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The opening of a new age in the treatment of psoriasis -Biologics-

Takeshi Ishigami and Yoshiaki Kubo

Department of Dermatology, Institute of Health Biosciences, the University of Tokushima Graduate School, Tokushima, Japan

SUMMARY

Psoriasis is a chronic inflammatory skin disease, which is clinically characterized by scaly
erythemas on the whole body. In the fully developed lesions of psoriasis, the histological features
have demonstrated epidermal hyperproliferation with infiltration of T lymphocytes in the dermal
papillae. Although pre-biological systemic therapies has targeted mainly proliferative keratinocytes
and activated T cells, their effects were limited or these therapies could not be applied for patients
with severe organ failures. Therefore, more effective agents are expected to improve quality of
life (QOL) of patients with psoriasis. Recent studies have showed what kinds of cells, cell surface
molecules, and cytokines should play a pivotal role in the pathogenesis of psoriasis. Biological
therapies targeting these molecules have proved to be so effective for obstinate lesions of psoriasis.
Here, we describe clinical features and pathogenesis of psoriasis, and the characteristics of several

conventional and biological therapies for psoriasis in Japan.

Key words : psoriasis, TNF-o, Interleukinl2/23, biologics
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SUMMARY

It has been reported that more than 80% of the entire population in Japan would have low
back pain in their life at least once. However, the cause of the pain is different among ages. In
children and adolescents, the lumbar spondylolysis is the most popular disease, and the apophyseal
bony ring fracture is the specific disease which would be only seen in such young generation. For
each disease, prevention is important. Tightness of the hamstrings is closely related to the low
back pain. We proposed the effective active stretching exercise called “Jack-knife stretching” for
young generation, so that they can be flexible soon, and prevent the low back pain. For adults,
herniated nucleus pulposus (HNP) and spinal canal stenosis would be popular. To treat these
diseases, endoscopic surgery is the state-of-the-art technique. Especially for HNP, percutaneous
endoscopy was introduced with local anesthesia. The technique made the disc surgery possible to
be “one-day surgery” because of its minimal invasiveness. For the elderly people, compression
fracture based on the fragile spine with osteoporosis is popular. Recently, very effective drugs to
increase the bone mineral density have been utilized. For the compression fracture, less invasive
technique to reduce the low back pain by the fracture is induced called “balloon kyphoplasty”. In

this review article, the state-of-the-art of the low back pain was presented.

Key words : Spondylolysis, Jack-knife stretch, MRI, herniated nucleus pulposus, percutaneous

endoscopic discectomy, one day surgery
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Recent advance in Assisted reproduction in Tokushima

Akira Kuwahara

Division of Reproductive Biology, Department of Obstetrics Gynecology, Tokushima University Hospital, Tokushima, Japan

SUMMARY

Assisted Reproductive Technology, ART, is one of main streams among reproductive medi-

cine. In Tokushima, ART was started in 1983 under the permission of Tokushima University medical

ethical committee.

Tokushima University medical ethical committee was established in 1982, which

was the first medical ethical committee proposed in Japan.

Now, in Japan, 242, 160 cycles of ART treatment were performed and 27, 682 babies were bone

with ART in 2010, which numbers were the largest among developed nations.

Recent technical advance in ART marked the success ratio about 34%, however, the high

number of ART multiple pregnancy made troubles in Japanese health system, especially perinatal
medical field. In 2008, Japan Society of Obstetrics and Gynecology released a statement for ART
practice as single embryo transfer and freeze remaining embryos, which make a multiple pregnancy
rate as low as 4.7% in 2010. There is another concern about advanced female age and low preg-

nancy rate in reproductive medicine.

Key words : assisted reproduction, multiple pregnancy, single embryo transfer
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Ectopic fat deposition, type 2 diabetes mellitus and cardiovascular diseases
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SUMMARY

There is evidence supporting the notion that excess abdominal fat is predictive of insulin resis-
tance and the presence of related metabolic abnormalities currently referred to as the metabolic
syndrome (MetS). Despite the fact that abdominal obesity is a highly prevalent feature of MetS,
the mechanisms by which abdominal obesity is causally related to MetS are not fully elucidated.
Besides visceral fat accumulation, ectopic lipid deposition, especially in the liver and skeletal muscle,
has been implicated in the pathophysiology of diabetes, insulin resistance and obesity-related disor-
ders. In addition, ectopic fat deposition play a critical role in the heart components such as
(1) circulatory and locally recruited fat, (2 ) intra-and extra-myocellular fat, ( 3 ) perivascular fat,
and (4 ) pericardial fat. In this review, the contribution of ectopic lipid deposition to global cardi-
ometabolic risk is discussed via possible mechanisms including adipocytokine, insulin resistance and

lipotoxicity.

Key words : Ectopic fat deposition, Diabetes mellitus, Cardiovascular diseases, Obesity, Metabolic

syndrome, Lipotoxicity
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How to treat Adult T-cell leukemia

Shigeki Takemoto

Clinical Laboratory Department, National Hospital Organization Kumamoto Medical Center, and Department of International

Medical Cooperation, Graduate School of Medical Sciences, Kumamoto University, Kumamoto, Japan

SUMMARY

Since Takatsuki’s group noticed a new disease, adult T-cell leukemia (ATL), caused by retrovi-
ral infection, many researchers tried to figure out how to prevent the transmission and how to treat
the neoplasm of mature T lymphocyte for 35 years. Blood borne infection was controlled and
stopped after the screening of HTLV -1 antibody started in 1986. However, once HTLV-1 carriers
develop to aggressive type of ATL including acute type and lymphoma-type, the median survival
time is about one year and the patients relapse and die even during chemotherapy. It has been
hard time for patients and families more than 25 years. Then, over the last 10 years, nation-wide
studies resulted in the progression of treatment strategy for improvement of ATL patients’ survival.
One is allogeneic stem cell transplantation undergone in patients available for and the other is a
novel monoclonal antibody against chemokine receptor CCR4 on the surface of ATL cells. The new
era of ATL treatment has come. Furthermore, novel predictive marker of ATL development and

biomarker of ATL treatment are investigated to release patients from this incurable disease.

Key words : ATL, HTLV -1, allogeneic stem cell transplantation, CCR4
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Foreforont of the endovascular treatment for cerebrovascular disease
Koichi Satoh

Department of Neuro-Endovascular Surgery, Tokushima Red Cross Hospital, Tokushima, Japan

SUMMARY

Brain surgery has made a great contribution to the treatment of cerebrovascular disease in the
last half of this century. On the other hand, endovascular treatment using catheter without invasive
craniotomy has made rapid progress recently. Various cerebrovascular diseases can be treated
with this technique irrespective of hemorrhage or ischemia. By means of groin puncture (femoral
artery puncture) specialized devices and materials can be delivered up to intracranial lesion where
brain surgery is unable to access. In this paper, illustrative cases including coil embolization for
cerebral aneurysm, Merci clot retriever for cardiogenic cerebral embolism and carotid artery stent-
ing are demonstrated and issues and future perspective of the recent advances in the endovascular

treatment for cerebrovascular disease are discussed.

Key words : neuro-endovascular, treatment, cerebrovascular disease, aneurysm, carotid artery

stenosis, cardiogenic cerebral embolism
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Medical education for developing basic and generic skills

Masashi Akaike

Department of Medical Education, Institute of Health Biosciences, University of Tokushima Graduate School, Tokushima, Japan

SUMMARY

The major kinds of basic and generic skills include skills for communication and problem solving,
attitudes for team work, leadership, ethics, social responsibility and continuing learning, as well as
non-technical skills for medical safety such as situation awareness, decision-making and stress man-
agement. “The practice of medicine is an art, based on science.” is a famous quote of Dr. William
Osler. Basic and generic skills as well as professionalism are major parts of the “art”. However,
it is becoming difficult for residents to learn these skills naturally after graduation of medical school
in Japan because they receive clinical training by rotating the specialized department in a short pe-
riod. Therefore, in the undergraduate education, medical students should learn basic and generic
skills as “Does” level in Miller’s pyramid of clinical competence. On-the-job training such as a
clinical clerkship in a health care facility or a research work in a laboratory is expected to be effec-

tive for the education for basic and generic skills.

