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1) Tsunoda S., Sakurai H., Saitoh Y., Ueno Y., Koizumi K., and Saiki I.: Massive T lymphocyte
infiltration into the host stroma is essential for FGF-2-promoted growth and metastasis of
mammary tumors via neovascular stability. Am. J. Pathol., 174: 671-683, 2009.

Abstract: Inflammation in the tumor stroma greatly influences tumor development. In the present study,

we investigated the roles of fibroblast growth factor (FGF)-2-induced chronic inflammation in the

development of 4T1 murine mammary tumors. Administration of FGF-2 into the tumor inoculation site
during the initial phase of tumor growth enhanced tumor growth and pulmonary metastasis as well as
microvessel density in tumor tissues in normal but not in nude mice. Infiltration of T lymphocytes and
macrophages, recruitment of pericytes/vascular mural cells in neovascular walls, and the expression levels
of cyclooxygenase (COX)-2 and vascular endothelial growth factor A (VEGFA) were also enhanced in the

FGF-2-activated host stroma of normal mice. In addition, FGF-2-induced tumor growth and metastasis

was abrogated by administration of either an immunosuppressant, FK506, or a COX-2 inhibitor. FGF-2

enhanced prostaglandin E(2) secretion in cultured T lymphocytes. In addition, VEGFA secretion was



increased in a co-culture of T lymphocytes and fibroblasts in vitro. These results indicate that the massive
infiltration of T lymphocytes into FGF-2-activated host stroma during the initial phase of tumor growth
enhances neovascular stability by regulating endogenous COX-2 and VEGFA levels because both
compounds are known to play important roles in marked 4T1 mammary tumor development via
FGF-2-induced inflammatory reactions.

2) Yasuda K., Nagakawa O., Akashi T., Fujiuti Y., Koizumi K., Saiki I., and Fuse H.: Serum
active hepatocyte growth factor (AHGF) in benign prostatic disease and prostate cancer.
Prostate., 69: 346-351, 2009.

Abstract: BACKGROUND: Hepatocyte growth factor (HGF) is secreted as an inactive single-chain

precursor called pro-HGF. Pro-HGF is converted to an active two-chain form by HGF activator and

matriptase. We attempted to clarify whether serum levels of active HGF (AHGF) could be used as a

marker of prostate cancer. METHODS: Serum levels of AHGF and total HGF (THGF; pro-HGF + AHGF)

were measured by enzyme-linked immunosorbent assay in 38 patients with benign prostatic disease and

160 patients with prostate cancer. RESULTS: Serum levels of AHGF in patients with untreated prostate

cancer (0.37 +/- 0.12 ng/ml) were significantly higher than those in patients with benign prostatic disease

(0.28 +/- 0.08 ng/ml) (P = 0.0001). Serum AHGF levels were increased in patients with stage D or D3

compared with stage B. In addition, there were significant differences in serum AHGF levels between

patients with well-differentiated and poorly differentiated adenocarcinoma. Furthermore, the mean serum

AHGF/THGEF ratio in patients with stage D3 prostate cancer was significantly higher than that in patients

with stage B. CONCLUSIONS: AHGF may be a potential tumor marker for prostate cancer. Further

studies in large groups of patients are needed to define the clinical value of AHGF. 2008 Wiley-Liss, Inc..

3) Sunghwa F., Sakurai H., Saiki 1., and Koketsu M.: Iodine-catalyzed etherification of
morroniside. Chem. Pharm. Bull., 57: 112-115, 2009.

Abstract: In this study, we describe a highly selective etherification procedure of unprotected morroniside

catalyzed by molecular iodine in acetone. The etherification reaction furnished 7-O-alkyl ether derivatives

in reasonable yields within few hours under neutral conditions. Studies of the obtained products on

cytotoxicity activity in colon 26-L5 cell line were examined. Among the tested compounds,

7-O-dodecylmorroniside showed moderate cytotoxic activity, having IC50 values equal to 20.9 microM.

