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Patient-oriented basic science in The University of Tokushima
-“Vesicle transport” : from basic science to translational research and clinical application-

Takuya Sasaki, Noriyuki Nishimura, Kouichi Mizuno, and Shinji Manabe
Department of Biochemistry, The University of Tokushima Graduate School of Medicine, Tokushima, Japan

SUMMARY

Transfer of proteins and lipids by means of small, membrane-bound vesicles within the
cell is essential for virtually all cell functions. Defects in targeting functional molecules to
the appropriate destinations can render cells non-functional, thereby causing diseases. The
Rab small G protein family (Rab) consists of over sixty members, and is implicated in
intracellular vesicle transport, which includes exocytosis, endocytosis, and transcytosis.
Rab cycles between the GDP-bound inactive form and the GTP-bound active form and
translocates between the cytosol and the membranes, and these cyclical activation, inactiva-
tion, and translocation processes are regulated by at least three types of regulatory proteins
(GDI, GEP, GAP). The GTP-bound form then interacts with downstream effectors and
functions through them. Evidence is accumulating that Rab is a key molecule to clarify mo-
lecular physiology and pathophysiology of vesicle transport.

Key words : vesicle transport, Rab, GDI, GEP, GAP
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Mechanism of generation of bone disease in multiple myeloma and its treatment

Masahiro Abe
Department of Medicine and Bioregulatory Sciences, The University of Tokushima, Tokushima, Japan,

SUMMARY

Multiple myeloma (MM) is characterized by accumulation of monoclonal plasma cells in
the bone marrow and formation of devastating lytic bone lesions. In these lesions MM cells
reside in the proximity of stromal cells and osteoclasts (OCs). We have found that C-C
chemokines, macrophage inflammatory protein (MIP)-1a and MIP-1[3, secreted from most of
MM cells potently enhance OC formation and activation. These effects are mostly abro-
gated by neutralizing antibodies against MIP-1a and MIP-1(3 in combination, suggesting
critical roles for these chemokines in the development of lytic bone lesions. These
chemokines induce expression of RANK ligand, a key molecule of osteoclastogenesis, by
marrow stromal cells. Furthermore, OC formation and activation induced by MM cells as
well as MIP-1a and MIP-1f3 are almost completely blocked by a surplus of osteoprotegerin, a
soluble inhibitor for RANK ligand. These results demonstrate that the osteoytic effects of
MM cells are mediated by MIP-1 in a RANK ligand-dependent manner. Interestingly, OCs
generated from peripheral blood mononuclear cells enhance survival and growth of MM
cellsinvitro. The OC effects are only partially inhibited by anti-IL-6 but strongly by contact
inhibition between MM cells and OCs, suggesting involvement of IL-6-independent
contact-mediated mechanism(s). Taken together, a cellular interplay between MM cells
and OCs stimulates their growth and activity, thereby forming a vicious cycle that leads to
extensive bone destruction and MM expansion. Bisphosphonates are a potent anti-bone
resorptive agent and show effective palliation of bone pain and improvement of quality of life
in patients with an advanced disease. Clinical trials with newly developed anti-resorptive
agents are ongoing. However, their role in prophylaxis, long-term efficacy and optimal
therapeutic schedules remain to be established from well-designed clinical trials.

Key words : multiple myeloma, osteoclast, MIP-1a, MIP-13, RANK ligand, bisphosphonate
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The role of Bl-integrin family in the progression of glomerulonephritis

Shoji Kagami
Deptartment of Pediatrics, Course of Human Development, The University of Tokushima School of Medicine, Tokushima, Japan

SUMMARY

Sustained mesangial cell-mediated abnormal mesangial extracellular matrix (ECM)
remodeling is the central biologic feature of progressive glomerulonephritis (GN) leading to
glomerular sclerosis. Therefore, elucidating the molecular and cellular mechanisms involved
in pathological mesangial remodeling is essential to understand the pathogenesis of progres-
sive glomerular sclerosis. Accumulating evidences indicate that B1 integrin family regulate
physiological and pathological ECM remodeling (fibrosis) in various organs. This overview
will focus on our recent understanding of pathophysiological role of B1 integrin family in the
progression of GN. Finally, we discuss the strategies targeting the integrin-mediated sig-
naling pathway that permit the development of new therapeutic methods for inhibition of
pathological ECM remodeling in GN.

