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.11"-ωC-3436 Induces Apopω鈍。f Human Umbilical Vein 
Endothelial Cells via p53-mediated Death Receptor Up
reg凶ation

!J二也I且 LIU t， SHENG-CHU KUO' , TZONG-DER WAY' ('Grad. 1nst. of 
PharmaceuticaI Chemistry, China MedicaI U叫眠，Taiwan， ' Dept. of Biologiωl 
Science and Technology, China Medical Univ. , Taiwan) 
CSC-3436 is a 2-phenyl-1 ,8-naphthyridin-4-one (2-PN) derivative , was 
synthesized and evaIuated as an effective antitumor agent. However, its role 
in tumor angiogenesis is unclear.τbis study investigated the effects of CSC-
3436 and the mechanisms by which exerts its antiangiogenic. We found 出at
CSC-3436 significantly inhibited microvesselformation. CSC-3436 inhibited 
proliferation of human umbilicaI vein endotheliaI cells (HUVEC) by induction 
of apoptotic cell death in a concentration-dependent manner. CSC-3436 also 
suppressed HUVEC migration and capillary-like tube formation. We were 
able to correlate CSC-3436 induced apoptosis in HUVEC with the cleavage 
of procaspase-3 and 品， as well as with the cleavage of poly (ADP-ribose) 
polymerase by Western blotting ass那 Such sensitization was achieved 
through up-regulation of death receptor (DR). CSC-3436 was aIso capable of 
increasing the expression level of p53. The results of this study indicated 出at
CSC-3436 exhibited vascular targeting activity associated wi出 the induction 
of DR-mediated endothelial cell apoptosis through p53 up-regulation, which 
suggests its potential as an antivascular and antitumor therapeutic agent. 
Keywords: Angiogenesis, Death Receptor 
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阻阻昆四 D伽i廿悶叫E缸叫，ct r閃e咖 i岫n曲hi制b訓itoω…E
he叩p伊aωc臼ar此ci恤no唔'ge阻ne臼si誌s 、v吋F晶ia a扭ngiogenesis suppression 扭 rat臼s 

Yosuke A釗iha缸r2， Hitoshi Yoshiji , Ryuichi Noguc凶， Tadashi Namisaki , Kosuke 
Kaji , Hiroshi Fukui (Nara medical university third department of internal 
medicine) 
多 y 卜|ζ副主志直接的U二Y阻害鑫仿血管新生抑制老介 iJ T.:肝凳癌抑制劫果

相原洋祐、吉治仁志、野口隆一、波崎正、鍛;台孝祐、福井博(奈良果

立區科大字第 3 內科)
We previously reported that the renin-angiotensin system(RAS) plays 
a pivotal role in hepatocarcinogenesis, and clinically used several RAS 
inhibitory agents suppressed it via angiogene剖s inhibition τbe aim of our 
current study was to elucidate the effect of a recently developed direct 
renin inhibitor (DRI) ,AIiskiren , in the rat hepatocarcinogenesis mode l. 
Hepatocarcinogenesis model was induced in maIe F344 rats by the choline
deficient l.raminoacid-defined diet for 12 weeks.τbe hep咀tocarcinogenesis
was examined with clinically comparable low doses of D眩， especially in 
conjunction with neovascularization. The glutathione-S-甘ansferase placental 
form-positive pre-neoplastic lesions were markedly attenuated by DRI aIong 
with the suppression of neovascularization and VEGF in adose-dependent 
manner. Our in vitro study showed that renin significantly augmented the 
in-vitroangiogenesis, whereas, interestingly, DRI did not inhibit the renin
induced EC proliferation even at high dose. Since DRI is widely used in the 
clinical practice without serious side effects, DRI could represent a potentiaI 
news甘ategy against hepatocarcinogenesis in the future. 
Keywo昕ds: Angiogenesis, Hepato臼llular carcinoma 
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E噩噩噩 Newly d叫oped 0叫的n chelator inhibi的 murine
hepaωcarcinogenesis via multiple actions 