Key words : medical education, basic skills, generic skills, clinical competency
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Fusion image of myocardial SPECT and coronary artery CT (SPECT /CACT)

Hideki Otsuka

Department of Medical Imaging, Institute of Health Biosciences, the University of Tokushima Graduate School, Tokushima, Japan

SUMMARY

In the image diagnosis of circulatory diseases, various modalities such as chest X-ray (CXR)
examination, coronary angiography (CAG), ultra sonography (US), nuclear cardiology, CT (computed
tomography), MRI (magnetic resonance imaging), etc. are used depending on the disease and the
application thereof. CXR has high versatility and enables observation of the entire chest with one
image, while CAG enables direct observation of the coronary artery shape and can be used to carry
out revascularization such as percutaneous coronary intervention, etc. following inspection. US is
not associated with radiation exposure, it may be repeatedly carried out at bedside, and excels at
functional evaluations such as observing the movement of walls and valves, measuring the left
ventricular volume, ejection fraction, etc. Function/metabolism information that is difficult to obtain
using conventional modalities such as myocardial blood flow and fatty acid metabolism, cardiac
sympathetic-nerve, etc. may be obtained by nuclear cardiology ; specifically, myocardial perfusion
scintigraphy has a long history and abundant evidence. The application of CT and MRI which
excel at morphological evaluation are rapidly spreading with the advancement of machines such as
those with multi-detector row CT, the development of ECG gated sequence, etc. Coronary artery
CT is becoming actively used in ischemic heart disease as well ; however, the efficacy of nuclear
medicine is still high in terms of myocardial perfusion and viability evaluation. When ischemia is
observed on myocardial blood flow scintigraphy during routine medical care, it is not rare to
struggle in identifying the culprit coronary artery. FDG-PET/CT are important regarding the
fused image of function/metabolism images and morphological images upon tumor examination.
Investigations into the circulatory organ region are gradually advancing with research and the
development of image displaying/analyzing software.

320-MDCT and heart analyzing software were introduced to Tokushima University Hospital in
Abpril, 2012, making possible the creation of fused images of the coronary artery CT and myocardial
perfusion single photon emission CT (SPECT). Thereby, the coronary artery shape and myocardial
perfusion may be displayed and observed on the same image, allowing more simple and accurate
identification of the culprit blood vessel and evaluation of the range and shape of ischemia. In this
report, we hereby review the myocardial perfusion SPECT and coronary artery CT, and describe

the usability and future outlook of fused images together with our experience at our institute.

Key words : myocardial perfusion image, SPECT, coronary CT, fusion
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BRSBC-3B L " HIMSIZL I A VAV AT L%
\WC Dll4-Fc Ol Bk /E8 L, SCID ¥ 7 A D
Bk & BRI S-T 5 2 LI X D IESER R L7,
ZOFER, DI4-Fe sl ZEBpkIE T >~ 0 — W FRIZHA
THEBEICHEE BAL L (£1)7, # 2 CDI4-Fc
12 & BIFEERHIH A 5 = X L OWiE %47 728, DI4-Fc
BIEFEAMRE O PO — VY ¥ —EAMROBIET5
Hx EEN RT-PCR I THERKE L7, £0#E,
Dll4-Fc #1xFE AR TIE, CXCR4, S100A4, MMPI,
SERPIN1 & \» 5 72 NF«B 12 & b #§l#Hl 2 =17 5 501 D5
BRI SR S iz, S 5 I2%IEILRE L Western blot-
ting 12 £ ¥ Notchl & NF«B 41Ol N T D5 G A5
Hahiz, LLE2 5, Notchl/Dl4/NF«B % & I i%
BITEED 2V ITEEWICEE L TH Y, Notchl/DI4/
NEF-«B #% 8 DT R AE I O PR & % 2 ATREREAURIE &
iz,

—77, x7u7 7=V OlEED L HEHILEFTH S
macrophage-stimulating protein (MSP-1)® % /Nl fiti

#1 DIM4-Fe#IETFE A X B/MlaiAs A O JFEERHIH]

Number of metastatic colonies™

Cell line Incidence  Liver weight (g) - -
Liver Kidney Lymph node
SBC-3-vector 7/7 2.6(1.6-5.4) 15.6(2 -43) 4.0(0-11) 2.1(1-3)
SBC-3-Dll4-Fc 9/9 1.3(1.1-1.5)* 4.0(1-8)" 2.8(0-5) 2.0(1-3)

Number of metastatic colonies*

Cell line Incidence  Liver weight(g) - -
Liver Kidney Bone
H1048-vector 6/6 1.1(0.8-1.4) 4.8(2-7)  59.8(39-77)  9.5(8-12)
H1048-Dll4-Fc 7/7 0.8(0.6-1.1) 1.6(1-3)°  49.9(19-84) 7.7(3-14)

v h/NHERE AT AR SBC-345 & UF H104812,

L b AL A% HwT DI4-Fc D#{EFEA %17

v, RIS EER L7z Zh S oMo % SCID ¥ 7 X 7V THRET L 72,

*Values are the mean (minimum-maximum).
< P<0.05, " P<0.001,
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HCELDED SN DIEEBOATH ), HimB
BIEBANOREBRIBOON G o7z, TNEDFEE,
Dll4-Fc 8 & O° MSP-125/Mll g il 25 A D #5 8 o f C,
BRSO R FELY 5.2 55T T 5l et R%
LT %o /NIRRT 25 A AL S R0 U e ik | D sz
HEDOFENHATIED B, BT AFNIRT 2 it
PR, HEEPIEE 2 AREFANIZEALTH DL, F
DX BT, MOBEFREIHBE I TVEIZL2hb
59, ORI & 72 ) I8 S R b fER % Hik
% BT 50 2O &9 BRBEIT 268 % G
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DEAFED 201G, JFEERHIE 2 & = X L0 &0 3l %
AP LETDH %o

IPF D#BR S FHRHE & TR EFRSR

IPF &, EERAHOBEMM % IPs Oh T b % <,
FHEARBOEIHTH 5, IPF OMINSFHRAEIZ BTt
DER D S 1B VESRE DS E B S T & 7275, 20004EAK 4058
DOBUERAEE VD XD I3E LARRY & HilE bR g
EZDOREBEPREDOERETH B & § IS TR
NBEIhoTES (M2)O, =0 REBHEDER
THULM 2 15 E % 72 LT B M 2SR S A ©
D, o, b, MRSV EE oA L CEEE

2  MSP #IEFE A X 2/ IaiAs A OJF RSB iR R

Number of metastatic colonies*

Cell line Incidence  Liver weight(g)* -
Liver Lung Bone
SBC-5 6/6 1.3(1.0-2.2) 70(50-136) 29(15-48) 6(4-8)
SBC-5-Vector 8/8 1.5(1.2-2. 66(32-133) 26(8-54) 4(3-6)
SBC-5-MSP 7/7 1.5(1.3-1.9) 107(59-139)**  24(10-47)  5(3-7)
. ) . . Number of metastatic colonies*
Cell line Incidence  Liver weight(g)* - -
Liver Kidney Bone
H1048 6/6 0.9(0.6-1.1) 9(5-14) 24(11-30)  3(1-5)
H1048- Vector 6/6 1.0(0.7-1.5) 8(2-15) 31(19-36) 5(3-6)
H1048-MSP 8/8 1.2(0.8-1.5) 22(9-32)** 29(15-43)  3(1-6)

v MR AS A MRLRE SBC-58 & N H104812, L b T £ L A % F\v T MSP O:#{Z T8 A % 47
W, EHIFBEREER L2, IS OMIBOlESEER % SCID ~ 7 A€ 7V CTHE L7,

