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HIF-1a % grade IV, IIT Tid grade I, I IZHE~_CREBHBOBICEERICE &
bz, grade IV TIIIME ) HRENTZEBALD 2 VWITEFEEFICIR FE L TV
7z (K10), HIF2 o iZEEMBEEICHbNI2H grade I X 2B WIIA bR
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& A 7D U251 fkR L W pb3 28 wild & 70D UST #j D 2 iE % AV -,
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fEF L. apoptosis index IFHEICHM L 7= (K2 6), CPT-11 IX ACNU RERRIZ
LTS, BEEMREOEAEME., 7R — XOHEBIZMZ T, AT VEGF 3
B, MEHE 2 UNEROBFEL ERICHHE T Z LA LN I N, TD,
FERITEMES ) —v TEERER L LTERATH L BRI THY , £<
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CPT-11 @ invitro TOMEFRAEIMBIBIROMERICH &D&, CPT-11 DIMEHTA
MR EZRDADITERATEBAE - FaRkEE At/ —Ivs 27
Pa—) ORFEERLTL, CPT-11 OREFERFEEZEHBICHRE
(10mg/kg[A #£], 40 mg/kg[B BE] DIEENERE 2 BHES 1-56 H, 8-12 A) &K
FAEFHRS (Img/keg[C #¥], 4mg/kg[D BE]DEMENIR 5% 21 BEIER) 2o
TiTleoTz, a¥ ha— TR CPT-11 |5 TIIWTHh OB T H ESINH IR
Rhbhie (K2 7), PEZIRIZA=B=D>CThol, B2l BHIZE
BOvU ANLEEEZRH Lz, CPT-11 IR 5EFDOEEAERM Tk VEGF OZFE, M
ERENEBELVPAERIEN-TZ (X2 8), CH.DHETIE LEMOKEDD & |
BO 2l BMO®RE %L 2 a—X{ToTz, WEHIMICIIEFHEEN LN D, 18
BRI VEOHEEOKRLERNE N (K2 9), A v/ —Iv7 - XFTa
—WZ L VEFH 7 7 BMOIEHE, CPT-11 ORI EBIX C BT 63 mg/kg, D BT
252 mg/kg IZ/2 D MEEBA B2 <. FREIZRGF THLREWERIZA L RH
o7z, —J. BEETIX 21 BB, CPT-11 OREEBIX 400 mg/kg 720 |
&5 OEFEMFEIIERICA LNTR, FEBD A ONEHE~DRIEANE 2L
iz,
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II-3 7V F—=< D HIF-1 o BEONE|E DHER
[B &]
CPT-11 ® HIF1«. VEGF ZEMEIC & 2 mMEFAINE - EEHEEIMHEIZIR D
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2ME, resveraltol i3V A —<® HIF1 o« MIFIHE L L COMRERIPHF/TE B,
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1. CPT11iZiZ invitro T, 1) 7' U A —<#lila® HIF-1,VEGF DI,
2) 7720 B PN RO BRI FE AN S L OV R RIS R34 B Tz,

2. CPT11 T in vivo TV A —-= OWFEME], M HAEMFI B4 b,
BlA e, —Iv7 - X Y=a—/v (BREREERS) IPEEEHME
BEOHREFAKTHY . DEFEMGERANEELE RHEEETHY .,
FEERDEWVWIEMERZBEB T2 /A TEETHD, /=, ACNU fittED
[EFHROEEMHR I P/FTE 2,
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OB EER TORE, EEML S O VEGF 2 REH YR TH s HhREBRD
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BIZ JIT 2 B O e EAFEITBEA 2 < RIIMBEATRATE 5, £Z T, JIT®D