基金旦旦k立五星ji， Hitoshi Yoshiji , Ryuichi Noguchi , Yousuke Aihara , Tadashi 
N缸nis位ci ， Hiroshi Fukui (Third Dept. of InternaI Med., Nara Medical Univ.) 
多樣在耳機序1i:~.Q新規經口錶牟U一卜淘~a.>肝凳癌抑制勁果

鍛;台孝祐、吉治仁志、野口隆一、相原洋祐、浪崎正、福井博(奈良與

立區科大字第 3 內科)
1ron overload plays an important role in hepatocarcinogenesis via 
accumulation of reactive oxygen species (ROS) in the liver. Moreover, ROS 
is known as a key mediator promoting tumor angiogenesisτbis study was 
designed to elucidate the effect of deferasirox (DS劫， a newly developed 
oral iron chelator on hepatocarcinogenesis in conjunction with ROS and 
angiogenesis. To induce hepatocarcinogenesis, F344 rats were fed a choline
deficient l.ramino acid-defined (CDAA) diet for 12 weeks. DSX at clinically 
comparable low dose suppressed CDAA-induced hepatocarcinogenesis in 
pallarelwi由 the suppression of oxidative DNA damage and lipid peroxidation. 
AdditionaIly, these inhibitory effects occurred almost concurrently with the 
attenuation of neovascularization and vascular endothelial growth factor 
(VEGF) expression in the liver. These results indicate that DSX inhibits 
hepatocarcinogenesis through antioxidative and antiangiogenic effects. Since 
DSX is widely used in clinicaI practic皂， this agent may represent a potential 
new strategy against hepatβcarcinogenesis wi出 multiple steps including anti
angiogenesis in 出e near future 
Keyword: Reactive oxygen species 

: activatio略l!III The role of PAF and PAFR in ma1ignant 個ncer cell 
~ s reports migration and metastasis 
~tivated b也且Tahara'且， Yumi Kinugasa' , Takahiro Matsui' , AIcihiro Kawauch戶，
'ed in Tie1-Jeharu Miki' , Nobuyuki Takakura' (' Dept. of Signal Transduction，即MD，
~or of Tie~ Univ., ' Dept. of Urology, Kyoto PrefecturaI Univ. of Med.) 
press Tiel摳，仍浸潤﹒耘移lζ扮 1::t.Q PAF-PAFRa.>役割 lζ :Jl，'τω檢討

秀_ 1.2、衣笠由美 1、松井崇浩 1、河內明宏2、三木 tê5台2、高倉伸

hd phalan，;大阪大字微生物病研究所情報信達分野、 2京都府立區科大字泌
fce?t fO;，.~!ti字教室)
narker Ki6 F 叫叫做也ctivating fac川'AF) is a 阿ent proinflammatory meditor produced 

membrane glycerophospholipids. PAF is secreted from a broad range 
[ture havi~.n'~~~h'~-b;~~;hil~~-;;~;t'~~ií~:~~~~c;te; ，-~~~;~ph~~~;， ~e-;tro~hils~ 

祖phils， vascular endotheliaI cells, and platelets. PAF 甘iggers a variety of 
~ a phala~~i~~1 ~~~~ti;;-n~ 血rough its G-protein coupled recepto丸 PAF receptor 

珊. 1t was reported that the expression of PAFR is higher in high-grade 
'.So f;缸， it was suggested that the proliferation, migration, and invasion 
were increased by the 甘eatment of PAF; however, it was still unclear 
the mechanism of invasion , metastasis and so on. We found that 