4) Kammasud N., Boonyarat C., Sanphanya K., Tsunoda S., Sakurai H., Saiki I., Andre I.,
Grierson D.S., and Vajragupt O.: 5-Substituted pyrido[2,3-d]pyrimidine, an inhibitor
against three receptor tyrosine kinases. Bioorg. Med. Chem. Lett., 19: 745-750, 2009.

Abstract:NP5006,the3-{2,4-dimethyl-5-[2-0x0-5-(N'-phenylhydrazinocarbonyl)-1,2-dihydro-indol-3-ylid

enemethyl]-1H-pyrrol-3-yl}-propionic acid, was designed as FGF receptor 1 inhibitor by computational

study and found to be more active against endothelial proliferation of HUVEC after the rhFGF-2
stimulation than SU6668 with minimum effective dose of 10 microM. NP506 inhibited the tyrosine
phosphorylation in FGF, VEGF, and PDGF receptors and the activation of extracellular signal-regulated
kinase (ERK), c-Jun-N-terminal-kinase (JNK) and AKT after the thFGF-2 stimulation. The introduction
of the phenyl hydrazide motif to the position 5 of the pyrido[2,3-d]pyrimidine scaffold led to the inhibitory
effect in two signaling pathways: inhibition of AKT activation in the phosphatidyl inositol 3'-kinase
(PI13K)/AKT signaling pathway and the inhibition of ERK and JNK activation in MAPK pathway.

5) Minoda Y., Sakurai H., Kobayashi T., Yoshimura A., and Takaesu G:: An F-box protein
FBXWS negatively regulates TAK1 MAPKKK in the IL-1p signaling pathway. Biochem.
Biophys. Res. Commun.,381: 412-417, 2009.

Abstract: TAKI1, a member of the MAP3K family, plays an essential role in activation of JNK/p38

MAPKs and IKK in the IL-1p and TNFa signaling pathway. Upon stimulation, TAK1 is rapidly and

transiently activated. While the activation mechanism of TAKI in these signaling pathways is well

characterized, how its activity is terminated still remains unclear. To identify the molecule(s) involved in

TAKI1 regulation, we performed tandem affinity purification (TAP) in HelLa cells stably expressing

TAP-tagged TAK1. FBXWS, an F-box family protein, was identified as a previously unknown component

of the IL-1B-induced TAK1 complex. FBXWS5 associated with endogenous TAK1 in an IL-1B-dependent



manner. Overexpression of FBXWS5 inhibited IL-1B-induced activation of INK/p38 MAPKs and NF-«xB
as well as phosphorylation of TAK1 on Thr187. Conversely, knockdown of FBXWS resulted in the
prolonged activation of TAK1 upon IL-1p stimulation. These results suggest that FBXWS5 negatively
regulates TAK1 in the IL-1P signaling pathway.

6) Cho S., Koizumi K., Takeno N., Kato S., Hashimoto 1., Sakurai H., Tsukada K., and Saiki I.:
Anti-tumor effect of combining CC chemokine 22 (CCL22) and an anti-CD25 antibody on
myeloma cells implanted subcutaneously into mice. Mol. Med. Rep., 2: 773-777, 2009.

7) Miyanaga S., Sakurai H., Saiki 1., Onaka H., and Igarashi Y.: Synthesis and evaluation of

myxochelin analogues as antimetastatic agents. Bioorg. Med. Chem., 17: 2724-2732, 2009.
Abstract: Myxochelin A (1) is an inhibitor of tumor cell invasion produced by the bacterium belonging to
the genus Nonomuraea. In order to obtain more potent inhibitors, a series of myxochelin analogues [2 and
(S)-3-17] were synthesized through the coupling of lysine or diaminoalkane derivatives and appropriately
protected hydroxybenzoate, followed by modification of functional groups and deprotection. These
compounds were evaluated for their inhibitory activity against invasion of murine colon 26-L5 carcinoma
cells. Among the synthetic analogues tested, compound (S)-6 which possesses carbamoyl group at C-1
was found to be the most potent antiinvasive agent and is considered to be a promising lead molecule for
the antimetastasis. Compound (S)-6 was also shown to inhibit gelatinase activities of MMP-2 and MMP-9
and in vivo lung metastasis in mice.