*Values are the mean (minimum-maximum).
**P<0.05

Stimuli o
Oxigen radicals Injury
Proteases I
Fas-FasL system

/Cﬁgm Growth factors
Thrombin

IGF-1 CTGF

| TIMP>MMP | MCP-1

Th1/Th2 balance
IL-4 1L-13

\Aberrant wound healing/

Epithelial cells
(AECs)

Collagen production

M2 fpgsriisstaE (IPF) o#Mls Tk
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AT LTy — 1T 5~V FFF—PHEETH S
Nintedanib (BIBF1120) o [ ¥ 3t (7] 5 I 4 i R 5L Bk A%
ETHTH D,

—75, EAEMBHESEAIIE O F B LASTES NS L9
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ML) A SR SR ORIE ST 5 L E 2 S
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Fibrocyte (B BH D 25— 7 v EAMBE L LT
1994EICHE SN2 LWiilaTH YW, 7177 —
v ERAESEIE oM O e AT AL EEZ 5N T
2%, Fibrocyte (ZfEERIMTEH 2> & fifi~itz & L, st
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Twh, —J, fibrocyte I3HEF %2 &4 M H A
Y, TEAA VOFUWRED WY FEESIL, b PR
IMH3k fibrocyte % A>T, fibrocyte A3h9 5 B4 5
FDEREENZDWT in vitro THETL, IS OEEKEF

Resident lu = __
1‘|br‘ob|cn5i1ng ot

/ e S
: — ﬂuhferu‘ﬁon “
PDGF 2

. T6F BT s
‘q, azswenf) Epithelial ) * »
. J/ qﬁﬁﬂé?m P, -
: 5 (:- S
& Myofibroblast \"\3. -ilij}“j\
S b
Fibrosis

EMT: epithelial-mesenchymal transition

X3 il ML o ke 5
Il A SE M ORI & LT, Mi% D resident fibroblast
\ZhNZ, circulating fibrocyte Fsk DO#EAHES ML, epithelial
mesenchymal transition HDHESEMI 2 STV 5,

A A L TR OB - b2 BT A2 L %
FEFE L7219, 5o T, MifiHEfbic B85 % fibrocyte D%
HIZoWTIE, QI F—4 ¥k EOMIAIHEE A,

@% A v AaA v - BERT % EOWERTEE, O
HEZERIEAN DAL D 3 D DAERIC & B it b IE /R
HEZOLND (M4), PifiAE(l3E Nintedanib ORERY 55
F1%, platelet-derived growth factor (PDGF), fibroblast
growth factor (FGF), vascular endothelial growth factor
(VEGF) oL+t 79 —ThbI enb, HEEL LT
DML A H = XL D—> & LT, fibrocyte 7> 5 3
HEENBHEHET-OEESICOWTOMEPLETH 5,

@ collagen
production

\_ heral
Periphera
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2 cytokine
production

Growth P

Resident Collagen?
fibroblasts \
Myofibroblasts

Pulmonary fibrosis %

it~k L 7z fibrocyte 1218, Qa7 =7 ¥ 2 EOMBAMEEES, QA A A > - BIHET % SO ER T ES, OFHES
M A~DALD 3 DDV IC & 2 iR LIEEH A E Z 5N 5,

4 MRHERE I BT B fibrocyte D% E]
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Analysis of molecular pathogenesis of lung cancer metastasis and pulmonary fibrosis for
development of novel therapy

Yasuhiko Nishioka

Department of Respiratory Medicine and Rheumatology, Institute of Health Biosciences, the University of Tokushima Graduate
School of Medicine, Tokushima, Japan

SUMMARY

Respiratory diseases include several intractable diseases such as lung cancer and pulmonary fi-
brosis. Particularly, lung cancer is a leading cause of death among various cancers. The reason
why lung cancer shows poor prognosis could be due to early and multi-organ metastasis. We have
performed the research to explore the mechanisms involved in the metastasis using multi-organ
metastasis model in SCID mice, which enable us to study the organ-specific mechanism of metasta-
sis. On the other hand, idiopathic pulmonary fibrosis (IPF) also shows the prognosis similar to
lung cancer. The molecular pathogenesis in IPF is still unclear. Recent findings show the several
origins of lung fibroblasts. Fibroblasts derived from circulating fibrocytes or epithelial-mesenchymal
transition are thought to play a role in the fibrogenesis in the lungs. To analyze how these cells
contribute to pulmonary fibrosis might lead to develop the novel therapy. Since many clinical tri-
als are now going on worldwide for IPF, the forward and reverse translational research seems to

be crucial to rapidly produce the outcome for patients.

Key words : respiratory disease, lung cancer, metastasis, pulmonary fibrosis, fibroblast
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Propose of new nursing interview framework based on a concordance model for people
with mental disorders

Mika Kataoka", Tetsuya Tanioka®, and Masahito Tomotake"

VDepartment of Mental Health, Institute of Health Biosciences, the University of Tokushima Graduate School, Tokushima, Japan

? Department of Nursing Management, Institute of Health Biosciences, the University of Tokushima Graduate School, Tokushima,

Japan

SUMMARY

Mental health measures in Japan are moving from hospitalization-centered care to community-
based care. With the demand for changes in the functions of psychiatric hospitals and clinics, the
role of nurses is growing. The primary role of nursing is to enable each and every individual to
maintain a healthy life, which involves providing those individuals with assistance to maximize
their vitality and healing capacity and enable them to exploit those abilities as best they can. In
order to practice such nursing interview, following basic concepts are useful: (1) It should be
based on a concordance model ; ( 2) It should set opportunities to promote remarks from mentally
ill individuals and utilize concordance skills that elicit their thoughts; and (3 ) It should utilize the
Strengths Assessment Sheet that focuses on lifestyle including the abilities, environment, and hopes
of mentally ill individuals. In this article, we describe a proposed new nursing interview framework

based on a concordance model for people with mental disorders.

Key words : concordance model, strengths assessment, nursing interview framework, psychiatric

mental health nursing
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Re-design and evaluation of the NMR probes for living organs and tissues

Mitsuo Kitamura", Takashi Hayano®, and Kazuo Yoshizaki"

Y Department of Physiology, Institute of Health Biosciences, the University of Tokushima Graduate School, Tokushima, Japan
2 Otsu Municipal Hospital, Otsu, Shiga, Japan

SUMMARY

We have constructed NMR signal detectors (probes) to measure the NMR spectra of living
organs and tissues kept under physiological conditions. The probes consisted of non-magnetic
aluminum alloy cylinder to support the detection coil made of cupper, mounted on a Teflon plate
with acrylics plates and rods, however, the recovery time to the static magnetic field after turning-
off of the pulsed gradient field was more than 10 times longer than that of the micro-MRI probe
available commercially.

The re-design of our probes, such as acrylics cylinder to support the coil, together with
readjustment of the eddy current compensation circuit, provided us the recovery time to the static
field less than 1msec, making it possible to measure the diffusion coefficient of Na* ion using the
pulsed field gradient spin echo method. The diffusion coefficient of Na* ion in skeletal muscle iso-
lated from bullfrog was 0. 6 time larger than that in Ringer’s solution, suggesting a high viscosity in

the skeletal muscle.

