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Epidemiologic problems of sudden death of school children in Tokushima Prefecture

Suguru Matsuoka

Heart Care Committee, Tokushima Medical Association, Tokushima, Japan

SUMMARY

Four sudden death boys aged 10, 15, 16 and 17-years old were reported by a domestic newspaper
in 2004 and 2005. They died at school while doing exercise. School doctor could not re-evaluate the
medical records including ECG performed in school, because the principal reject their request. As
the result, the cause of sudden death was not known. There were another two boys aged 13 and
17-years old, who was reported as near-miss case from hospital in 2004 and 2005. They were
rescued by AEDDO automated external defibrillatord in a school or an ambulance car. ECG

O electrical cariogramand echocardiogram showed congestive cardio-myopathy in a 13-years old
boy, and normal in a 17 years old boy.

Cardiac health in school was checked at 6, 12 and 15 years old by medical questionale, physical
check and ECG. However, any abnormalities in these 6 cases could not detected before events
happened. In order to prevent these sudden death and near-miss, medical record and ECG should
be reevaluated. And AED is useful to survive sudden death cases and near-miss cases in school.

Key words : sudden death, near-miss, school children, cardiomyopathy, AED
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-autopsy study of the cardiac involvement in Duchenne muscular dystrophy-

Noriko Kagawa

Department of Morphological Laboratory Science, Major in Laboratory Science, School of Health Science, The University of

Tokushima, Tokushima, Japan

SUMMARY

Dystrophinopaties are due to mutations in the dystrophin gene on chromosome Xp21.1 and

comprise the allelic entities Duchenne muscular dystrophyl DMD0 Becker muscular dystrophy

and X-linked dilated cardiomyopathy.

In all three entities, the heart is affected to various degrees.

The cardiac involvement in autopsy cases with DMD is described.

The cardiac weight of DMD varied widely. Of 285 hearts, 109 were atrophic, 107 were within

normal range, and 69 were hypertrophic.

The incidence of dilated cardiomyopathy, was highest in

hypertrophic group. The posterior and lateral left ventricular wall were most extensively replaced

by scar tissue, especially, the outer wall was more affected.

The microscopic characteristics of cardiac involvement in DMD was the replacement of myo-

cardium by connective tissue.

The degenerative changes of myocardial fiber and fatty infiltration

were also noticed, but no regenerative myocardial fiber was observed.

Expression of NCAM, N-cadherin, B-catenin and connexin 43 were investigated immuno-

hisohchemically. The immunoreactivity of these cell adhesion molecules was recognized at the

intercalated disc of myocardial cell, although, in DMD the reactivity was weaker than in control

cases.

In DMD, reduced expression of these cell adhesion molecules can result in slowed

ventricular conduction, which may contribute to the development of arrhythmia and heart failure.

Key words : DMD, cardiac involvement, pathology, cell adhesion molecules
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Handling of Brugada syndrome
- how is Brugada type electrocardiography managed? -

Masahiro Nomura®, and Hiroyoshi Mori?

DDepartment of Human and Social Sciences, Faculty of Integrated Arts and Sciences, and ?Emeritus Professor, The University of
Tokushima, Tokushima, Japan

SUMMARY

Brugada et al. reported that electrocardiogaraphic finding of ST elevation and right bundle
branch block in the right precordial lead are closely associated with cardiac sudden death during
sleep in 1992, and these finding is an important substrate of idiopathic ventricular fibrillation, since
then we became call this clinical condition Brugada syndrome. Brugada type ECG is not so rare
abnormality in Japan, especially saddle-back type ST elevation is often encountered in mass exami-
nation or daily clinic, and lethal arrhythmias are occurred in these some cases. Several percent-
age of asymptomatic Brugada syndrome complicate sudden cardiac death. Therefore, diagnosis
and evaluation of prognosis of Brugada type ECG become important issue for daily clinic. Various
suggestions for Brugada syndrome and asymptomatic Brugada type ECG are proposed, and
implantable cardioverter defibrillator] ICDOis only therapy for Brugada syndrome, but there is not
yet an agreed opinion about management of Brugada type ECG. Appropriate prevention for sudden
death is necessary since some asymptomatic cases with Brugada type ECG complicate ventricular
fibrillation. In our daily clinic, we examine signal averaged ECG, I-MIBG myocardial scintigar-
phy and adoministration test of pilsicanide for the case with Brugada type ECG as a screening test,
and perform foreknowledge of sudden death. In near future, the standardized screening test for
asymptomatic Brugada type ECG will be established by further study.