:migrating ability of cancer cells 企om apical part of endotheliaI cells into 
b~i.chi lwai_;t ~fthem: ~a~ induced upon stim~latio~ of PAF. We have analyzed 
fi~ sur~~~~;essi~n~i PAFR in tu~~r ~etastatic en吋onment and will discuss how 
防訟zmlatesinMor i且也e session 

rords: PAF, migration 
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Tumor angiogenesis (2) 

r pauen.- 腫圈，血管新生 (2)

metastas ÍlSOO: Noritaka Ohga (Dept. ofVascular Biol., Dental Med., Hokk剖do
~sized to 仕 Univ.)
evious stud:大賀則孝(北海道大字
I repeated 
þgenesis aa Role of secreted 台izzled-related protein-l in tumor 
InglOgeneSJ anglOgenes崎

is real-ti~旦旦且壁畫， Nobuyuki Takakura (Dept. of SignaI Transduction, RIMD , 
FN1) wereIUniv.) 
is one of ~管新生lζ <B I::t.Q secreted frizzled-related protein-l 仿役割
y鉛盯weaE浩康、高倉伸幸(大阪大字微生物病研究所情報信達分野)
ns COI…teceEd 蚯蚓ed 叫ated pro胎in-1(sF腔'-1) is soluble protein thought ω 
medVEGE荒草 theW山ignaling. This 仰岫 expresses 扭曲e blood ves能Is
rith elevat: 

，~mouse embryogenesis and modulates vascular cell proliferation. ed higl' 
'pver, aberrant activation of Wnt signaling is involved in severaI human 
lancies. 1n this s仙dy， we aimed to inves位gate the role of sFRP-1 in 
growth and angiogenesis. To better understand the role of 仕1$ sFRP,pathway in tumor vascular formation , we examined tumor volume 

MVAsmjJ;environm酬。f Lewis lu時 carcinoma (LLC) ceJls implanted onto 
is in hepaf~'v 

-rks of sFRP-1-nuJl mice. Unexpectedly, sFRP1 defìciency significantly 
n' , Yasufi;t~d ~LC ~.~aft ?rowth in vi;o ,_ whi~? was ~cc2mpa~，ied by a ~igher 
向1:呼的n吻叫出 a larEE -amountofmall vessels.From 伽se resul筒，明

;hi' Ca，;;;;~~ ~d that sFRP-1negati叫y regulates tumor angiogenesis and this may 
jndocrin叫herapeutic 倒叫aI of s旬1 pro岫 inc卸的

阱: Angiog凹的i丸 Wnt

~-anglOgen(_一

:edicted it. CriticaI Role of aquaporin-3 in vasculogenic mimicry of 
sformatior gastric adenocarcinoma 
tiogenes的哩， Li Y:缸晦， Zekuan Xu (Dept. of General Surgery, Nanjing Medical 

and 

齒字研究科血管生物字教室)

tected in Hive:The objective of this study was to investigate the critical role of 
ter gene asjiÌn-3 凶 vasculogenic mimicry formation of GAC, and then reveal the 
組on of VASlar mechanisms involved. 
CC ceJls, E~s: 甘1e silencing of AQP3 (with lentiviral shRNA) in human GAC 
'e examinece SGC7901 was performed to investigate the role of AQP3 in VM by 

ing the change of VM formation and the expression of VM related 
!) was invenA Three-dimensional culture model was utilized for experiments in 
VASH23'U 
led E-cadheì:The silence of AQP3 or inhibition of PI3K/ AKT signal pathway in 
;ion and d~lled to a signi且cant decrease in VM formation; Down-regulation of 

2ted genes such as vascular endothelial (VE)-cadherin, membrane 
target vama甘ix metalloproteinase (MT1-MMP) , and ma甘ix metalloproteinase-

on (EM切的) appeared correspondingl耳
sions:The results of 出s study reveaI AQP3 as an important regulator 
~C adenocarcinoma VM by mediating the expression of VE-cadherin, 
~Mp， and MMP-2 through PI3K/ AKT signal pathway in SGC7901 
rmore , AQP3 and related molecular pathways may represent a 
erapeutic target for the inhibition of GAC angiogenesis and tumor 
ment by cutting down the blood supply rrom VM. 
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