Key words : nmr probe, diffusion, Na, muscle
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Clarification of a staff assignment process based upon the thought process of nursing
administrators in psychiatric hospitals

Misao Miyagawa", Junko Doi”, Yuko Yasuhara®, and Tetsuya Tanioka®

VDepartment of Nursing, Faculty of Health and Welfare, Tokushima Bunri University, Tokushima, Japan
2 The Major in Nursing, School of Health Sciences, the University of Tokushima, Tokushima, Japan
% Institute of Health Biosciences, Department of Nursing, the University of Tokushima Graduate School, Tokushima, Japan

SUMMARY

Assignment of appropriate staff is a very important role of the as nursing administrator. The
purpose of this research was to clarify a staff assignment process based upon the thought process
of distinguished nursing administrators in psychiatric hospitals in order to create a computerized
system towards improving patient care outcomes. Participants were seven nursing administra-
tors in psychiatric hospitals which have psychiatric acute care unit and dementia care unit etc. in
Japan. A semi-structured interview procedure was using to determine the requirements necessary
for systematizing process of designing the staff assignment, and survey contents were “method of
information gathering required for staff assignment determination”, “what information required
for decision-making”, and “how to evaluate from the collected information”. This study used the
qualitative analysis of narratives from participants. As a result, the daily record for unit manage-
ment, interview, personnel information and patient information through the work schedule were
collected, and nursing administrator had determined quantitative and qualitative number of staff
assignment through the process of three steps of assessment. As a one important issue for staff
assignment, it became clear a lot of nursing administrator’s precious time was spent in gathering,

organizing and analyzing information for staff assignment determination.

Key words : appropriate staff assignment, nursing management, psychiatric nursing
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Table 1 Laboratory data on admission

WBC 18080/l TP 6.2g/dl
(3500-9700) Alb 4.1g/dl
Hb 12.6g/dl T-Bil 0.8mg/dl
Hct 37.0% GOT 2210/1
Plt 23.7x10"/ul GPT 111U/1
LDH 214IU0/1
pH 7.373 yGTP 1210/1
Pa02 100. 9mmHg ALP 14210/1
PaCO2 40. 7mmHg AMY 891U/1
HCO3 23.2mmol/1 BUN 13.6mg/dl
BE —1.9mmol/l Cr 7.9mg/dl
Lactate 2.02mmol/! CRP 0.03mg/dl
(0.5-1.6)
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Figure 1 CT scan on admission
Enhanced abdominal CT showed focal wall thickness and
pneumatosis intestinalis in the jejunum (arrow head),
and fluid collection in the abdominal cavity (arrow).
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Figure 2 Placement of trocars
Two of 12-mm size and two of 5-mm trocars were placed
like the figure.
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Figure 3 Operative findings
a: A 3-mm perforation part on the jejunum was observed.
b : The performed hole was sutured laparoscopically.
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Laparoscopic surgery for a blunt abdominal trauma with small bowel injury : case report

Masaaki Nishi, Kazuhide Ozaki, Kazuyuki Ohishi, Akihito Kouzuki, Madoka Hamada, and Yutaka Nishioka

Department of digestive and general surgery, Kochi Health Sciences Center, Kochi Japan

SUMMARY

In this paper the authors report a case of laparoscopic surgery for a blunt abdominal trauma
with small bowel injury. The patient, a-24-year-old woman, was admitted to the authors’ hospital.
She had abdominal pain caused by blunt abdominal trauma. Physical Examination showed muscular
defense and rebound tenderness on the abdomen. A computed tomography showed focal wall
thickness and pneumatosis intestinalis in the jejunum, and fluid collection in the pelvis. A preop-
erative diagnosis was traumatic perforation of jejunum. The authors performed laparoscopic surgery.
A 3-mm perforation on the jejunum was observed. The authors performed laparoscopic repair of
jejunal perforation. The postoperative course was uneventful and the patient was discharged 9 days
after the operation. In selected cases of blunt abdominal trauma, laparoscopic surgery may be a

safe and useful procedure.

Key words : laparoscopic surgery, traumatic jejunal perforation
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%% 1 : Reported cases of liver metastasis with biliary tumor from colon cancer

Auther year Age Sex Primary Stage histology Time from initial surgery Site of metastasis Outcome
(months)

Kobayashi 1990 51 M R pSE, pN2, ly2, vl well 82 lateral segment unknown
Arai 1994 54 F R pSE, pNO, Iyl, v0 mod 31 S1, S7 alive (1IM)
Oishi 1996 45 M A pSS, pN1, ly2, v0 well 42 S8 unknown
Tto 1997 61 M S pSS, pN1, ly2, v2 well 25 S5/6 dead (0M)
Igami 2000 44 F S pSS, pNO, Iy0, v0 mod 38 S3, S6, S8 alive (5M)

Hamada 2001 73 M R pSS, 1y2, v2 mod 54 S6 alive (19M)

Nakazaki 2006 72 M A pSS, pN4, ly2, v2 well simultaneous S6 unknown

Uchida ” 56 M S pSI, pNO mod 45 lateral segment, S7 unknown
Isa 2007 73 F S pSS, pN1 well 38 anterior segment alive (58M)

Hoshimoto ” 59 M A - well 141 caudate lobe alive (10M)

Kayashima 2008 70 M R T2NIMO well 48 lateral segment alive (8M)

Kawamura 2009 69 F T pSS, pN2, ly3, vO  well, muc simultaneous posterior segment unknown
Saito ” 87 F D pSS, pN1, lyl, vO mod 35 lateral segment, S6, S8  alive (13M)

Sugimoto ” 65 M A pSS, pNoO, lyl, v0 mod 132 S6 unknown
Nihei 2010 85 M T pSS, pN2, ly2, v2 mod 21 lateral segment alive (24M)

” ” 70 M S pSS, pNO, ly0, v0 well simultaneous S3 alive (19M)
’ 1 M C pSE, pN1, Iyl, vl well 2 S3 alive (12M)
” ” 61 F S pSS, pN1, Iyl, vl well 42 S5/8 alive (5M)
” 7y 74 M R pMP, pNO, ly0, v0 mod 60 4 dead (12M)
Z Z 64 M R pSS, pNO, 1y0, v0 well 28 S7/8 alive (72M)
Sakogawa ” 65 M T pSS, pN3, ly2, vl mod 40, 88 S3 unknown
Ourcase 2012 68 M A pSS, pNI, ly3, vl mod 6 S5/8 alive (40M)
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A case of Liver Metastasis with Biliary Tumor Thrombus from Colon Cancer with Difficult
Differentiating from Cholangiocellular Carcinoma

Takuya Tokunaga", Hidenori Miyake", Hirofumi Kanemura", Jun Hanaoka", Akimi Kobayashi",
Noriko Matsumoto", Takanori Miyoshi", Mariko Aoyama", Mitsuhiro Tsuboi", Takeshi Kuroda”,
Yorihiko Ogata", Naoki Hino", Shinichi Yamasaki", Yasuhide Sonaka", Masaru Tsuyuguchi’, Hiroshi
Kiyoku®, and Eiji Kudo®

1>Department of Surgery, Tokushima Municipal Hospital, Tokushima, Japan
2 Department of Pathology, Tokushima Municipal Hospital, Tokushima, Japan

SUMMARY

The patient was a 68-year-old man who had undergone right hemicolectomy for ascending colon
cancer, and pulmonary resection for lung metastases. After 10 months of operations, abdominal
computed tomograms revealed a liver tumor with a biliary tumor thrombus in the segment 5 and a
localized dilation of the intrahepatic bile duct. Endoscopic retrograde cholangiopancreatography
showed obstruction, 2cm long, of the intrahepatic bile duct (B5) and dilation of the peripheral duct.
Cytological examination of extracted bile showed adenocarcinoma. A right hepatic lobectomy was
performed under the diagnosis of metastatic liver tumor with tumor development in the intrahepatic
bile duct or intrahepatic cholangiocarcinoma. The resected specimen showed massive infiltration
of the tumor into intrahepatic bile duct (B5) with forming a tumor thrombus. Histologically, the
tumor was moderately differentiated adenocarcinoma, similar to the ascending colon cancer. The

final diagnosis was liver metastasis of ascending colon cancer with intrabiliary tumor growth.