Key words : Brugada syndrome, saddle back, coved type, cardioverter defibrillator, sudden death
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The clinical state of acquired long QT syndrome

Hirofumi Yamamoto

Department of Cardiology, Tokushima Prefectural Miyoshi Hospital, Tokushima, Japan

SUMMARY

The definition of long QT syndrome depends on demonstration of QT prolongation and recurrent

syncope due to life-threatening ventricular arrhythmia. Acquired long QT syndromes are those

due to drugs (antiarrhythmic agents, antibiotics and phenothazines), electrolyte abnormalities,

acute ischemia and heart block. The ventricular arrhythmia is of a unique type known as torsade

de pointes(TdP), which is characterized by rapid rates and gradually changing QRS morphology.

Recently, It is reported that the cause of congenital long QT syndrome was abnormalities of gene

coded myocardial ion channel, and some of acquired long QT syndrome was associated with

congenital abnormalities of ion channel gene. In treatment of acquired long QT syndrome, the first

step is to stop administration of the causative drug if can be identified. The aim of the therapy of

TdP is to shorten and unify the uneven ventricular repolarization ; that is to correct the

underlying electrophysiological disorder . Ventricular pacing and isoproterenol frequently

prevent recurrent episodes of TdP by shortening action potential duration. Magnesuim is useful in

treating TdP. The antiarrhythmic effect of magnesuim is due to shortening of the duration of

ventricular vulnerable period during the cardiac cycle and prevention of ventricular arrhythmias

related to reentry mechanism.

Key words : acquired long QT syndrome, torsade de pointes, magnesium, isoproterenol, reentry

mechanism.
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Non-pharmacological therapy to fatal arrhythmias

Ryuji Ohtani, and Yoshikazu Hiasa

Division of Cardiology, Tokushima Red Cross Hospital, Tokushima, Japan

SUMMARY

The majority of sudden cardiac deatl] SCDUis caused by fatal arrhythmiasd brady-and tachy-
arrhythmial] most of leading to SCD are tachy-arrhythmias like ventricular tachycardiall VTO or
ventricular fibrillationO VFO

Implantable cardioverter defibrillator] ICDtherapy to VT and VF is dramatically demonstrating
improved survival from SCD by randomized clinical trials. Today’s ICD devices are implanted
pectorally with transvenous lead in most patients, so procedures can be done by physician

O duration of procedure -0 hrs

We had performed ICD therapy to forty-two patients including with low left ventricular
function. Although all patients could leave hospital, several patients died of heart failure and
suffered from inappropriate therapy. In patients with advanced heart failure, cardiac-resynchronization
therapy may decrease the risk of death from heart failure, when combined with ICD.

Resynchronization therapy may have clinical benefit, especially when combined with an
implantable defibrillator.

Key words : sudden cardiac death, ventricular tachycardia, ventricular fibrillation, implantable cardioverter
defibrillator
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Hepatitis and hepatocellular carcinoma

Ichiro Shimizu, and Susumu Ito

Department of Digestive Medicine, Tokushima University Hospital, Tokushima, Japan

SUMMARY

Hepatitis C virusO HCVO was initially detected in [(ITTT]. Therefore, blood transfusion before
11T may have resulted in infection with HCV. Acute hepatitis related to HCV does not cause any
symptom, and is not recognized for a long period. Subsequent chronic hepatitis also causes no
symptom. The condition slowly deteriorates, leading to liver cirrhosis after [(T1 to[1] years. Then, it
causes an extremely high incidence of hepatocellular carcinomall HCCO after [TJ to [TJ years. To
prevent the progression of liver disease with HCV infection, hematology involving the AST/ALT
levels, platelet count and specific tumor markers, and abdominal echography, CT and MRI should
be periodically performed. Obesity and alcoholism accelerate the progression of liver disease.
Treatment with interferon, the only agent that is able to remove HCV from the liver, must be

administered. Even when HCV is not removed, the progression at a limited rate may prevent HCC.