Key words : integrin, extracellular matrix, remodeling, glomerulosclerosis
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Analysis of molecular pathogenesis of lung cancer metastasis using with multiple-organ

metastasis models, and application for novel therapeutic modality

Seiji Yano

Department of Internal Medicine and Molecular Therapeutics, The University of Tokushima School of Medicine, Tokushima,

Japan

SUMMARY

Lung cancer is a leading cause of malignancy-related death worldwide, and over 90% of
deaths from lung cancer can be attributed to metastases. To explore molecular pathogenesis
of lung cancer, we recently established multiple-organ metastasis models of human lung
cancer cells in SCID mice depleted of NK cells. The pattern of metastasis in our models is
similar with that observed in lung cancer patients. Using our models, we have shown that
overexpression of cytokines, such as macrophage colony-stimulating factor and interleukin-10,
resulted in organ-specific inhibition of metastasis by human lung cancer cell lines, suggesting
differential regulation of metastasis by organ microenvironment. We further demonstrated
that expression of human cancer cells were heterogenous, and that anti-metastastic effect of
MMP inhibitor, a molecular targeted drug, could be organ specific, consistent with the re-
sults in recent clinical trials. Further intensive analyses using clinically relevant metastasis
models (e.g., multiple-organ metastasis models) are warranted for establishment of novel, ef-
fective treatment for lung cancer metastasis.

Key words : lung cancer, metastasis, organ environment, heterogeneity, molecular targeted
drug
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Defective antigen clearance and systemic lupus erythematosus

Koji Yasutomo
Department of Immunology and Parasitology, The University of Tokushima, School of Medicine, Tokushima , Japan

SUMMARY

Autoimmune diseases are caused by defective genes, aberrant gene expression or regu-
lation, and environmental factors. Autoimmune disease susceptibility is determined by the
interplay of these factors, which eventually affect autoreactive lymphocyte activation status
or cell death sensitivity. Systemic lupus erythematosus (SLE) is an autoimmune disease
characterized by a broad variety of clinical symptoms and autoantibody production against
nucleic acids, typically double-stranded DNA. Several lines of evidence indicate SLE devel-
opment has a strong genetic basis. Recent studies have shown that most of the peripheral
CD4+ or CD8+ T-cells have a potential to respond to self-antigens and persistence of such
self antigens in vivo can provoke human or murine SLE. These recent findings in basic and
clinical immunology would cause us to reconsider the importance of antigen clearance and
persistence as a cause of SLE. Thus, | would like to review the lymphocyte abnormal re-
sponses seen in SLE patients from the view point of defective self-antigen clearance.

Key words : systemic lupus erythematosus, T-cells, DNasel, self-antigen,



[ [

oooo0 MDoo-00 Mmool APRILOOOOIMO OO

O00000 Stage Vb OO OOOOO

o o o oobobb 0o o boo b 0 ooo0o o b0 obboo o bdg

g o o oobdo o o oo b0 o oob -

gboobooboooboobobooboobooboooa
ooomooomoood
ooomooomoooo

ooobooooobooobooooooooooooo
OoobooOoOmbooooMmooooooooono
000000 stage VbOOMOOOOOOOODOOO
gobooobooooooocoOobocOooobocOoooo
goboooooooooooobooooboooooo
gobooobooooooocoOobocOooobocOoooo
000000000000 D0ODO0OO stage VbO O OO
gobooobooooooocoOobOocOoooocOomoo
gobgonoooboooobooboooooboo
obmooodOoboocooboooooooooonn
00O Somatostatinanalog 0 0O 0 0000000000
gobooobooooooocoobOocOoooocOoooo
O0000O0O0OoODODODODODODOOStage VDO ODODO
00000000000000000o00 gemcitabine O
grudoooboooboobooooobooboooo
gobooobooooooocoobOoOooobocoooo
oobooooog

coooooooOoocoobooooooooooooo
goboooooooooooobooooboobooooo
ooomooooooboocooboooooooooon
Moooo000o0oomoMooooMMoooooo
coooboooocOooooOoobOOooOonooooboo
O00Mmmoooo" 00000000 oooooo
StagelvbOOOOOOOOOOOOOOOOOOCOO
ooooooooooooon

gboogd

oo ooboooooooobooooooo
O000D0D0omooooOOstage VOO OO OOO

ggboobooobooboboobooboobbooboo

oo o o o d

dodoooboooboooouooooboooooo
Oo000oooooooooooooooooooon
godoooboooboooooooooboooood
000000 0dMmmo M oooomomoooon
dodooobooobooooooooboooooo
Oo000oooooooooooooooooooon
gofdoooouoobooboooorubDooooooo
O 0 FUIDOO0mglday pol 00 00O 0 FUTDOO T mgh
day p.oJ CDDPUO OMmglweek d.iv.0 O O Kikutsuji O
O00D0O0000O somatostatinanalog0 0O 0 0 00O
0 O O sandstatirnTTIuglday tamoxiferildmglday 00 O
0000000000000 00000Momaeydn
000000000 O0oMummeyDbooooobon
O00o0oooooooooooooooooooon
ooooobooooboooooooboooooooao
O00o0oooooooooooooooooooon
dofddoobooobooooooooboooooo
O Kaplan-Meier0 O OO0 O OO0 OO0OOO0OOOOO
Logranktest 0 0 0 00O OO O Cox’s proportional haz-
ardsmodel 000000000 pOOMmoooooOod
goooooood

u U

0odoooooooooooboooboomoooon
Stage ] 00000 Stage I OO0 00MO [1J Stage
I O O00mO 00 Stage Va MOOMMmA 00 Stage Vb
MO OMmMOOO0 Stage NVbOOOOOOOOOOOO
ooooooon