Key words : colon cancer, liver metastasis, biliary tumor thrombus
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A case of recurrent gastrointestinal stromal tumor with peritoneal dissemination in which
long-term complete remission was achieved with imatinib mesylate therapy

Katsuhiro Masamune, Tsuyoshi Toyota, Kazuhito Takamura, Yoshitaka Kita, and Kenji Sannomiya

Department of Surgery, Anan Kyoei Hospital, Tokushima, Japan

SUMMARY

We report the case of a patient with recurrent gastrointestinal stromal tumor (GIST) complicated
with peritoneal dissemination who achieved long-term complete remission (CR) with imatinib
mesylate therapy. A64-year-old man was admitted to our hospital because of severe abdominal
pain. Abdominal computed tomography (CT) showed free air and an intra-abdominal abscess.
Perforation of the small intestine was diagnosed, and an emergency operation was performed. Two
adjacent tumors (each, 6cm in size), one of which was ruptured, were found by laparotomy in the
jejunum and as a peritoneal dissemination. Jejunojejunostomy with the two adjacent tumors was
performed and as much of the disseminated tumors as possible were resected. Histopathological
analysis indicated a high-risk GIST of the small intestine.

Abdominal CT at 1.5 years after the initial operation showed multiple recurrent tumors due to
peritoneal dissemination. The patient subsequently received imatinib mesylate therapy at 400mg/
day, and 5 months later, abdominal CT showed no evidence of tumor recurrence. DNA analysis of
the tumor revealed an exon 11 mutation in the c-kit gene. The patient continues to receive imatinib
mesylate therapy (400mg/day), and CR of the recurrent tumors has been maintained for 8 years

and 7 months.

Key words : gastrointestinal stromal tumor (GIST), small intestine, peritoneal dissemination, complete

remission, imatinib mesylate
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A case of metastatic tumor of small intestine from uterine cervical cancer

Katsuhiro Masamune, Tsuyoshi Toyota, Kazuhito Takamura, Yoshitaka Kita, and Kenji Sannomiya

Department of Surgery, Anan Kyoei Hospital, Tokushima, Japan

SUMMARY

We report a patient of a metastatic small intestinal tumor from uterine cervical cancer. A 76
year-old woman admitted to our hospital because of dyspnea. She showed progressive acute renal
failure with pulmonary edema. Abdominal CT showed an advanced uterine cervical tumor and
bilateral hydronephrosis. She was treated with temporary hemodialysis and tube nephrostomy.
1 week after admission, she presented with severe nausea, vomiting and rapidly progressive abdomi-
nal distension. We diagnosed her as strangulated ileus of the small intestine and she underwent
an emergency operation. Laparotomy revealed an isolated tumor of the ileum and dilatation of the
proximal small intestine without peritoneal dissemination, and a partial resection of the ileum was
performed. Histopathological findings showed that the tumor was composed of squamous cell car-
cinoma cells, indicating that it was metastasis from uterine cervical cancer.

Metastatic small intestinal tumor from primary uterine cervical cancer is very rare. To our

knowledge, only 5 cases have been reported in Japan, including the present case.

Key words : metastatic small intestinal tumor, uterine cervical cancer, malignant, ileus
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LRI NOZH VB CTHREE o7z, 2) BEERHE
(L - B 2R, YWMER L) 2T - MEETTORE
WBENREHECHE T 20, RS XDEL Bo7,
3) HAMERED R F v 7%, FEHEER L EE OLERM
OEE) - KEEAMER & o720 4) 2012487 A, ik b
YANVHNTIEHEEHEOLZBFR DY, ) AT 5 —%
HEHT, W - AMRET ORBENHGE - B 2T
720 [#E52] 1) 19954F, #fiXEICHEE I N T2 5,
TR0 E BT L 72, HAMEEK IZMERIT, <510
H - BHFEBOMEMSE SN TG, 2) EiERE~
RERIAOICE < 2 ), AR 2 REEEE SR ST b,
3) B - KW % L OERERICHBITTE, Z0Th
bo 4) MHUIHEEELIEATE Y, WiE OEing
b4 <, ZOBFMOTHRLERFM LT & 5 Ak
HIALE L SN TS, (i) HIsERT, &HEk
FERESADBEICARTH D, a8 - HEERIIBL
THEBEHOZENIREZ V,

5. BNy —vERXSR) v JIEGRBLIOTA A ¥
P L DB - HARS iRk 3k R 2 — & — MFZEfE
BHIXN—=2F5 1 VRE,S

BE FE, N O#E—, O EE, PAEET,

HiE &R, SR K=, &L BN, Bl KT
(FEES KRB ZNA T3 A T v AWFEEF 1
E5757 T )
AR (F SEEEESSE)

HAZ jiisx 3t 2 — & — MRS X RE DO 2N 12
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BWT, 87— X5 R) v ZiEGERE (MetS) B
FUA 2R VP L OBEERET Lo, W, 1§
Mk EOBAEA 2 <, BERPIEHE T2 WB 5377
N, ME136 N (4FiR35-705%) xR & L7z, HMmd61H
H o Z: 1 4EB OERUREE 2 BRI L o TRAE L 72,
MetS D iid, National Cholesterol Education Program
Adult Treatment Panel I (NCEP ATP II) ®3EH#EIC
Lotze A VR VPO L LT, Homeostasis
Model of Assessment-Insulin Resistance (HOMA-IR) %
a7z, MetS OFREI &L, 17.7%TdH - 720 ERD
GHTIC L o T4 DOEF Y — Uhit S 7z (R
EHENY =, BRI/ — v, N B LU
BGRy — v, AN — ), W, FlE, ToMho
RHERT-E %0 5 BE AL 1%, BENRAEH
y— 227k MetS DEIFEE L DR (P=0.04), /¥
YBIUHEN Y - A3 7 LEE (P=0.05) O
HREG L OMICHORMEN D > 72 mhEl/ Bk 8 —
¥ 237 & HOMA-R & O RIZIEQBH A (P=0.03),
=), Ny BIUAMGNY — 2 23T £ HOMA-IR
EDOMICEDOME (P=0.04) 252D 5 N7z,

6. BARANEWEFICBITAIMAESY I DOREE
(% 1)

Il —Ee, e W, RHEFERSEME, Bim A,

W R (FEE R I AT

I W (EERFRFERANIVANA L0 R

WFZE R A Gl B R 57

[Bmy)] EERBEKOVY # I 0 DARIC X 0 IFES T
JEBEREDOFIE, BOBREAEIVHRI S I LR ES N
TWwh, LY2LHRANFFOY ¥ I ¥ D FREEOHE I
FEAER, £ THRANEFERIZ B W TILH25-
(OH) vitamin D (LLF25(0H)Ds) i DR OHER
RRET L7z

[x$5 & 7] 201248 125 90 L 72 168 BUR I I % 33 51
IR (84), il (1144), %M (26%) 1ZMH25
(OH) D3 % 2 L 720 #EARIAIIIC B\ CTIEMEFHBI (B
T4 - 4F9%) KR L. B B3HA~8H%E
%, 9A~2H%4%F L L, 25(0H)Ds7%33ng/ml Bl L
e, 11~32ng/ml A%, 10ng/mlLTE2RZE L
726

[ 5] 25(OH) Dsfif i3 40 © 14.1+4.5ng/ml, 3 :

16.7+6.3ng/ml, %8 :18.0%+6.6ng/ml TH v, HFiE
M ZBLTAEDL LLEIRZTH -7z, TR
BWTEHMIC L BMETIE%4Z 1 13.2+42.5ng/ml, &
7 :20.546.7ng/ml C, &FNEFIIHNEG EICK
Moz (P<0.01),

