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in vitro, Notch > 7 F DV J7 2 FO—>To % Delta-like 4 OHFIFUEADEGIZL Y, 6
FEFE O & b EME R E A OB~ (AR 72) IS N Bl s -, 2oz BRix
Ml E I DAN OSRR)OMENZ LD Z L2 /RIE Lz, MWD > 7 Ot oks
B LTI mpiiko 8523411 0 phospho-p53 DR EEZBIM L. & Z A%, HhHt
&L Notch > 7 F/LVHEHKITH 5 y -secretase inhibitor @ b hEMEF A EE T L~ 7 2
~BEH LT 2 A, BEREME O & AGFHE ORI RENBILE I N T,

WFFERC R OMEL (9530) -

In vitro, Delta-like 4-selective neutralizing antibody treatment significantly impaired
the cell proliferation rate of malignant mesothelioma (MM) cell lines, which was
accompanied by an increase in phosphor-p53 levels. These effects partly involved
induction of growth arrest to MM cells. /n vivo, treatments with Delta-like 4-selective
neutralizing antibody and vy -secretase inhibitor (an inhibition of Notch signaling) not
significantly decreased the growth rate of MM. Finally, Delta-like 4-selective
neutralizing antibody treatment also not significantly extended survival interval in an

implant animal model of MM.
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Notch > 7 F VI fER DR « 43k - B
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~ 7 AR T LB W T, £ Notch
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Delta-like4 (DLL4) Z[L%E4 5 Z &iZ
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FNEHRE L TETWA (AsadaM, etal,
Yamanda S, 1nt J Cancer 123, 511-8,
2005, Okazaki T, Yamanda s, et al, Am
J Pathol 171, 1093-103, 2007), & ED
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RT-PCR, 7wm—H%A ~h A KU —(FCM) %
FAWT, b bR EIEMTH D
MSTO-211H (Z1F 5, Notch ¥ 7 F /L D3
BRO, Fx OOV EMEHULIZL S in
vitro TN L EEFE K O IR FE ~ D 5288
BRI 5, ZORICE LT, Fxix
LIRT DRI TREIZHESL LTV D, &
DEERT, 1=H) L 725 Notch > 7 L5y
F- (T 5EBR ClX Jaggedl ) Z3E L
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in vitro cell counting kit (WST-8) %
HAWT, Notch 7 F LDl RDO—
STdH 5 Delta-like 4 D fnHLIAD B 5
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SE~DE A Gt LA R, 3 HH DK
SRR (Boug/ml) TiE, #920%; &
FE (500pg/ml) TIEH 70-80% D o Hs
WEOMIBINR ST, F7-, HEEKEM
(50pg/ml, 100pg/ml, 200upg/ml, and
500ug/ml) oD Al Fa B4 5iE o> #fl] & Bl52 S
7-. FIZ, BrdU/7-AAD kit % F\u 7= i
JEHIATICE Y, 1 B BORSICEHE
(500pg/m1) 1% DNA A R O ALK 30%
(EJR: 15%; 500pg/ml Delta—like 4
OFFIHUAR: 4.5% Ml sz, 2 b
DOFER NS, Delta- likel40)q3$D?Lﬁﬁ
FHNAJE B (512 DAN D ERR) O FiNC
AR R D HEFE 2 B L 7= 2 & D3R é%wi.
HEEEDOIEI D A = X N E T 570
IZ, Western blotting analysis % >
T, B & pb3 ICHEHE L,
Delta-like 4 ®FFifiiADO K EHIZ L D
AL, 1 BAORSICHE LR
R72 <, #I20% OTEMAL p53 DIEBLDOHE
M ST
invivo, 6 JfH SCID <~ 7 A 18 L ({AH,
T AE RS 22.5+ 1. 1g) ZREA L,
1 A% ICAREZ - 72 ECHRESIC
BRI 72 (BE1: xtHREE [8PT]; #f2:
v —secretase inhibitor @ ¥ 5 Ef
[Notch ¥ 7 FAFHEHTH Y, KFEFRO
H1C positive control & L THL Y A7z,
5PC]; B 3: Delta—like 4 FFnHLADE
HRE, 5U8). MARIORREORE (1
+ FEUE(REZE) 1B 2 ICREL (21.6 + 0.7),
B2 (22.2 = 1.2), 3 (21.5 £ 0.9)
TL7= (P=0.85). FHIZ, 3X10° /300
u 1 PBS/MSTO-211H cells % SCID = 7 &
DO TFIZEANL, mesothelioma £ FET
N AR ERL L=, 5 HEND, BE 1
IZ 500 u1/ PBS/150 n 1 DMSO/d; #E 2
|2 bmg/kg/d &K B D vy -secretase
inhibitor ; #t 3 IZ 100mg/kg/d @
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ol 1HEBSNIOEHBEOKRE &%
WMo, 4 B@EBICEEZRY, vV X%
BlLizEomERV L, EX2H-7
MABDOEREORE (g), YA X (I
EX R &EX0.52 mm*lIc X VEHE SLTE)

EOEOES (g) (FH=EEERZE) X
Wl A2/, 21.8 = 1.1, 1240.8 £ 432. 0,
0.58 = 0.08; #£2, 22.5 = 0.7, 696.3
+ 292.6, 0.51 = 0.06; #£3, 21.5 =+
1.8, 669.7 £ 243.2, 0.57 = 0.10 T
Lk(P=OAL(Mm[ﬁ25:3ﬁﬁ1
(2, P <0.05], 0.29). I, botk
BRI WET L (g %%:f/v)%f?Fﬁk
L , vy -secretase inhibitor &
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$ﬁ4’ﬂﬁ‘5aﬁiﬂ%fﬁﬁbt 7,

WalEE 7 V2B D201, MED |
fﬁﬁf%éﬂ@@@%@&ﬁ%ﬁﬁo
7o, Fint, ER b0V ofilazE b
FTHUX W ZRET Lz, fBRELT,

6 FEFEOMa DIz 1 FFE/ZT SCID <
AfeDHCTHERTEDH I LR LT
HIZ 10° cells/~ ™ A, 10° cells/~ 1w
Z R TR 107 cells/~ 7 AP 3 AR T
SCID w7 Azl L& 2 A (5 UL/RE),
W OAEFHIMORILE (&) 1X 40 A
(35-50 H), 29 A (25-33 AH) & 20 H
(13-29 H) Thot=. WaE CITENMEFR
JEDAGFHMN E LD TEHN Lnb,
10" cells/~ U A DfifuF b8 AICAR
BeG- ORI, ~ T ADHEZ
sEpEh R EMEZEAL, 5 BN D,
lkg (KEH 7~V bmg D y —secretase
inhibitor & 100mg @ Delta—1like 4 @
MR DOERNER G2 m ARG L. xR
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vy —secretase inhibitor & Delta—like 4
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(#PH) 1 ZB %~ 1c 23 B (17-27 H) & 24
(19- 28)'(3?)071 (P >0.37),

VI EDOFERMS, Delta—like 4 > 7L
Ne NEMEFEED in vivo TORE%
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AEFZEClE in vivo DFERIT in vitro @
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L TlEDelta-like 4 DHFFIFARN 2 A5
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R FE AN HIEH 23 L 5 472 Do 7= AT REME
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