000000 stage NMbOOOOOOO

(1) Doooo

Stage Vb0 OO OOO0OOODOO0OOOmMODOO
000000 0000Stage NaOODODOMOOOOO
00MoOMmoooo0odoooooooooooon
000000mMoO0000000o0o0ooooooo
000000o0o0o0o0oo0oo0oo0oo0o0o0o000oonoooo
0000000000000 00000000Mm™

(2 Dooooo
dooboOooDoobOobOobOonbobOd Cox'spro-
portional hazards model D O OO0 OO0 O0OO0OO0OO
doddoooooooboooobobooboooooa
godbooooooooouoooobooooooooo
doddoooooooboooobobooboooooa
O000O0000o00Mmooon Stage VbOOOO
odbodoooboooboobooboooooooooa
ooooooboooooooodooodanod

00 0OO0O0O0OO0OO0OO0OO0OO0OoOO stageooo

OOmoOrmmo
Stage No. of patients %0
I 0 0mo
I [ 0mo
il [ Omo
Va Ommma
Vb Ommma

M

0 pO0MO Logrank test0 0 0 0O O Stage Vb O O O O
gdooooOoOoOoOOoUOUOOOOOUODUOUODOLOoO
goooooomm

(3 DOOUOOOODOOOO

Stage VHOO OOUOODOOODOOODODOmMOOO
00000000000 00000D0D00000nD
0000000000000 D0000000MMnO000
000000n0MOO0O0O0O000000000D0O0
0000000000 mMO0O0ODO0O0O00oOoOonn
00000000000 00000D0D000000noD
0000000000 00000000 M

Survival (%)

100 7]

——  Stage | - IVa (MST: 307days)
......... Stage IVb (MST: 150days)

e

50 1 "t
A P<0.0001 Logrank test

0 100 200 300 400 500 600 700 800 900

Days MST: median survival time

(50%4EFEHAR)
00 Stage Vb 0O Stage I0 VaOOOOOOOOOOO

00 stageVbOOOOOOO
Univariate Multivariate
n Logrank relative risk macl p

oo om M Omrrm 0o Ommoomom O
0om M

oo 0 M 0T omm Ommoomm DT
0 M

ooo 0 M 0mrm 0o Ommoomom O
0 M

oooo 0 M 0T omm Ommoomm DT
0 M

oooo 0 O OmrrT 0o Ommoomom O
0 M

ooooo 0 M 0T omm Ommoomm DT
0 M

oooooo 0 M Omrrm 0o Omoomom O
0 M

ooooo 0 M 0T omm Ommoomm DT
0 M

gooooooo 0 O Omrrm 0o 0o 0T
0 M




M

(4) Somatostatinanalogd 00000

Somatostatinanalog0 0 0 0000 O00O00O0OOO
gooooompooobooooobooooooooad
OrFUODODODODOOUOUOODOOOUOODOOOUOODOO
0000000000000 000pdomad Logrank
testtDD O O

O 0

0000000 oUooouooooooooooog
0000000000000 0MmO00ODO0 Stage Vb
g0o00O0O0O0O0O0O0O0O0OO0OO0OO0OO0OO0OOOOOOOOO
dobooobooooboooooooooooooo
0 Stage VbOOOOOOoooooooooooooo
0o

O0000O0U0UOUooooOdO Stage VbOOo OO
Jo0fddddd0@ooooooopoooooooao
g0o00O0O0O0O0O0O0O0O0OO0OO0OO0OO0OO0OOOOOOOOO
000000000 DO0I0000 0 O somatostatin analog

Survival (%)

100 ] — '

--------- SHEALIR (HDMST: 1548)
i — SAEBILIER (OMST: 122R)

50

P=0.44 (Logrank test)

4

T T T T T T T

00 O00o

Joooooooooobbobobboboooood
Somatostatinanalog0 0000 00000D0OO0O0OO
oo omoobobboboooooad
ooorUDDODODOOUOUOODOOUOODOOOOODO
gooomoboboooboooboobobod
Canobbio 0™ Friess"™] Raderer 01 (somatostatin
analog0 0000 0O0O0O0OO0ODO0OO0OOOOOOOOO
000000000000 0 00 somatostatin analog
goooboodorboooobobooooood
O0000000O0BurrisO™M1 00000000
gemcitabine 0 D0 OFUDDODODODOOOOOOOOO
0000o00o0o0oooUooooooooooooo
gemcitabine 00000000000 DOOO0OOODO0O
goo0oOoOoOoOoOOOOOOOObOObObObOODboDbOO
0000000000000 000Homma O 00O
goooOoOoOoOoOoOOOOOODOOObOOUODbOULo
Jooooooooooboboobobbooboooood
gooo0oO0O00oOO0OO0OO0OoOoOoUoUOoUUOoOUm
Jooooooooooboboobobbooboooood