MEFEMEIBRE SV A —~ET L TR L,

et - ikl

JIT DIERRE. RBEREGFRZ~ VX (B 6B, EH4 3H) TERSED

ZEZEY. PV A~ R TR0 & R L,
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JIT BRREFERL-ER~ U A THEY > Yy 7%y bD NK MMELE
(Tablel) 3 L O NK 7&HE (K 31) BEEBICHAI N, EEOLEEEIE R
ez (X3 2, Table 2), EFOHEIEE. BEEOHEKITITENRALNR
Motz (’33)),
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JIT D~ 7 AR 5 REREERICIN R C WS AMHIZI R 50N
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[¥X] 1 VEGF concentration in glioma tissues
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[X] 3 VEGF /sFItl ratio predicts prognosis in patients with gliomas
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[¥] 5 sFIt-1 correlation between other parameters
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¥ 6 VEGF and Fit-1 mmunohistochemistry in malignant glioma
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(%] 7 sFIt-1 transfection into U87 glioma cells: RT-PCR analysis
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4] 9 sFIt-1 transfectant in vivo growth
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41 0 Hypoxia-inducible factor expression in gliomas

HIF-1«a expression in glioblastoma: note staining in the distant area from vessels
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X1 1

Relationship between HIF expression and angiogenesis
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X1 3 Angiopoietin expression in gliomas

Angiopoietin-1 expression in glioblastoma
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X1 4 Relationship between angiopoietin expression and angiogenesis
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4] 1 6 Vascular change of gliomas and HIF / Ang expression

Ang 2

100%
80% <
60% -~
40% -
20%

0%
PA LGA AA GBM

PA LGA AA GBM
HIF-1 o

Co-option of existing

<+— Early

stage

Late e

stage

[X] 1 7 SN38 inhibition of glioma and endothelial cell proliferation (WST8 assay)
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[X] 1 8 SN38inhibition of HIF1-a./ VEGF mRNA expression
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X1 9 Western blot analysis of HIF1-a expression
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%] 2 1 SN38 inhibition of endothelial cell tube formation
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2 2 Quantitation of SN38 inhibition of endothelial cell tube formation
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X2 3
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[X] 25 VEGF expression. A: control, B: CPT-11 treatment, C: VEGF ELISA of
tumor tissues
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X2 6 CPT-11 treatment inhibits angiogenesis (A), tumor cell proliferation (B)
and enhance tumor cell apoptosis (C)
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[¥] 2 7 CPT-11 metronomic treatment inhibits U87 glioma growth
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¥ 3 0 2ME inhibits HIF1-a expression of glioma cells: real time RT-PCR

analysis
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X 3 1 Elevation of NK cell ratio with JTT treatment on old mice
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X 3 3 GL261 glioma growth with JTT treatment
A: Young mouse
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Table 1 Surface phenotypic analysis of spleen lymphocytes
with/without JTT treatment
Groups NK cells  NKT cells T cells CD4/CD8a
(%) (%) (%) ratio
Young Control  1.97+0.52 095+0.23 293+0.86 1.59+0.19
n=4
Lowdose 2.12+0.46 0.91+£042 303+£2.69 1.45+0.13
n=4
High dose 2.06+£042 096+025 312+295 139+0.14
n=4
Old Control  1.88+0.14 1.88+0.34 28.1+2.65 2.12+0.59
n=4
Lowdose 2.26+042 124+030 24.7+5.09 2.11+0.36
n=4
High dose 2.46 * 1.58+0.36 23.4+138 2.40+0.13
n=4 0.34*
Table 2 Vascular and proliferative characteristics of tumors
with/without JTT treatment
Groups Vessel Vessel area Ki-67 VEGF
numbers (%) Positivities ~ Positivities
/0.13 mm’ (%)
Young  Control 13.7+2.75 571+£233 71.2+5.40 ++
=9
Lowdose 139+7.65 3.13+131 74.1+743 ++
n=>5
High dose 13.2+4.75 284+0.85 72.0+2.78 ++
n=>5
Old Control  13.1+4.60 438+124 74.4+401 ++
=9
Lowdose 12.5+2.27 2.72+£0.82* 72.8+2.75 ++
n=4
High dose 11.7+4.29 1.89+0.44* 70.8+1.84 ++
n=5
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Kamiyama H, Takano S, Tsuboi K, Matsumura A. Anti-angiogenic effects of SN38
(active metabolite of irinotecan): inhibition of hypoxia-inducible factor 1 alpha
(HIF-1a)/vascular endothelial growth factor (VEGF) expression of glioma and growth of
endothelial cells. J Cancer Res Clin Oncol. 2005 Apr;131(4):205-13.
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