[#53] BAANRICBWTIRE Y 2 Y D ARED S
THhY), LlZiFZzomsromd 25 AP L, L
A UJE R T 12 12525 5 25 (OH) Ds Dl 13 B & 5 Tl
%, AR HAR ML BT 5 E#25(OH) Dt 0 3% 52
PAETH b,

7. NERBEICBIT 2 BERIZDOWTORMES
W, BA FE, LW R, kO,
me B ((E)INES NEREEEbEE)

[F5] S L2ED b EIC BV TEEEAEEEK
VAR A TN L E T T 2o BEFRIF I BRE 25 B AT 3 A5
REOENITH LS, BRICE HEABKK20% % 5
BHTWVD,

[ 4 & J5:] 20084F 70 520124F £ TO LR IZBIT 5
AR A AT L7 BEHEO R, MkZH o7 — 5 123
LTL FEARY T 1 TITHET L 72,

[iER] Bz 2 - BRKX164%TH Y, Fimo
FOLEIX487%, i D%\ EFRITE AR T56%, DWW
TIFIE374, EARYEIABTHTH > 720 SWHIZH LT
1 IgA BHED R b % {46%, D\ TREMEEE 27184
WONEALBEDS16% T dh > 120 BERIFIEBHEDZWIIZE -
THEFNE DT 9B TH - 720 BEHE =D HIAEIZ2876
TH-o72,

(it rE] BRI B 2 B A MRS Tl IgA BHE O BIE
PERLLVETHAEET -V IIFBLEVWHDTH -7,
JEVEREE & UINEALBE O EE AT I3 T d 2 FIKIE30
WL T OB OAERD L CHfTLTWE I e 2 ML
TWA720ThhEEZLNL, T T— ¥ L HRM
BN &0, BABHEBRE O RIIEE
THY, BEHFICOREI I NE 720, FENL
FHTH D5, LELRREHIC B TIIEWA T 5
PVENRHDLEEZLNS,

8. BT S E TR e S DB B
S B BRI BT KL F Y Y REREBEAD



U A AR OWRRS
NEFRE UNERERIT)

[BW] BEZEIIBCWT, i3 YEEHSLTOH
BT BIEEEWIER SR SN S, 2D L9 BIE
BNTHR L, #r7ziiGEi G0 —F & %4 o 728 IR
Bs7 FLF ) VA MEEIEE (k% 3T ~"r 1Y)
NDO AN X DIBEN R ET L7,

(] MBI cha ) Y32 A L T 22568%)
BA 5% ik114 CEEERT2. T ¥ BMI23.7)
AR L, ERUHRZEER 28T -1
W4 (OABSS, N-QOL #i4) # %L, M L7,
[#5] OABSS# 2 a7 @ YIkkEG. 90— 2 54,7 (p<
0.05), N-QOL A 27 : ¥J#:46— 2 3767 (p<0.05)
L, RICHEELREIREN, $72 OABSSHEA T T
1%, Y64 - BILIEL 5% - BALOKTH - 72
[#a)] BAaT7EdESN20, Pia) VR
ANEGBI~NDRD—T & L TERRW 7 KL F) v %
BMEBERIIAM THL L EZ 5N D, L2 L, OABSS
22T DB RSN Doz 5412V TIZHEZ 55
WOV LETH 5,

9. EERTERKIBEANOIRA RS B L — 3 — &
I
[
e
i

SR (RS T 1L FH IR
s CRIEA:4E 4 HP)
S GURIFEER)

B B FIRE, WG I LD —&Z 725D, IR
BTHMEED S Z O APRBEEIC TR & o7z 40
HEVR TR BE~ O FARE L LT, ek 5 DA T
12fREE S N5 R AR N R A OAFEEM 2 8 A, IR
A 5 BAMENOEE L — 3 — BtE % i TR T 268
L7ER & 3 5,

FEBI 1 @ 75k, 924 7 R, A - fRRE
HPBE - sl B2 (i)

[FI4E10 A fk P BE T4 0F A T4l (W), BLAOAR RO
720 OSELIRMERAE, LA L 044FE6 Al sh, &£
IR s 545 2 & &ML K O TOL B L EsfE 4y, 0
50cm FEyF & AR MEARE S, IREH LH30mmHg @72
B 104E12 A S EIC & 2 BRR L — F — LB TR T
kAT, BAES A4 (0.3) 7£0.06, HRHA13mmHg /&

111

10mmHg,

FEBI 2 T A3 1142 9 H Wi, #)40.1 (0.6) /&
FE o IREA18mmHg /£28mmHg /2 IR 13 I 97 4E ok
NI R A7 A SR8 O 72 O HRJECE AT . A IRIE T BE T
MEEMNIRA L~ X (SN6AT7) ffA, EIRIZT7/NAF
236G IR ANRERIC L 5 BRIKL — — TR
FAFEAT, WEDHEIIAH0.8 (1.0) LEXEFF, WEMEE
1lmmHg /£10mmHg. & B AR &6~ o N R E
TS TARTFA S — R0 AN A R0 f IR AR | S B R B
2347 B H (ophthalmic surg 2012 ; 43 : 302)

10, 415% T THAEIR THREGE L 72 BiE) sl sE & 0F A BBk
EATRBIIRELGAE D — Bl
KH B, IiE & #,
B, mE K, BOR G,
Wil e, e Fz, Ok iz,
EH o OHfE, K FHa, ailE &,
BH RS, W A, mA K
el Bk (REERFIRPEIEBR G E
mRIE—EE, R fESE (KRR R R
FEBU B
o EE (JCEN—-hr0=v )

ME sz, Mm &,
WAL,
B T
ey i,

=W =,

E

i

—
T

&

FEBNTAL A 3 ik F (B IRE B AR L 23 5 PASH
Mz fErT s, DR RR AT ICHEIE R <, HES 2 1]
FEBR L 720 20XX 4R, EIERFOBIFZ EFRISEEZ %
wLice ZhlMEeEfHsn, TLLEXNTPED
Fiot | oY A N R O = WAV o AWAPAL Y |
EIFEB R TURANE o 72 FLH T — T VIRET
(T L DOREEE IZEEE T & b R7z TV 7293,
[R5\ AT - 7245 2 35522 THRBIIRAE T3 A B IR O
2R3, KENR & 7] A CABMEIIR 2 H S 7z,
&5 CT MAR IS T AT REIR 2 5 i3 A 4 B IR & OF
A5 TR KA TEH B DB IR 2 5260, BBy IR &
PR IEIAR _EAT RBIIREAGAE DRSM I % - 720

ANTEIIR EAT REIIREEAGE | ZSE KM LB B o Tl IR
WICINREETH Y, ZRETROERELAZ, T
7/ —EERALNBMICEREN S 20, WA TOHS
FFFICA 0o ATEBIA MK F THAEIR Tl L 72 %W
ELT, MBEIREDFAEIC & 1) AEIIREE A& H 7 & T
ESNBE LM OB PZENZRLE S 72 L Tw v
REVESSEAMEN S 7z RIRIZ BT 2 BBl HiBIIR -
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FTREYIREEAGAE O Fil Bl IR A0E 15 DF A O ey | S KM A7 C
Y, BEZ—HITHLHEERZOLNETOLHMEE %
MATHET %o

11, EZEERI AR AR ETCAEAE - I - AERRE - B E
FHAE AU L 72BN S SN 2R O — 1)
WA E, UK Far, Al &, W AL,
fem Bke (FEERSIRPEE B R
g WSRO R
fafx anh (F WRESRR)
HEH R, SFE MRS (R AR
HE B3 (7 IR
gk WK CAE FARUEEENED