8) Senda K., Koizumi K., Prangsaengtong O., Minami T., Suzuki S., Takasaki I.,Tabuchi Y.,
Sakurai H., Doki Y., Misaki T., and Saiki I.: Inducible capillary formation in lymphatic
endothelial cells by blocking lipid phosphate phosphatase-3 activity. Lymphat. Res. Biol., 7:
69-74, 2009.

Abstract: Lymphangiogenesis plays critical roles under normal and/or pathological conditions; however,

the molecular contributors to this event were unknown until recently. In the present study, we first

employed gene chip analysis and confirmed that lipid phosphate phosphatase-3 (LPP3) expression was
increased until capillary formation in the conditionally immortalized rat lymphatic endothelial cell line.

Signaling responses occur when several lipids induce acute biological functions; further, lipid phosphate

phosphatases (LPPs) control their functions via dephosphorylation; however, there is no report on the

association between LPP3 and lymphangiogenesis. siRNA-targeted LPP3 significantly increased
capillary formation of human lymphatic endothelial cells; in contrast, it decreased cell adhesion to the
basement membrane matrix. Furthermore, the inducible effect of the LPP inhibitor on capillary formation
was observed. For the first time, we report that LPP3 abolishes accelerated abnormal lymphangiogenesis.
Blocking LPP3 activities may aid in the development of novel therapy for lymph vessel defects.

9) Shin M.S., Singhirunnusorn P., Sugishima Y., Nishimura M., Suzuki S., Koizumi K., Saiki I.,
and Sakurai H.: Cross interference with TNF-o-induced TAKI1 activation via
EGFR-mediated p38 phosphorylation of TAK1-binding protein 1. Biochim. Biophys. Acta,
1793: 1156-1164, 2009.

Abstract: Transforming growth factor-a-activated kinase 1 (TAK1) has been widely recognized as a

kinase that regulates multiple intracellular signaling pathways evoked by cytokines and immune receptor

activation. We have recently reported that tumor necrosis factor-o. (TNF-a)) triggers internalization of

epidermal growth factor receptor (EGFR) through a TAK1-p38a signaling pathway, which results in a

transient suppression of the EGFR. In the present study, we investigated the pathway of intracellular

signaling in the opposite direction. Ligand-induced activation of EGFR caused phosphorylation of the

TAKI1-binding proteins TAB1 and TAB2 in a TAKI-independent manner. EGFR-mediated

phosphorylation of TAB1 was completely inhibited by a chemical inhibitor and siRNA of p38a. The

phosphorylation of TAB1 was occurred at Ser-423 and Thr-431, the residues underlying the p38-mediated
feedback inhibition of TAK1. In contrast, phosphorylation of TAB2 was sustained, and largely resistant to
p38 inhibition. The inducible phosphorylation of TABI1 interfered with a response of EGF-treated cells to

TNF-a-induced TAK1 activation, which led to the reduction of NF-kB activation. Collectively, these

results demonstrated that EGFR activation interfered with TNF-a-induced TAKI1 activation via

p38-mediated phosphorylation of TABI.



10) Igarashi Y., Mogi T., Yanase S., Miyanaga S., Fujita T., Sakurai H., Saiki I., and Ohsaki A.:
Brartemicin, an inhibitor of tumor cell invasion from the Actinomycete Nonomuraea sp.
J. Nat. Prod.,72: 980-982, 2009.

Abstract: Brartemicin (1), a new trehalose-derived metabolite, was isolated from the culture broth of the

actinomycete of the genus Nonomuraea. Its structure and absolute configuration were determined by

spectroscopic analyses. The new compound inhibited the invasion of murine colon carcinoma 26-L5 cells

with an IC(50) value of 0.39 muM in a concentration-dependent manner without showing cytotoxic

effects.