Survival (%)
100 A

~—— 5FU-based group(MST: 184H)
-------- Somatostatin group(MST: 85H)

50 A p=0.048 (Logrank test)

0 50 100 150 200 250 300 350 400 S N
Days MST: median survival time
Days MST: median survival time (50%& 7253
(50%4 7 A E)
00 0000OO00OO0DoOo0stageVbOOOODOODOOOOO
00 000O0O0oO0OoOoOOstage VbOOOOOOOOOOOO oooo
00 000000 Stage VbOOOOoOooQ4
Univariate Multivariate
n Logrank relative risk mocl p
oo am HE] mlinEEN O Jmooommnm oo
oo J
od M m Omrrrd Omr Oo0m O
F J
goooog ] HE] mlinEEN O Jmooommnm oo
O O
oooooooo O O O O OO Omrrr
] J




000000 stage NMbOOOOOOO

Jooooooooooboboobobbooboooood
000000 coingD000OO0OO0OOODOODOOODO
Joooooooooobobobobobbooobooog

OO0 Stage VbOOOOOOOOOmMOOODOOOO
Joomoooooooboboobobboboooooad
0000000ooo0ooOooooooOono AIBOO
Jooooooooooboboobobbooboooood
0000000000000ooooooooooootr
00000 cOoobooDooooobooooa
gdoo0oOoOoOoOoOoOOOOObOObObObObObOODbOOO
Jooooooooooboboobobbooboooood
0000000000000 000Stage Vb OO
Jooooooooooboboobobboboooood
00000000 00OoOU00ooDooOo oLo
Joooooooooobooobobooon

g000o0o0o0o0oooooooooooooooog
Joooooooooooobobobobobobobooooog
O000O0O0O0O0OOOOOOOOOO gemcitabine OO
biochemical modulation O O epirubicind O FUO cisplatin0
taxaneO interferon-a 0 O O O trialD 0 000 OO
OFFO 00000000 epitherial cancer 0 0000
O00000O00DO0O0DOO epidermal growth fac-
tor receptor] EGFROO O O O O O monoclonal antibody
0 ID0O 0O gemcitabine 0 0 0O O O Phase I trial O O
Oooooog. g

OU000000D0O00OO0DOOU0ODOODoOstage Vb
0000000000000 0000 gemcitabine O
OrFUDOODODOOO0OO0ODOOOOOUOODOOOUOODO
000000000000 0000o00d Stagedbd
goo0oOoOOoUOOOOOOOUODOOUObOOOoO

g 0

OOStage VbODODOOOOOODODOOODOOOO
goooobooooooooboooooooon
ooooo

doddoobooobuoooouoooobooooog
00ooooooooooooooooooo

OOStage VbO OO OOOODOOODO O somatostatin
analog 000000000 0OOO0ODOOOODOO

u u

O O Neoptolemos, J.P.,, Dunn, J.A, Stocken, D.D., Almond,
J, et al : Adjuvant chemoradiotherapy and chemo-
therapy in resectable pancreatic cancer : a randomised
controlled trial. LancetIT 10113 (T

gooooooooooboboboboboobob booogd
gooO0oOoOoOoOoOOOOOOOOObODODOO
0 OO OO

O O Kikutsuji, T, Harada, M., Tashiro, S, Ii, S, et al : Ex-
pression of somatostatin receptor subtypes and

growth inhibition in human exocrine pancreatic
cancers. J. Hepatobiliary Pancreat. Surg., 00T}
OO

O O Canobbio, L., Boccardo, F., Cannata, D., Gallotti, P.,
et al : Treatment of advanced pancreatic carcinoma
with the somatostatin analogue BIMIIIT]. Can-
cerld O [(TTIMTTT]

O O Friess, H., Buchler, M, Beglinger, C., Weber, A, etal :
Low-dose octreotide treatment is not effective in
patients with advanced pancreatic cancer. Pancre-
asOO T T

O O Raderer, M,, Hamilton, G, Kurtaran, A, Valencak, J.,
et al : Treatment of advanced pancreatic cancer with
the long-acting somatostatin analogue lanreotide :
in vitro and in vivo results. Br. J. CancerIDOOT}
OO

O O Burris, HA.O" Moore, M.J,, Anderson, J., Green, M.
R. et al : Improvements in survival and clinical ben-
efit with advanced pancreas cancer : a randomized
trial. J. Clin. Oncol.,[DOOTT} 0TI T

