AT, TS5 SdddAe a7t s3tE
A2 S3HE Bo W& o3 gl
Fx5
24 59 74
P 1.30£0.19 | 1.8640.45 2.45+0.71
S A T 0.95:0.08 | 1.27+0.07 1.59+0.16
A= A IF 0.69+0.05 | 0.61+0.05 0.56+0.10°
s A9 FFE B 2 IF 0.59+0.05 | 0.49+0.10 0.44+0.09
9d 12¢ 149
T 3.19+0.89 |5.71+1.58 8.88+2.26
A8 A IE 1.85+0.13 | 3.20+0.32 4.76+0.49
F4E A IF 0.57+0.07 | 0.65+0.08 0.73+0.12
B398 A2 BT B 2F 35 [0.3620.11 | 0.4840.16 - | 0.4640.17
16¢ 194 21
B 12.13+3.46 | 18.4746.88 | 23.08+8.72
FFgE A I8 6.19+0.95 |9.60+1.99 11.53+2.57
AE A IF , 0.93+0.13 | 1.65+0.37 2,23+0.51
32 A 2 39S BY 2¢% IF 0.59+0.20 | 0.78+0.26 0.95+0.38
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