11) Isono T., Kim C.J., Ando Y., Sakurai H., Okada Y., and Inoue H.: Suppression of cell

invasiveness by periostin via TAB1/TAKI. Int. J. Oncol., 35: 425-432, 2009.
Abstract: We have previously shown that the expression of periostin is significantly downregulated in
human bladder cancer tissues and that periostin suppresses cell invasiveness and metastasis of cancer
cells. To clarify the molecular mechanism of this suppression by periostin, we searched for
periostin-binding proteins and identified TAB1, which interacts with and activates TAK1, by mass
analysis of proteins co-precipitated with periostin in 293T cells expressing periostin. The association
between periostin and TAB1 was confirmed by a pulldown assay in 293T cells co-tranfected with
expression plasmids of periostin, TAB1 and TAK1. TAK1 was also co-precipitated with periostin in this
assay. Co-transfection experiments in 293T also showed that periostin could activate TAK1. Introduction
of siRNA for TAB1 suppressed TAK1 activation by periostin. Analyses with deletion mutants of periostin
revealed that the C-terminal region of periostin was necessary and sufficient for the association with TAB1
and the TAK1 activation. The suppression of invasiveness by periostin was attenuated by siRNA targeting
TAK1 or TABI in 293T (human embryonic kidney) and T24 (human bladder carcinoma) cell lines. These
findings indicate that periostin is involved in the suppression of cell invasiveness via the TAB1/TAK1
signaling pathway.

12)  Nishimura M., Shin M.S., Singhirunnusorn P., Suzuki S., Kawanishi M., Koizumi K., Saiki
I., and Sakurai H.:TAK1-mediated serine/threonine phosphorylation of epidermal growth
factor receptor via p38/extracellular signal-regulated kinase: NF-kB-independent survival
pathways in tumor necrosis factor alpha signaling. Mol. Cell. Biol., 29: 5529-5539, 2009.

Abstract: The kinase TAK1, a mitogen-activated protein kinase kinase kinase (MAP3K), has been widely

accepted as a key kinase activating NF-kB and MAPKSs in tumor necrosis factor alpha (TNF-a) signaling.

We have recently reported that TAK1 regulates the transient phosphorylation and endocytosis of

epidermal growth factor receptor (EGFR) in a tyrosine kinase activity-independent manner. In the present

study, we found that Thr-669 in the juxtamembrane domain and Ser-1046/1047 in the carboxyl-terminal
regulatory domain were transiently phosphorylated in response to TNF-a. Experiments using chemical
inhibitors and small interfering RNA demonstrated that TNF-a-mediated phosphorylation of Thr-669 and

Ser-1046/7 were differently regulated via TAKI-extracellular signal-regulated kinase (ERK) and

TAKI1-p38 pathways, respectively. In addition, p38, but not ERK, was involved in the endocytosis of

EGFR. Surprisingly, modified EGFR was essential to prevent apoptotic cellular responses; however, the

EGFR pathway was independent of the NF-kB antiapoptotic pathway. These results demonstrated that

TAKI1 controls two different signaling pathways, IkB kinase-NF-kB and MAPK-EGFR, leading to the

survival of cells exposed to the death signal from the TNF-a receptor.

13)  Zaidi S.F., Yamamoto T., Refaat A., Ahmed K., Sakurai H., Saiki I., Kondo T., Usmanghani
K., Kadowaki M., and Sugiyama T.: Modulation of activation-induced cytidine deaminase
by curcumin in H. pylori-infected gastric epithelial cells. Helicobacter, 14: 588-595, 2009.
Abstract: BACKGROUND: Anomalous expression of activation-induced cytidine deaminase (AID) in
Helicobacter pylori-infected gastric epithelial cells has been postulated as one of the key mechanisms in
the development of gastric cancer. AID is overexpressed in the cells through nuclear factor (NF)-«xB
activation by H. pylori and hence, inhibition of NF-kB pathway can downregulate the expression of AID.
Curcumin, a spice-derived polyphenol, is known for its anti-inflammatory activity via NF-xB inhibition.
Therefore, it was hypothesized that curcumin might suppress AID overexpression via NF-kB inhibitory
activity in H. pylori-infected gastric epithelial cells. MATERIALS AND METHODS: MKN-28 or
MKN-45 cells and H. pylori strain 193C isolated from gastric cancer patient were used for co-culture