0 0 Homma, H,, Doi, T., Mezawa, S., Takada, K, et al : A
novel arterial infusion chemotherapy for the treat-
ment of patients with advanced pancreatic carcino-
ma after vascular supply distribution via superselective
embolization. Cancer[ID O3 T

gooooooooooboobobbooobooooooaa
00000000000 Do 0o

Mooooooobooooboobooooooooon
000000 o0 0omT

(00O Nukui, Y., Vincent, J.P., William, T.L. : Interferon-based
adjuvant chemoradiation therapy improves survival
after pancreaticoduodenectomy for pancreatic



N oo 0o0bo

adenocarcinoma. Am. J. Surg,[TD0OT3 (T creatic cancer : a TORCH gastrointestinal tract can-
(0O Wagener, DJ.T., Wilis, JA., Kok, T.C, Planting, A, cer group trial. Eur. J. Cancer[IDO T3 T

et al : Results of a randomized phase II study of  [1JO Mendelsohn, J.: The epidermal growth factor receptor

cisplatin plus} fluorouracil versus cisplatin plus as a target for cancer therapy. Endocrine-Related

3 fluorouracil with a-interferon in metastatic pan- Cancer[I0OG O]

Evaluation and treatment of Stage I1\Vb pancreatic cancer

Hidenori Miyamoto, Nobuhiro Kurita, Hidenori Miyake, Masahiko Fujii, Katsuya Sasaki,

Toshihide Takagi, Kazuhito Takamura, Yuuji Morine, Satoru Imura and Seiki Tashiro
Department of Digestive and Pediatric Surgery, The University of Tokushima School of Medicine, Tokushima, Japan

SUMMARY

Pancreatic cancer is often detected in a far advanced stage and the prognosis is still
extremely poor. A clinicopathological study was made on 49 patients with Stage Vb pan-
creatic cancer treated at our department from March 1994 to February 2002. In this study,
patient factors (age and gender), tumor factors (hepatic metastasis, peritoneal dissemination,
and distant metastasis), and treatment factors (systemic chemotherapy, intra- and post-
operative radiotherapy, some treatments to hepatic metastasis, and surgical resection) were
examined, and the survival was evaluated statistically. Overall mean survival was 150 days
and the 1-year survival rate was 0%. With multivariate analysis, prognostic factors were
hepatic metastasis, peritoneal dissemination and some treatments to hepatic metastasis. In
advanced pancreatic cancer with hepatic metastasis, the prognostic factor was just some
treatments to hepatic metastasis. Systemic chemotherapy with somatostatin analog was
ineffective. At present we use either gemcitabine or 5FU in systemic chemotherapy for
Stage 1Vb pancreatic cancers without hepatic metastasis, and conduct hepatic arterial infu-
sion therapy for those with hepatic metastasis.

Key words : Stage Vb pancreatic cancer, prognostic factor, hepatic metastasis, treatment,
somatostatin analog
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A new endoscopic mucosal resection (EMR) for early gastric cancer : cut and exfoliate
method

Hidetoshi Aoki"” ", Koichi Kataoka”", Mitsuyasu Yano" ", Kazunori Takeichi”", Teruyo Morino"",

Chizuru Kurokawa" ", Soichi Ichikawa" ", Miyuki Fujimoto”", Naoko Fukuta”", and Masanori Takahashi""
U Department of Gastroenterology, and " “Department of Pathology, Tokushima Prefectural Central Hospital, Tokushima, Japan

SUMMARY

The standard indication of EMR for early gastric cancer in Japan is intra-mucosal cancer
without ulcerative finding, histologically differentiated type, and less than 20 mm in diam-
eter. Recently, in order to perform en block resection of early gastric cancer more than 20
mm in diameter and achieve histological evaluation precisely, several endoscopists have re-
ported new EMR methods (cut and exfoliate method) using not only needle knife but also
new devices such as IT knife, hooking knife and/or flex knife to cut around the lesion and
exfoliate submucosa.

From January 2001 to December 2002, we attempted to en bloc EMRs using needle
knife, IT knife and/or hooking knife for 60 gastric cancers after informed concent, 40 lesions
were according to the standard indication (group A) and 20 were not (group B). En bloc re-
section rates of group A and B were 82.5% (33/40) and 65.0% (13/20), respectively, these
rates are higher than that of conventional methods (strip biopsy, aspiration method et al ).
In the near feature, these advanced EMR techniques enable us to expand the indication cri-
teria for early gastric cancer widely based on the results of analysis of lymph-node metas-
tasis and prognostic data after EMR.