Key words : hepatitis C virus, hepatocellular carcinoma, interferon, hepatic fibrosis, oxidative
stress
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Early diagnosis and treatment for cancer of the esophagus, stomach, and large intestine
Jouji Syunto

Tokushima Gastrointestinal/Biliary Disease Study Group, Tokushima, Japan

SUMMARY

The recent trends for gastrointestinal tract cancer mortality in Japan have shown a slight increase
in death from cancer of the esophagus, a decrease in death from cancer of the stomach, and an increase
in death from large bowel cancer. In some cases, gastrointestinal tract cancer progresses to an
advanced stage before symptoms occur, such as abdominal discomfort and bleeding. However, if
“examination is conducted before the onset of such symptoms and cancer is detected at an early
stage,” the risk of death is diminished. This communication reports on the present status of cancer
of the esophagus, stomach, and large intestine in Japan, as well as methods for earlier diagnosis and
recent approaches to cancer therapy. Matters that require attention are also reported.

The most important thing about gastrointestinal tract cancer is to detect it at an early stage
by examination before the onset of symptoms. Esophageal cancer is difficult to detect at an early stage
unless Lugol staining is done at the time of endoscopic examination. Performance endoscopy at the
time of a checkup is important for men aged 55 years and over as well as individuals with a history of
drinking or smoking.Individuals with a family history of gastric cancer must be checked for Helico-
bacter pylori when the age of 20 is attained. Since colorectal cancer is on the increase, mass screening
should be done using the fecal occult blood reaction. Even when the stool is negative for occult blood,
it is important to perform endoscopic examination if a person has abnormal bowel movements or a
family history of colorectal cancer.

Key words : esophageal cancer, gastric cancer, colorectal cancer, early diagnosis, and early treatment
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Lung cancer and malignant pleural mesothelioma
Seiji Yano

Department of Respiratory Medicine and Rheumatology, Tokushima University Hospital, Tokushima, Japan

SUMMARY

Lung cancer is the leading cause of malignancy related death in Japan. Cigarette smoking is the
most important preventable risk factor for lung cancer. For smokers who want to quit, nicotine
replacement therapy is frequently recommended. The most effective interventions for quitting
continue to be a combination of behavioral and pharmacologic approaches. Malignant pleural
mesothelioma is closely related to exposure to asbestos, and a rapid increase of the number of MPM
patients is estimated to occur from 2010 to 2040. The early detection by the medical check-up is
also important for improve the prognosis of patients with lung cancer and malignant pleural

mesothelioma.

Key words : smoking cessation, nicotin replacement therapy, medical check-up, asbestos, malignant
pleural mesothelioma
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Cervical cancer, endometrial cancer, and breast cancer : prevention, screening, causes

Hiroyuki Furumoto

Department of Obstetrics and Gynecology, Tokushima University Hospital, Tokushima, Japan

SUMMARY

Although it is difficult to avoid getting cancer, it is possible to reduce the risk of developing

cancer.

Even if a person gets cancer, a early cancer could be cured with less aggressive modalities.

Causes, prevention and screening program about cervical cancer, endomtrial cancer, and breast

cancer were discussed in this article.

Key words : cervical cancer, endometrial cancer, breast cancer, prevention, screening program
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SUMMARY

Recently, the lifestyle-related diseased] diabetes mellitus, hypertension and dyslipidemialdhave
been paid much attention in Japan because of their increasing frequency and devastating effect on
health of persons of middle or advanced age. The diseases are caused by the westernized living
environment : an excessive energy intake with meals containing abundant animal stuff and physical
inactivity, thereby increase risk for obesity, in particular visceral obesity. The visceral obesity is
thought to be a crucial cause situated at the most upper stream for the lifestyle-related diseases,
which make progress in arteriosclerotic process, resulting in cardiovascular diseases. The visceral
obesity accompanied with at least two of the lifestyle-diseases described above is now called the
metabolic syndrome. The lifestyle intervention such as reduction in energy intake with a Japanese
style cuisine containing less fat comparing to a westernized cuisine, is the most basic way to treat
the metabolic syndrome.