experiments. Cells were pretreated with or without nonbactericidal concentrations of curcumin. Apoptosis
was determined by DNA fragmentation assay. Enzyme-linked immunosorbent assay was performed to
evaluate the anti-adhesion activity of curcumin. Real-time polymerase chain reaction was employed to
evaluate the expression of AID mRNA. Immunoblot assay was performed for the analysis of AID, NF-«xB,
inhibitors of NF-«kB (IkB), and IkB kinase (IKK) complex regulation with or without curcumin.
RESULTS: The adhesion of H. pylori to gastric epithelial cells was not inhibited by curcumin
pretreatment at nonbactericidal concentrations (< or =10 micromol/L). Pretreatment with nonbactericidal
concentration of curcumin downregulated the expression of AID induced by H. pylori. Similarly, NF-xB
activation inhibitor (SN-50) and proteasome inhibitor (MG-132) also downregulated the mRNA
expression of AID. Moreover, curcumin (< or =10 micromol/L) has suppressed H. pylori-induced NF-xB
activation via inhibition of IKK activation and IkB degradation. CONCLUSION: Nonbactericidal
concentrations of curcumin downregulated H. pylori-induced AID expression in gastric epithelial cells,
probably via the inhibition of NF-kB pathway. Hence, curcumin can be considered as a potential
chemopreventive candidate against H. pylori-related gastric carcinogenesis.

14) Yamazaki K., Gohda J., Kanayama A., Miyamoto Y., Sakurai H., Yamamoto M., Akira S.,
Hayashi H., Su B., and Inoue J.: Two Mechanistically and Temporally Distinct NF-kB
Activation Pathways in IL-1 Signaling. Sci Signal., 2: ra66, 2009.

Abstract: The cytokine interleukin-1 (IL-1) mediates immune and inflammatory responses by activating

the transcription factor nuclear factor kB (NF-kB). Although transforming growth factor-B-activated

kinase 1 (TAK1) and mitogen-activated protein kinase (MAPK) kinase kinase 3 (MEKK3) are both
crucial for IL-1-dependent activation of NF-kB, their potential functional and physical interactions remain

unclear. Here, we showed that TAK1-mediated activation of NF-«xB required the transient formation of a

signaling complex that included tumor necrosis factor receptor-associated factor 6 (TRAF6), MEKK3,

and TAKI1. Site-specific, lysine 63-linked polyubiquitination of TAK1 at lysine 209, likely catalyzed by

TRAF6 and Ubc13, was required for the formation of this complex. After TAK1-mediated activation of

NF-«B, TRAF6 subsequently activated NF-kB through MEKK3 independently of TAKI, thereby

establishing continuous activation of NF-kB, which was required for the production of sufficient

cytokines. Therefore, we propose that the cooperative activation of NF-kB by two mechanistically and
temporally distinct MEKK3-dependent pathways that diverge at TRAF6 critically contributes to immune
and inflammatory systems.

15) Koizumi K., Saitoh Y., Minami T., Tsuneyama K., Miyahara T., Nakayama T., Sakurai H.,
Takano Y., Nishimura M., Imai T., Yoshie O., and Saiki I.: Role of CXCL1/fractalkine in
osteoclast differentiation and bone resorption. J. Immunol., 183: 7825-7831, 2009.