Key words : endoscopic mucosal resection (EMR), early gastric cancer, IT knife, hooking
knife, en bloc resection
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Molecular characterization of NADPH oxidasel expressed on large intestinal epithelial
cells

Yuki Kuwano, Tsukasa Kawahara, Nanae Kodama, Saori Nakai, Kyouich Kishi, and Kazuhito Rokutan
Depertment of Nutritional Physiology, The University of Tokushima School of Medicine, Tokushima, Japan

SUMMARY

NADPH oxidase 1 (Nox1) is an isozyme of gp91-phox predominantly expressed in the hu-
man colon. In this study, we have established primary cultures of guinea pig large intesti-
nal epithelial cells (LIEC). A great majority of the cultured cells (>90%) was surface mucous
cells containing periodic acid-Schiff reaction-positive granules. Vimentin-positive fibroblasts
were <1%, and macrophages were not contaminated. LIEC spontaneously produced
superoxide anion (O;") at about 160 nmol/mg protein/h. O."-dependent formation of blue
formazan particles from nitroblue tetrazolium was observed only on surface of mucous-producing
cells, and these cells expressed Nox1 protein at plasma membrane and in the cytoplasm.
They expressed p67-phox, p22-phox, and racl, but not gp91-phox, p47-phox, p40-phox, and
rac 2. Immunohistochemistry showed that Nox1, p 67-phox, and p 22-phox were predominantly
expressed in surface mucous cells of human and guinea pig colonic mucosa. Human colon
cancer cell lines (Caco2, T84, and HT29 cells) expressed Nox1, p22-phox, and racl, but not
the other NADPH components. These cells secreted O;” at <5 nmol/mg protein/h. Caco2
cells possessed Toll-like receptor 5, and flagellin (FIiC) from Salmonella enteritidis phosphorylated
transforming growth factor-f3-activated kinase 1 (TAK1) and TAK1-binding protein 1, and
significantly up-regulated O.” production. These results suggest that Nox1 expressed in
colonic epithelial cells may regulate interactions between pathogenic bacteria and epithelial
cells for host defense.

Key words : Nox1, large intestinal epithelial cells, Toll-like receptor 5, flagellin
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Gastrointestinal stromal tumor of the duodenum : a case report

Yasushi Manabe, Kazuo Yoshioka, and Junji Yanada
Department of Surgery, Taoka Hospital, Tokushima, Japan

SUMMARY

77 year-old male presented with prolonged melena and anemia. There was a well-defined

enhancing mass in the descending portion of the duodenum that was approximately 6 cm in

diameter on contrast-enhanced computed tomography (CT).

Large ulcerated mass was seen

in the duodenum on endoscopy. Preoperative biopsy was diagnostic for gastrointestinal

stromal tumor (GIST) and partial resection of the duodenum was performed. Postoperative

diagnosis was malignant GIST.

Immunohistochemistry demonstrated negative S-100, nega-

tive actin, positive C-kit and partially positive CD34.

Key words : gastrointestinal stromal tumor, GIST, duodenum, immunohistochemistry
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A case of acute phlegmonous gastritis due to early gastric cancer

Katsuhiro Masamune, Ryuuji Konegawa, Touru Imura, Tokuichi Hanaki, and Masahiro luchi
Department of Surgery, Shikoku Central Hospital, Ehime, Japan

SUMMARY

This paper describes a case of acute phlegmonous gastritis due to early gastric cancer
diagnosed by the gastroendoscopic findings, the intraoperative findings and the histological
diagnosis.

A 58-year-old man presented with fever, nausea, vomiting and rapidly progressive
upper abdominal pain. Gsatrofiberscopy showed remarkable redness and mucosal edema
on the distal half portion of the stomach, and the ulcerated lesion in the antrum. We oper-
ated him emergently as suspected perforation of the stomach, and found the stomach swell-
ing on the middle body to the antrum with remarkable wall thickness and redness under the
laparotomy. Distal gastrectomy was performed on the diagnosis of acute phlegmonous gas-
tritis. Histopathologic examination disclosed that the ulcerated lesion in the antrum was
the early gastric cancer, 2.0x 1.5cm, well-differentiated adenocarcinoma. The antrum around
it had the thickest wall with severe inflammation including neutrophilic infiltration and
microabcess, which was also observed to the middle body, although less severe.

Acute phlegmonous gastritis is a nonspecific supprant inflammation that is as uncom-
mon as only 111 cases described in the Japanese literature, including the present case. The
pathogenesis is still unclear, although predisposing factors like mucosal injury, achlorhydria
and immunocompromised state have been mentioned.

Key words : acute phlegmonous gastritis, early gastric cancer, gastrectomy
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A case of laparoscopic excision for cavernous lymphangioma of the pancreas

Tosiyuki Yagi, Ryozo Fujino, Shigeharu Takai, Hitoshi Miki, Masayuki Sumitomo, Kazuo Matsuyama,
Yorihiko Ogata, Yasusi Nakagawa, Yoshihumi Kanemura, Yuji Kaneda, and Hirotsugu Kurobe
Department of Surgery, Tokushima Prefectural Central Hospital, Tokushima, Japan

SUMMARY

Cavernous lymphangioma of the pancreas is a rare condition, recognized as nonepithelial
pancreatic cystic tumors. This is the first case report, to our knowledge, of performance of
a laparoscopic excision for lymphangioma of the pancreas.