Key words : visceral obesity, metabolic syndrome, diabetes mellitus, hypertension, dyslipidemia
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Laparoscopic surgery for urological tumors

Hiro-omi Kanayama

Department of Urology, Institute of Health Biosciences, The University of Tokushima Graduate School, Tokushima, Japan

SUMMARY

Laparoscopic surgery for urological tumors are recently considered as standard operative
procedures. From1992 to August 2005, we performed 70 laparoscopic adrenalectomies for various
adrenal tumors, 57 laparoscopic radical nephrectomies for renal tumors, 22 laparoscopic nephroure-
terectomies for upper urinary tract tumors, and 8 laparoscopic radical prostatectomies for early
prostate cancer. Also, we performed several laparoscopic pyeloplasties for ureteropelvic junction
obstruction cases, or laparoscopic nephrectomies for benign disease included pediatric cases.

Laparoscopic adrenalectomy is standard operation for various adrenal tumors except for very
large malignant tumors. Laparoscopic radical nephrectomy become standard operation for T1/T2
renal cell carcinoma indicated nephrectomy. Both transperitoneal and retroperitoneal approach
are suitable. Laparoscopic nephroureterectomy for upper urinary tract tumors is also considered
as a standard operative procedure, and retroperitoneal approach is usually selected. Laparoscopic
prostatectomy is minimally invasive operative method for localized prostatectomy, however further

observations are necessary to consider standard procedure.

Key words : urologic tumor, laparoscopic adrenalectomy, laparoscopic radical nephrectomy, laparoscopic

nephrouretelectomy, laparoscopic radical prostatectomy
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Hippocampal norepinephrine level and exercise behavior in SPORTS rats

Masaki Morishima™, Sayuri Hara™, Nagakatsu Harada™", Atsuko Sano™, Hiromasa Seno™,
Akira Takahashi™", and Yutaka Nakaya™

BDepartment of Nutrition and Metabolism, and “"Department of Integrative Physiology, Institute of Health Biosciences, The
University of Tokushima Graduate School, Tokushima, Japan

SUMMARY

Reduced physical exercise activity contributes to the development of several metabolic
disorders including obesity, type O diabetes and hypertension. Especially in the developed
countries, many people choose not to be active physically, possibly because of a reduced motivation
to participate in exercise activities. Thus, augmentation of exercise motivation and subsequent
increase in the physical activity would reduce an incidence of these metabolic disorders. In order to
clarify the psychological mechanisms responsible for an increased exercise activity, we have
generated and established a line of SPORTSJ Spontaneously-Running-Tokushima-ShikokuOrat for
high levels of voluntary wheel running. Male SPORTS rats run voluntarily in the running wheel
almost six times longer than control Wistar rats. Here we examined the relation of the running
activity of SPORTS rat with the hippocampal norepinephrinel] NE[system including the levels of
NE, adrenergic receptors, and degradation enzymes for monoamines. In the hippocampus of
SPORTS rats, the level of NE in extracellular fluid was augmented, whereas the level in the
homogenate of the whole tissue was decreased even for sedentary conditions. The level of striatal
dopamine has not altered in both groups. The protein expression and the activity levels of
monoamine oxidase ALl MAOAU( a critical enzyme for the degaradation of NE, were decreased in
the hippocampus of SPORTS rats to increase extracellular NE level. Thus, inhibition of oxidase
activity in normal Wistar rats markedly increased wheel running activity. Our results indicate that
the hippocampal NE determines the neural basis of the psychological regulation of exercise
behavior in SPORTS rats. Modulation of NE transmission in the hippocampus will be a good
method for enhancing the exercise behavior both in clinical patients and in healthy humans.