Abstract: The recruitment of osteoclast precursors toward osteoblasts and subsequent cell-cell
interactions are critical for osteoclast differentiation. Chemokines are known to regulate cell migration
and adhesion. CX3CL1 (also called fractalkine) is a unique membrane-bound chemokine that has dual
functions for cells expressing its receptor CX3CR1: a potent chemotactic factor in its soluble form and a
type of efficient cell adhesion molecule in its membrane-bound form. In this paper, we demonstrate a
novel role of CX3CL1 in osteoblast-induced osteoclast differentiation. We found that osteoclast
precursors selectively expressed CX3CR1, whereas CX3CL1 is expressed by osteoblasts. We confirmed
that soluble CX3CL1 induced migration of bone marrow cells containing osteoclast precursors, whereas
immobilized CX3CL1 mediated firm adhesion of osteoclast precursors. Furthermore, a blocking mAb
against CX3CL1 efficiently inhibited osteoclast differentiation in mouse bone marrow cells cocultured
with osteoblasts. Anti-CX3CL1 also significantly suppressed bone resorption in neonatal mice by
reducing the number of bone-resorbing mature osteoclasts. Collectively, CX3CL1 expressed by
osteoblasts plays an important role in osteoclast differentiation, possibly through its dual functions as a
chemotactic factor and adhesion molecule for osteoclast precursors expressing CX3CR1. The
CX3CLI1-CX3CR1 axis may be a novel target for the therapeutic intervention of bone resorbing diseases
such as rheumatoid arthritis, osteoporosis, and cancer bone metastasis.
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Zhou Y., Suzuki S., Refaat A., Koizumi K., Yamaoka S., Saiki I., and Sakurai H.: HTLV-1
manipulates interferon regulatory signals by activating TAKI1-IRF3 pathway and controlling
negative factor IRF4. &5 68 [] H A 22T 2, 2009, 10, 1-3, B,



14)

*15)

16)

* 17
18)

19)

ORH
1)

OE Dt
1)

2)
3)

4)
5)
6)

7)
8)

9)

10)
11)
12)
13)

14)

Takeno N., Koizumi K., Nakanishi T.,Sakurai H., and Saiki I.: Development of Kampo-Adjuvant
in vaccine therapy for cancer. &5 68 [1] H AE =22k <s, 2009, 10, 1-3, k.
Saiki I.: Anti-metastatic effect of intestinal bacterial metabolites of Ginseng saponins and their

molecular mechanism of action. Symposium on “The Metabolism of Foods and Drugs by
Inrestinal Microflora”. 2009, 10, 20, Seoul.

BIEZZH, WA SRR, BOBIR, PR SELR, EnORERE, /NREE—, WABER : TNF-a lZ X
% EGFR @ Ser/Thr U (b & AN RTE(L, &5 82 Bl H ARA(L ke, 2009, 10,21-24,
.

WARER « DA LT, 55 18 [0l B AR ESMEHEE ST 252, 2009, 10, 31, HUR.
BB, VEASSER, Pattama Singhirunnusorn, $5AERHH, IV LR, /INRAE—, HEARF X, 12
HZH] : INF-a iZ & 2 EGF 256D Y gfb & Ml RAEL 8 LWL &R b -2 A#eEE,
5 32 [0l A ARGy FAEM SRR S, 2009,12, 9-12, Bk,

LLgs FLE, & H A, @ lEcz, W], JE ER—RR © Two mechanistically and temporally
distinct NF-«B activation pathways in IL-1 signaling, 5 32 [a] A K%y AW 4E4, 20009,
12, 9-12, fik.

FPH TR - SRR 21 AR E TN E SRS SR E. (2000, 8, 29)

EARBE R  JTIIC K 203 AR OMfilC B3 2 ELEEpEsE, 6 5 RIfisEEREEZ S 25
£, 2009, 1,23, K.

WARE R  BIEETFZOR MY, EFOSETFEEHES, 2009, 1,24, 4 E.
HARE R MO AMEIHIN T & Z OEREF, KPEEHBEOO OB EYE
J—, 2009,1, 24, H .

HEABR  MAASOEIIIGNME GEEE) ([CXD20WEDIKET S, SIlEn
— &V —7 7 7flE, 2009, 1,30, &IL.