A 49 year-old male presented with an enlarged cystic tumor involving the pancreas
body and tail and without abdominal pain, was prepared for laparoscopic excision.

The surgical specimen showed a multicystic mass measuring 7.0x 5.5x 3.0cm, which
was diagnosed as a benign lymphangioma with cavernous features.

The patient remains symptom free 4 years after laparoscopic excision

Key words : cavernous lymphangioma, pancreas, laparoscopic surgery, cystic neoplasm,
laparoscope
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A case of pneumonia after esophagectomy due to methicilin-resistant Staphylococcus
epidermidis

Katsuhiro Masamune”, Ryuuji Konegawa”, Touru Imura”, Tokuichi Hanaki”, Masahiro luchi”, and
Masaharu Nishi""

U Department of Surgery, Shikoku Central Hospital, Ehime, Japan ; and © " Department of Digestive Pediatric Surgery, The
University of Tokushima School of Medicine, Tokushima, Japan

SUMMARY

Methicilin-resistant Staphylococcus aureus (MRSA) is well known as the causative agent
in severe infections, but we had recognized methicilin-resistant Staphylococcus epidermidis
(MRSE) was not the pathogen. However, MRSE has become to be caused of serious infec-
tious diseases to compromised hosts. A case of severe pneumonia after esophagectomy
due to MRSE is reported.

A 60 year-old man underwent an esophagectomy for esophageal cancer. During artifi-
cial ventilation, on the 6th postoperative day, high fever and leucocytosis were observed, and
chest X-P showed severe pneumonia. A tracheotomy was performed and only MRSE was
isolated from the sputum. Vancomycin and minocycline were used intravenously. The
pneumonia improved gradually and the respirator removed on the 20th postoperative day.

MRSE is considered less pathogenic than MRSA, but it is necessary that MRSE is recog-
nized one of the important causes of severe infection after major operations.

Key words : methicilin-resistant Staphylococcus epidermidis (MRSE), methicilin-resistant
coagulase-negative Staphylococci (MRCNS), pneumonia, esophageal cancer,
esophagectomy
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Superior mesenteric artery syndrome treated by laparoscopic duodenojejunostomy

Tosiyuki Yagi“", Ryozo Fujino" ", Shigeharu Takai" ", Hitoshi Miki"", Masayuki Sumitomo"",
Kazuo Matsuyama“ ", Yorihiko Ogata"", Yasusi Nakagawa" ", Yoshihumi Kanemura"", Yuji Kaneda"",
Hirotsugu Kurobe" ", and Akiko Terauti™"

BDepartment of Surgery, Tokushima Prefectural Central Hospital, Tokushima, Japan ; and “ “Sankan Naika Geka Clinic,
Tokushima, Japan

SUMMARY

Superior mesenteric artery (SMA) syndrome is a rare disorder, recognized as nausea,
vomiting, weight loss, and postprandial abdominal pain due to compression and obstruction
of the third portion of the duodenum by the SMA. If conservative treatment fails, then
duodenojejunostomy or lysis of the ligament of Treitz is indicated. Recently, laparoscopic
techniques have been described. This is the first case report, to our knowledge, of perfor-
mance of a laparoscopic duodenojejunostomy for treatment of SMA syndrome in Japan.

A 17-year-old female with a diagnosis of SMA syndrome was prepared for surgery after
having failed conservative management. Laparoscopic duodenojejunostomy was performed
through the mesenterium of the transverse colon.

Postoperative course was uneventful. A gastografin study obtained on postoperative
day 6 demonstrated no leakage of the anastomosis and free flow of contrast medium through
the duodenojejunostomy.

Laparoscopic duodenojejunostomy is safe and effective and a viable method for treat-
ment of SMA syndrome.

Key words : SMA syndrome, duodenojejunostomy, laparoscopic surgery, laparoscopy, duo-
denum.
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Education of Oriental medicine at The University of Tokushima School of Medicine

Yoshihiro Takegawa", Kenichi Mori"", Kazuo Minakuchi® and Hiroshi Shimizu""

U Department of Radiologic Technology, School of Health Sciences, The University of Tokushima, Tokushima, Japan ;“ © Department
of Internal Medicine, National Higashi Tokushima Hospital, Tokushima, Japan ;" Division of Pharmacy, Tokushima University
Hospital, Tokushima, Japan ; and © © Department of Kampo Medicine, Toyo Hospital, Tokushima, Japan

SUMMARY

The Oriental medicine is increasingly used in medical treatment in conjunction with the
Western medical health care system in our country. As Oriental medicine and Western
medicine are based on different scientific systems, there is no educational curriculum of Ori-
ental medicine in Western medical school education.

This is a report on pre- or post-graduation educational programs of traditional Oriental
medicine in The University of Tokushima in the past and the present.