FEB) - A0k, BRAERE @ 204t S B . 5 HETH
SRS 540/ - AF - RO LU E FRICEES:
2% L, BlF (204/134mmHg) %o, WAEIEH
B CHBRISRA SNz B MRI TIE LN OFR &
2 HNA IR E T O S IAT ZE & ) S A 1S
T BBURML M7 7 FIEE L RO, PUll/IMIEEIZ T
PREERNZINR L 72 F2BIME, HRE (HbAlc NGSP
8.6%), NEE %4 E (LDL-Chol84mg/dL) & Tl &
A& BRI IR GEUERE (pHPT) (Cal0.5
mg/dL, intact PTH63pg/mL) %7z, 8O pHPT
WOV TR AR IR BT IE 7%, fadpigt
& L7, HFEUMHEEDER L 20 9 2 I RKIEGE =
RIEMERE R 13O T, o RS Z 5] S
CTRELRO LD o7z, LMMER) A 7 ZEET 575,
ARG 72 Do B 5 (3 A 2 w8 I PR B T A, - 0
IR IR - DRV (CMH BE TOHE - MR ARAF P M LR
[is) %R0, pHPT 255 L TV A WREEAE 2 b
720 pHPT \E@&EIME - LIMERERED ) A7 LEZSH
NTWBED, FOEFEIZOVTIIHS P TIE R WO
MR EZ 2 N2 THRiET %,

12. BEIRE MM KEIRE AT HAT Y NI T Tk
EEHEIONIPS

A SR, il By, KT, EH wif,
s B, e B, dl Bl (BRI
AN AIIR=ZARED)

A SR, Ay IERE, itk SCHE (PRSI

N EAIIREVARED)

Ba] EHKEIRE ST 2 REBEEETH L AT ~
NS 7 NATERAE R LDoDd B, MEEIFREID &
L CEEIIR & BIRIE & o0 RIS IR 2 KREDIR ML 2 A7 72
CEBJImMm PLETHLEEINTWE, LaL, JESIC
FoTREHRET2S5HRELILLTHY, L0
HEDS e W LSS Do FD LD BIERISH L
Snorkel technique & X iEN 5 JEE AW TIEEZITVWER
R RESD LN TEL LI 572D THET 5,

D4 & Hik] 5B OB EINRE T &SRB IRIEAE 51 1%
L Snorkel technique &N ZEFIRA 7 >~ b 2 HEH
LIeAT Y 7T 7 MaEETo72 1BIEREREO
BRER], 2 Bl ERE, 2 PIIEEORVEE T -
7oo [FER] FMTFHIL LB CTHT) LT Id 26012 B &)
RO BT 72 AR &2 580 720 #I 1 61CIBEERT CT 12T
BRI OWGHRE L CIERIE R 225 72 2B B IR B 28 % 720
7oo MORERNTEBIRIEZ < BPLERE L7z, [FE] &
BRFAZEL 1BICROIHHCTAT Y 7T 7 Ok
FERIRAE» o728 E 2, DRBROFEGNIMOREE % v
HZEICX YR (R L7, [#iFE] Snorkel tech-
nique # VA Z L IZE Y AT Y T T T MABKOBEIE
EWKRTAHZEDREE Bbiiz,

13. Thymidine Phosphorylase (TP) Ok R 4512
BIFH5BLE TP FEMBAERIC X 5 PriAER)
B fetl, FINEMT (EESRFIHEHELEENE)
B Z, B, &L G (EERFRT
BENIV AN A A A T2 ARFZEERIEAL 2R RS

[%¥+] Thymidine Phosphorylase (TP) 1%, &RHERIF
TEFFEH L, MEHAEICES 5, LarL, TP OEE
PRI (UC) 2B 5B T3 ImatsnTs b
F, TP BHEFEROPIFEMRIZOVTHHE SN TV i
v, [HIY] UCHERI O SIEMARIZIBT 5 TP ZH & N
R EAE B R SRR EAERE & ORI R R L7z, &
512, dextran sulfate sodium (DSS) %k~ A €7V
O TP OFWE RN, TP 4RI EHI6- (2-aminoethyl)
amino-5-chlorouracil (AEAC) O#FI#5-12 & 5 PLIshE
I OWTHGES L7z [J7EE] UC32HERI & ) SRIX L 72
1844 D AEFAIAE D TP ZEBLOREE & NN I OHLRRS:
M ESERE & OBM % Mt L7, C57BL/6] ¥ 7 A122 %



DSS % 7 H#%5- L T a8 L, TP O3 % 5P

L 720 DSS 545~ 7 A 12 Vehicle 4!, AEACImg/kg,
10mg/kg, SASP100mg/kg % DSS #5-Fi/ &:# H 8 [0

Y51, HREFAE, DAI Score, Histological Damage

Score, KIGHEOI A4 M H A4 ViEEZMEL 2. UK

B] UCEFDLIEMBETIE, ~27a 77—, HiEF

MR, v oNER, MAENEMEIC TP 2EH L, BIE

FEIE, PIBLEERY M Ok 00 EAE RS (AR L 720 DSS B

KT ADKEHIZO TP O3 BD 7, AEAC O

B 512 &) HEMAF IR IS8 L, TNF-a, IL-1B,
IL-17, MIP-1, TFN-y, TL-100D 4k FE A5 L 720
AEAC10mg/kg DHIARFER)H1E SASP100mg/ kg & [F]5

Th o720 [FFE] TP &, UCEEBIO R T SAE DR 12

WHILTEFEIL, DSS KR~ ARG Jm#kic b5

BTSN E R o7, TP HEYAEH AEAC

1 UC I A HI4ERI R A L, UC OBFEICIH L

B85 EDRBENT,

14, GFRRERTERE RO 1 6

Ay SR, REF efr, WA B ROASET,
O B, il EE, el e, SR HEE,
AR KBRS, HA S Fk, SEH OEE (R
TP Lar R

ik FEIG CRIRNEFERED

(B3] 605, B [FFF] Woonz & [HHE]
20XX 45 AEP S EHBROMOOH 2 AL, EE
TO_EEHLE NSRS TR & 2T (linear
fissures), HwikpkzE (rings) % f8® 7o W14 £iE %
13 gradeM T& o 72, BB EH T EE O BEA L &
WIEANE, #ER, WIRELZ RO, MR TldH
1Bk : 5500 (AFEEER © 18.8%), IgE : 53IU/ml (FHEfE
M) EUFERERD ER %230 72, [BEARE] EER/ N A 28
2 [T UV F—E] &2 ez L [HEpE]
FRE T REEFEROT [Ba] PN RS 0720
HEMEAT 2 7 0o 72708, IFRRERIME A 22 % 5 B> 72
TNVFAT VRN, T X T T = VAR 1A T - 72
MHEROYE BTSN o720 7L F=V' T »15mg
PARICZETE L 1 AR 5 derid G o il L,
L2L 1% ABRICIGERIIBEIEE CH -7z, 7 HICY
BHEANE 20, PUll/MCER I L EEAERE T 72 E 2
7, WEREREE RO BRI B R OREEZRIICE -
720 7L F=vn »20mg DNk %Z B LIEIR D% =
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2o [Z52] WFERERVE A8 SIF 19934 12 #)8D THLE &
NPT L WERET, BARTIZS0FILLT & E 5
HBTHbH, WHEME TIZ/4~1/20ER] THRE % 15
SNTHESLT, MEBUICEREZITY, HEDHZ DT 5
ZENEREEEZEZ LN,

15. [auy 7 2008 MFREEIZS & D7k 46
< v NOBRME

JUR B, BEAET (BREN GHa
PEfR R R B AR
Wk OB, FHEOAT, PR
e w7 (FAmbE)
HEE TS (F A1)
b= A MRS

FH

WL, #ik T,

BIETFHO72012, REBUIARTRTH 5, HAZHR
MBI ADY 4 THH LD, WFhdNy Py
ROMIZZ v v a vy 22 LIAATHREZXS b DOEND
Thb, AlFIEE, ZLALOTIERL, FrdbE
W FEP SRR~y b vy b Eds) 2
EL72DOTHET 5, [F7E] T3, Xy FH2SY Fo
FEAIZRHT0ecm EONNV N % 4 RKFORDY fF1) 72, 430
FEDMIBNGL 2 & BES, AMNZEY A 7200 b 245 H 0
Ny FHHZEZE L, 30EDOMEIEMIIZZE S X9 XV o
SERFE LI, TORR, EFHII30E TV IREETRE
ETE Tz, IEIEMENL %2 & BB, EAMORES
fTo70 HEAWEHVE C2OBEINICI~ v b %2
L, BSHRENESE (FLF1 7% 2T, B2
HEIZ 2 58 EfE (mmHg) #llE L (#), - —
tr boNy MO X B ARAIA I (N ) &L 7,
Ui 5] ARG RS, ALg350E 1340, 5+11.8C, HIEASL
TIXiM/NB#:3.243.1/15.3+8.9 (p=0.0011) 72 -
720 AMBEARLEE, F2BEERIX33.5+11.2C, MIEAMZ Tl32.2
+1.6/15.1+14.2 (p=0.0159) 72 7z, fli g &, 45
HCTH IS NEICHEREICRETE TV, —4,
(ERTARL A bR [PPN TR Saed =1 7 = g = e
DB T HDT, TS DIROFES S HEHET L
720 KEEF-#81348.3+29.2/41.2+18.6 (p=0.3515)

JB %R 1314.3+7.7/15.14+10.0 (p=0.7417) 725 72,
KELT-EB, BUEEREI N i 8, N L QA BELET R h >
7o B EBI318.7+£10.1/12.4+4.7 (p=0.0454) T,
PHEDY N BRICIENA RIS LS o 720 [HaE] 4 Il 3k 1
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L7zi~<y MEF—t > bty F®L il L, 30 EL
MAIZBWTIEES, BESEAEIRIE TS, 72251,
W55 BB DVRIEF AN IR E LI L Bb Nz,

16. EMT Bd:# A 11X IPMN OEMAE, FHICHES5T2
ANl R (TR R R L d - BAEYLEL)

(TFs] BRMZERAT (EMT) BIER 71340 4 o E %
JEgs iR, e, EBICHEEICHEDLL FEBERFT
HDHEREINTWAD (Nature Cell Biol. 2012), s
NFLBERSE RS (IPMN) 2BV Tld, 2 F TEMT
EDBEIZOWTOHE IRV, F 2 T4, IPMN (2
BF 5 EMT B# A (Twistl, Bmil, Snail, CXCR4)
DEBROEZIIODVTHE LD TINEHET 5,

[J73E] 48T T fAT L 72 IPMN SE G185 % xf 5212,
JEHEER 2B 5 EMT BA# K ¥ (Snail, Twistl, Bmil,
CXCR4) DZH A REMMRILF Yt CREM L, Bk,
PEPERE LS 0 L CRERIR B 10 R T & o B & Lschsest
L7

(it 4] TPMIN S O PIRR IS A FLEEDRE {047 A (TPMLA)
761, BEREZE (IPMB) 24, B P9 5L UE R i IR 5

(IPMC) 96ITH -7z, TwistlFtiEid 761 (38.9%),
Bmil B4 5011141 (61. 1% ), Snail B 451131061 (55.6 %),
CXCR4RZHEBIG 7 6] (38.9%) THo7ze T EMT
B R T X IPMN o B (ERER, SR LEIO
PR (S, B, EBlg, BEAEHORFE, 8
B~—7%— (CEA, CA19-9, Dupan2, Spanl) & D#f
BIIZRRD o 720 Twistl BT EF I ENE & F
AR L 722 (p<0.05), Snail, CXCR4TIIHHE %
RO o 720 MEEFEEFFRIZB W TS EERFHT O
WPk, RO Y 47, CA-19:9MH, BmilsBlCH &=
30 (p<0.05), ThbH % & 5IZLERMIT CHE
L7258, Bmil@ BB OAFHEMERF L LTt s
h7z (p<0.05),

[§53E] IPMN I23BWTid EMT MER T 9 5, Twistl
FHRIEEEICESGTLA2HRTTHY, Bmil@msEHIidH
RPHRTARTL R ) B EEZ BN,

17. 3B O G E IR #15 & R B 1T 5 Epige-
netic 1&£i OB -5-

B BT, BHEOBRE, FHE ML, AN BE

A W, sl dh, eA B3R, CAfs K,
I —RR, REFHET (R L - Bl
EAx))

[lzroiz]

FEGFRPUE BRI OZENEE S h, bhvbhd

JREM ~ — % — CD133 - CD4458H D 3% (] Gastro-

enterol. 2010), Histone acetylation fillf8l O W FE14: (2D W

THE L7z (Surgery 2012), 4-l0l, JEEsfL D methyl-

ation status 221t + Histone acetylation |2 & 4 fEEsflaiGE

EIPIEMRRR IO WTHRET 5,

(a5 - il

1. fEwiila s HEsR) EEtRE O MIRE R (3561)
NCSC~—#— (CD133, 44) FP &% & HIF-1&
DFE#, Histone acetylation HIfH o T GE1: % ¥i3 T,

2. Histone acetylation sz ##) HCT-11612 X b
sphere % {Eh, Histone acetylation (valproic acid:
VPA) 12 & % sphere 2k fg, EMT 8K T % &
{r stemness gene (Oct4, Nanog, Bmi-1) FIHZE
{ft (RT-PCR) % #at,

3. JEEEMINE metylation status) HepG2iZ & U sphere %
YERL, JEAIHY - sphere - VPA 12X % sphere fARHE

(% n=3) T methylation status (Infinium 450K
BeadChip) ###f (Infinium 450K BeadChip) o

[ 52]

1) CD1331351%, CD441363%IZkE1ET, 1 v/ etk
Lb b M P AT, HIF-1%81E CDI33 (p
0.06) 3&3H & AHHRE L, HIF-1/CD1333L583H % #El,
HDACLIX HIF-158 3 & A1 L (p<0.01), L3I,

2) VPA |2 X 1) sphere 2 132 9% 59, CD133/44% BLAN
faEA131. 7% —0.4% ~ME T, stemness gene (&
VPA B EIAR T,

3) sphere 12 & 1) 826probe (beta fii >0.1, P<0.05)
SEE S, EMT K@ Hypo-methylation %
R 72, VPA |2 X % sphere BREETI329probe %3[F
TSN, AL EE(S T @ Hyper-methylation
DT,

[ 56

W RIIE O G KPS 45 1 Epigenetic 15 i ASBE# L,
Histone acetylation (2 & ) JEERIRDERE M R O Wl RE 1S
Hb,



18. FRAN—=A A — 91 —hi A BRI AEFERNZ RO A -
7z NFEERIR ML D — 151

W Rl (B RERPEAE RIS £ > 5 —)
YA, W wkE, OKRE B, &,
B g, ME Sz, BOR R, =R K,
B OB%E, B ET, R iz, I 2,
bW HE BEHO KT, K FA, e
Al R, IUHE EREL, Ak R, B B=
el Bk (7 JEZRENED

WA B—, @il i (8 EAEERNED

We HE (vAAy NARMERSGZ ) = v 7)

FEGNE80mAC 2, O ARERTIAE A RL O FHAE C LR (2l b
MFEZIT > Tz, 20124E8 HTA L ) 55D X R 5
S EOSEIRD V) o LT T — T AEEERER | 40%FE
JEF T LTWwWiz, 20124 9 H o BB ILERA TR
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