WAREFR, HTF Gk - FBRA G207 OMENT, 5 20 [B] FBRA 2[EAFZE2, 2009, 2, 15, B
i

BARGE R  EHFEOEHTOMR, ~7 LAX—EREZRLII~, SRKFEIETEREIE
Y 2 —, 2009, 3, 18, &K

EARE R  FIEETFOR MY, FO2EFEEHES, 2009,5, 17, £4.
FABR BT T 2 ~7 LAX—EEREZTLIC~, ERAEMS N
£, 2009, 6,5, A1l

BARBR  EHHANC L DERMA T =R ~ B A IHIVER 2 i ~, 2009 BEK
WHEFR EIRPLENE E D T DG E & I F—in &R, 2009, 7, 4, A)Il.

FARBIR  BILTHE KRS H#HE  ~2 A & sk~ 2009, 7, 10, &1L

BUFZZ, INRE—, BARER  AEOMEHEZ B L2 St R T =6 o,
% 14 [FIFEE LR AT S i 2 - — TREEIEF O K72 2 ATREME ], 2009, 8, 20,
L.

H 3k, HARFR : FBRA O E AR HTaEm, %5 21 1] FBRA &[E#FE4, 2009, 8,
22, FLIKE.

BEARE R Bl HANZ L DDA OE- A =X 2, kRt X ERRIHE TS &bt
5 E D 7= 8 D Kampo & X F—, 2009, 9, 12, & L.

BARER | —MABGEE - A RRRARBEEHEE  SRERKRFREESETT W
AT I — TEFONAER] FehlFEE - SABEERICEIT 2 {EEFO/E, 2009,
10, 3, 4K



15)  #4JFZZ8 . Kampo-Kinome fi#HTIZ IS < FIEE D AR TENE®, & IS - FiEHEKs:
AT R — TREIR . XA A T ~T 4 7 A, 2009, 10,9, F L.

16)  Saiki I.: Curucumin and cancer metastasis. Peking University lecture. 2009, 10, 29, Beijing.

17)  HFARER  KEEFZORERY], hENEOSEA KRS, 2009, 11, 8, L.

18)  NRAE—, PrEpRYE, (REMER T, ILESEsE, BIEES, MO, %R =, B,
BEE W, EARBER G T V2N OB EASKOER, R HH 120 EER S
¥, B - s RTE TR A E R LA BRI R - I RFBEHIN AL 2
— MeHeEERg & eimal R o/a |, 2009, 12, 12, I .,

19)  WARBER : BRI - WHFTANC X AN AMEBIE & ZOER A 1= XL, FE s ER
ANBHES T XLOE 37 [B] MK R pE s ARHE G S A RSFITeEES, 2009, 12, 18, 54K
=

OHRWHRE
EN

D R o N — RS, TFF oy 200 EEER 1, 2004, 10~2009, 9

2)  HIGEERA - ZokEEE (BK), [FBRA ORSEFHISHTEEM ), 2002, 4~

3) FILE  EMKFET, [rEhA v Z2dulsb LEBRAERRE A =X A0 |, 2001,
9~

4) KMBET THEER) : PRI DO A7 V—=27"|, 2008, 10~

5) (KR 7« [ AR = B M7 74— AT I 2B 3B AF9E ), 2009, 4~

6) He B —BR « R KRFRERSEGEAT, [V A A v 7 F BT 5 TAKL O&KE ],
2008, 4~

OIEHENEET

1) HEARER : EILRFIMEMEE R [HEEIKS] 2009,5, 8, &L

2) EARB R : SAATKFE T sl [RIEBERES 1 ERES JEES] 2009, 5, 21, 54
[

3) BUREEW . EILRFEEESEMEE . [T 2009,7, 1, &L

4) FARER: BILURFILEMEE R TREEIEEAM ] 2009, 7,4, &1L

5)  hREE— EILRFEIEREMEMEE ER TG 2009, 7,8, &I

6)  HEARBER: ELESWTAEEEREESF, R NESIE SRS 2009, 7,27, &1L

7) BARER « BILRFRFIRE LR EME e e THPEE SR 2009, 11,25, &
1

8) BARBER  @BHRFEEST G [FKE) 2009, 12,8, @I

OMREBMEFWRR

1) R 21 AR SCGH R A B s B #i B PR ERRO B 2EMF 4. (3R - B2 W) 2,200 T
[Kampo-Kinome fi#HTIZ K 577 I 3o Fo ¥—d B |