In order to examine the attitudes of medical students toward Oriental medicine before
and after lecture course, self-administered questionnaires were given the medical students
of The University of Tokushima School of Medicine. A hundred percent of the students
were interested in Oriental medicine ; 100% thought that Oriental medicine was worth learn-
ing ; 60% wanted to introduce Oriental medicine into their clinical practice in the future.

These results suggest that it is necessary to properly learn Oriental medicine from the
basics during medical school. More research on Oriental medicine in terms of clinical and
basic science is necessary, and the opportunity to exchange information about Oriental
medical treatment should be included in post-graduate curriculum.

Key words : lecture of traditional Oriental medicine, medical students, curriculum
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Development process of role letter writing and its medical applications

Keiko Sekido
Department of Nursing, School of Health Sciences, The University of Tokushima, Tokushima, Japan

SUMMARY

Role letter writing is a form of psychotherapy in which the client plays the roles of two
persons, who exchange letters. The purpose of this psychotherapy is to help the client
become aware of their problems in the process of reporting their feelings from the positions
of the two roles by letters. This technique was created from education practices at
reformatories in Japan. At present, role letter writing is also widely used in psychological
clinics such as for school refusal, school violence, and domestic violence.

Simultaneously the theory of role letter writing is being established,and methods of
evaluating its effects are being developed. The application of role letter writing to medical
practice has been also attempted. There have been reports on the use of role letter writing
as a method of psychological supporting medical staff members themselves and as a method
to help them to understand patients. In the future, it may be used as a method of directly
supporting patients for acceptance of disabilities or death.

Key words : role letter writing, psychotherapy
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A need for systematic evaluation of interdisciplinary collaborative team care

Tetsuya Tanioka™", Eriko Aotani”", Yasuko Matsushita”", Fumiko Hashimoto”", Isaoc Nagamine"",
Toshiko Tada"", Yoichiro Takasaka" " and Motoshiro Mano""
BHMajor in Nursing, School of Health Sciences, The University of Tokushima, Tokushima, Japan ;" “Center for Clinical Pharma-
cology, The Kitasato Institute, Tokyo, Japan ;" "Psychiatry and Neurology Hosogi Unity Hospital, Kochi, Japan ; and “ "Depart-
ment of Social Welfare Science Fukui Prefectural University, Fukui, Japan

SUMMARY

Despite great interests on interdisciplinary collaborative team care (ICTC) in psychiat-
ric care, a limited number of studies regarding the practice of ICTC and its evaluation has
been reported in Japan. There is little consistency in the selection of the outcome variables
and the methods of measurement, so that the effectiveness of ICTC has not been clearly
shown.

The purpose of this article is to emphasize the needs for systematic evaluation of ICTC
in psychiatric care, as well as to identify some methodological essentials for the evaluation
research on the management innovation. Use of more a scientific research design, such as
an experimental design with controlling of extraneous variables or an extensive qualitative
research, and more adequate outcome variables and the instruments should be considered
for the future research.

The future diffusion of ICTC as a new health care model in Japan can depend on the re-
searchers who recognize the importance of the evidence-based management, like as the
evidence-based medicine, present scientific evidences on improved health care and reduced
costs as the outcome of ICTC, and provide a guideline for the health care organizations to
evaluate their practice of ICTC.

Key words : interdisciplinary collaborative team care, evaluation, research
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Nursing support for breastfeeding promotion

Toshiko Terao
Department of Maternal and Pediatric Nursing, School of Health Sciences, The University of Tokushima, Japan

SUMMARY

In milk alimentation in Japan, the percentage of mother’s milk alimentation until 1

month after birth is 40-49%. The rate of mother’'s milk alimentation has shown negligible

changes since 1980.

Mother’s milk alimentation has various advantages. The nutritional and physiological

benefits include good digestion/absorption of each nutrient, and changes in milk composi-

tions with the growth of infant’s stomach. Immunologically, mother’s milk contains various

protective factors that prevent infants from infection. In addition, direct contact between

the mother and infant is important in the establishment of the mother-child relationship.

In 1989, the WHO/UNICEF issued the joint statement, “10 Steps to Successful Breast
Feeding”, showing the necessity for the followings: 1) Healthcare staff should understand

the importance of breastfeeding, 2) Mothers should be informed of the advantages of
mother’s milk and should be given concrete guidance in breastfeeding, and 3) The family,

community, and society should provide support for breastfeeding after discharge of the

mother/child from institutions.

For the success of the 10 steps, healthcare staff should actively be involved in various

activities such as the utilization of parents’ child care leave and the establishment of support

groups in the community. In addition, it is important to promote breastfeeding that

healthcare staff provide support that enhances mother’s self-efficiency feeling for

breastfeeding.

Key words : mother’s milk, breastfeeding, parent-infant bonding, self-efficiency,
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