Key words : exercise behavior ; hyper-running ; monoamine oxidase A ; norepinephrine ; hippocampus
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Clinical studies on 5 adult patients of suspected acute heart failure due to human parvovirus
B19 infection

Hiroaki Mitani

Mitani Clinic, Tokushima, Japan

SUMMARY

The clinical and laboratory findings of 5 adult patients with recent human parvovirus B19
infection in Anan cityd] from January to February 20050were reported. They showed local
and generalized edema and/or arthritis. Clinical examinations showed relative neutrophilia
with lymphcytopenia, anemia, hypocomlementemia in all patients and proteinuria with he-
maturia in 2 cases] No 2,30 Erythema were recognized in only 2 younger cased] No 3,501 Mean
weight increase due to edema was 2.2Kg. All 5 patients were positive for human parvovirus
B19 IgM/I1gG antibody. After treatment, CTR decreased 8.0% on an average, and elevated
BNP levels markedly declined one month later in 3 cased] No 2, 3, 40 %FS also reduced in
these cases, and one case] No 400observed slight degree of echo free space] probably peri-
cardial effusion]

When human parvovirus B 19 is prevalent, differential diagnosis of the symptoms such
as anemia, dyspnea, oligouria and polyarthralgia are mandatory. If human parvovirus B19
infection is suspected, virus-related cardiomyopathy should be considered.

Key words : Parvovirus B19, heart failure, anemia, nephritis
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(O The novel Src kinase inhibitor MIITTTT] inhibited
VEGF induced VE cadherin and ( catenin phos-
phorylation but increased their association: A new
therapeutic target

Nermin Ali'0Yasuhisa Kanematsu'OKeisuke Ishizawa'C
Yuki Izawa'0 Seiji Yano' Saburo Sone’dand Toshiaki
Tamaki'0 "“Departments of Pharmacology and “Department
of Internal Medicine and Molecular Therapeutics, Institute
of Health Bioseices The University of Tokushima
Graduate Schoo)

Abstract

Vascular endothelial growth factor] VEGF[ induced angi-
ogenesis plays a pivotal role in tumor growth and
metastasis. One of the first events that may occur during
angiogenesis is the loss of stable celt cell contact between
endothelial cellsd ECsO in the parent vessel. Vascular
endothelial] VE[E cadherin is an endothelial celt specific
adhesion molecule that can transfer intracellular information
by interacting with the cytoskeleton via several anchoring
molecules such as 3 catenin. The Src kinase inhibitor M
(ITT10 is a new anilinoquinazoline derivative, which has
been shown to be a potent inhibitor of tumor growth in
ac Src transformedOT xenograft model in vivo.

In the present study we examined the effect of M 11T
on VE cadherinJ@ catenin phosphorylation and associa-
tion. As well as its effect on VEGF induced Human
Umbilical Vein Endothelial Cell{1 HUVECOproliferation
and migration. Cultured HUVEC within passagel] were
used. Cell proliferation and migration were examined
using MTT and Transwell migration assays, respec-
tively. Protein protein interaction was evaluated by coe
immunoprecipitation. VE cadherin and (3 catenin phos-
phorylation was measured by western blotting using
phospha specific antibodies. Our findings revealed that,
pretreatment with MITTTT] inhibited VEGF induced
VE cadherinand 3 catenin phosphorylation in a concentration
- dependent manner. On the other hand it increased VE

- cadherinl3 catenin association, which was inhibited by
VEGF administration. Confocal laser microscopic examination
showed that MITTTT] retained the distribution of B

catenin at celt cell junction, which was disturbed by
VEGF administration. Finally, comparing the effects of
MIITTT] with that of the well known Src kinase inhibitors,
PPO and Herbimycin A1 HATshowed that MTTTTTproduced
comparable inhibitory effects on VEGF induced HUVEC
proliferation and migration. However, only MTTTTT] had
almost no inhibitory effect on the basal proliferation and
migration of the cells. These findings suggest that M
(ITTT attenuates VEGF induced HUVEC proliferation
and migration through maintaining celt cell juction
stability. Although
molecules cannot be ruled out, MTTTTT] may be a us

involvement of other signaling
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