2) SRR 21 R I RS2 FEFSE - FniEdE « NA F T 7 J uo—ige (5 ) 700
T-H (e SREivE R 243 2 FniEsE « B5 3RO RER SRR & B Fnise S sl 54 B 5

3) Rk 21 HEE SCEEF B ) 7 T 2 2 —RlFFEIE < 0 < fREEEE Y T A% — (43
BEIEZ2H) 2,600 TH, Kb 07 Z o TRERIEY) O s AT 5512 365 < YL
78]

4) Rk 21 AR B LR R SRR A SE T A SR I R 22 (A) R e SEIRIBF ST ORZ20F

ZeRFEE NRE) 1,600 T-M HEAEFEEIKET 4 7' F U —72 5 NTHIIE SR L AT L



ERWE S EDA VZFIRT 2 T= A N ORI ERB L OBIERA~DRE~IZI U
2, TUAX—EBEENE LT~

KEFPEfEL 14
RypefE+ 24 .
RFPetd £ 14 .
KFBedt 24

Myoung-Sook Shin :

: Myoung-Sook Shin (F1 B0,
. KEHF (2009, 4, 1~, WDB #Ez&4h)
;MR Fn- (2005, 4, 1~)
: [ G- (2008, 7, 1~)
;i) FEAS

5) PR 21 AR AN AT EE AR ET R BLEAE FE R SRR R HEE T e T A (M= —
ZEMSAD)  (Gr4E  /NREE—) 1,000 T &G 7 2 7 BRAY & BE98R U 7= B R g K
EIRELE T2, TUFAZRY v 7 BEREE A T D HT SRR O IR B %

6) Pk 21 AR E (L IR PE AR T - T H AN AR EE (IRE R
1,000 T &/ 7 2/ EEpk Sy 2 858 U 7 e K 2 ok & 3%, Fiisnertsh 5 oo
ZERER

OMREEESE
FE O3 OE A RITARSKIA
4 R E, WEER

IR RS, JE Bk, VERESRR, RRHBET, P ER, RHEET
VrEpye, 1LH e

Pornthip Waiwut ( 2009, 4, 1~, Thailand )

Orawin Prangsaengtong ( 2008, 4, 1~, Thailand )

Alaa Eldin Tawfik Refaat ( 2008, 10, 1~, Egypt )

B B

B IR RS - 2R, 2007,2~)
H bt (FILRFESS - FiEZES:, 2007, 10~)
AR (B ILRFEEZS - 5 =NEZ, 2009, 4~)

: Managit Chittima (Srinakharinwirot University, Thailand)

2009, 7, 3~2009, 8, 28

Sila-on Warisada (UbonRatcathani University, Thailand)
2009, 7, 8~2009, 9, 2

Surachai Ngammratanapaiboon (Mahidol University, Thailand)
2009, 10, 3~2009, 11, 28

OFhL (L, &) MEE
AL
G % FET IV — VAR IIIT OFIE - #EATIZH I D NKT #MilaoBd 5 ~NKT #ifa
VEHEED SR T v~
TTPE AR - Hfi2s AR 351 % EGFR @ Ser/Thr U U EE{bIZ %3 % H1 EGFR 3D %hH
EEEC :
VIEHHEE - WAT 7 F AT T 5+ RGO T ¥ 23 M RICEE T A58
I ZESE @ U7 F R 2 0 ERICEI 3 2 MiFT  — Penta-galloyl-glucose DR
MR OPUFER R G- 2 5 -
T :

TNF-a > 7 /v & EGF Z KK 7 F /L@ Cross-talk D4y 11412
B9~ A 5T



	空白ページ
	空白ページ
	空白ページ
	空白ページ


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /JPN <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice




