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“ktactivating factor (PAF) is a potent proinflammatory meditor produced
. membrane glycerophospholipids. PAF is secreted from a broad range
“# such as basophils, mast cells, monocytes, macrophages, neutrophils,
_wphils, vascular endothelial cells, and platelets. PAF triggers a variety of
logical reactions through its G-protein coupled receptor, PAF receptor
R). It was reported that the expression of PAFR is higher in high-grade
7. So far, it was suggested that the proliferation, migration, and invasion
ywere increased by the treatment of PAF; however, it was still unclear
ithe mechanism of invasion, metastasis and so on. We found that
migrating ability of cancer cells from apical part of endothelial cells into
W&l nart of them was induced upon stimulation of PAF. We have analyzed
_mression of PAFR in tumor metastatic environment and will discuss how
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Role of secreted frizzled-related protein-1 in tumor

e angiogenesis
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creted frizzled related protein-1(sFRP-1) is soluble protein thought to
cre with the Wnt signaling. This protein expresses in the blood vessels
', ; mouse embryogenesis and modulates vascular cell proliferation.
“yer, aberrant activation of Wnt signalmg is involved in several human
wancies. In this study, we aimed to investigate the role of sFRP-1 in
growth and angiogenesis. To better understand the role of the sFRP-
A pathway in tumor vascular formation, we examined tumor volume
" croenvironment of Lewis lung carcinoma (LLC) cells implanted onto
“tks of sSFRP-1-null mice. Unexpectedly, sSFRP1 deficiency significantly
ed LLC graft growth in vivo, which was accompanied by a higher
heral St density with a large amount of small vessels. From these results, we
+hi Cancer ¢d that sSFRP-1negatively regulates tumor angiogenesis and this may
‘ndocrinolo therapeut]c potential of sfrp1 protein in cancer.
: Angiogenesis, Wnt
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Critical Role of aquaporin-3 in vasculogenic mimicry of
1 gastric adenocarcinoma
riogenesis &, Li Yang, Zekuan Xu (Dept. of General Surgery, Nanjing Medical

ve:The objective of this study was to investigate the critical role of
in-3 in vasculogenic mimicry formation of GAC, and then reveal the

tected in

ter gene
stion of VAShr mechanisms involved.
CC cells, Bis: The silencing of AQP3 (with lentiviral shRNA) in human GAC

‘e examine€ 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 inveriA Three-dimensional culture model was utilized for experiments in
VASH2 3'U

ied E-cadheThe silence of AQP3 or inhibition of PI3K/AKT signal pathway in
sion and d/l led to a significant decrease in VM formation; Down-regulation of

“ated genes such as vascular endothelial (VE)-cadherin, membrane
target vanatrix metalloproteinase (MT1-MMP), and matrix metalloproteinase-
on (EMT) *2) appeared correspondingly.
sions:The results of this study reveal AQP3 as an important regulator
fc 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
serapeutic target for the inhibition of GAC angiogenesis and tumor
‘ment by cutting down the blood supply from VM.
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Endothelial Cells via p53-mediated Death Receptor Up-
regulation
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CSC-3436 is a 2-phenyl-1,8-naphthyridin-4-one (2-PN) derivative, was

synthesized and evaluated as an effective antitumor agent. However, its role

in tumor angiogenesis is unclear. This study investigated the effects of CSC-

3436 and the mechanisms by which exerts its antiangiogenic. We found that

CSC-3436 significantly inhibited microvesselformation. CSC-3436 inhibited

proliferation of human umbilical vein endothelial 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 -8, as well as with the cleavage of poly (ADP-ribose)
polymerase by Western blotting assay. Such sensitization was achieved
through up-regulation of death receptor(DR). CSC-3436 was also capable of
increasing the expression level of p53. The results of this study indicated that

CSC-3436 exhibited vascular targeting activity associated with the induction

of DR-mediated endothelial cell apoptosis through p53 up-regulation, which

suggests its potential as an antivascular and antitumor therapeutic agent.
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Direct renin inhibitor suppressed the

hepatocarcinogenesis via angiogenesis suppression in rats
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Kaji, Hiroshi Fukui (Nara medical university third department of internal
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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 angiogenesis inhibition. The aim of our
current study was to elucidate the effect of a recently developed direct
renin inhibitor (DRI),Aliskiren, in the rat hepatocarcinogenesis model.
Hepatocarcinogenesis model was induced in male F344 rats by the choline-
deficient L-aminoacid-defined diet for 12 weeks. The hepatocarcinogenesis
was examined with clinically comparable low doses of DRI, especially in
conjunction with neovascularization. The glutathione-S-transferase placental
form-positive pre-neoplastic lesions were markedly attenuated by DRI along
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 potential
new strategy against hepatocarcinogenesis in the future.
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Newly developed oral iron chelator inhibits murine
hepatocarcmogenesxs via multiple actions
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Iron 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 angiogenesis. This study was
designed to elucidate the effect of deferasirox (DSX), 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-amino acid-defined (CDAA) diet for 12 weeks. DSX at clinically
comparable low dose suppressed CDAA-induced hepatocarcinogenesis in
pallarel with the suppression of oxidative DNA damage and lipid peroxidation.
Additionally, 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 clinical practice, this agent may represent a potential
new strategy against hepatocarcinogenesis with multiple steps including anti-
angiogenesis in the near future.

Keyword: Reactive oxygen species
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