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1. Exon 3 insert of tau protein in neurodegenerative diseases

Terada S, Ishizu H, Ishiguro K, Tanabe Y, Itoh N, Yasutake K, Furubayashi A, Kitamura Y, Kuroda
S
Acta Neuropathol (Berl) 110 (1) , 12-18, 2005

Microtubule—associated protein tau is the major component of the filamentous neurofibrillary
lesions of Alzheimer’ s disease (AD) and other tauopathies. Recently, it has been reported that
tau isoforms lacking both N-terminal exon 2 and exon 3 do not form straight filament— or paired
helical filament—like filaments in vitro, and that the N-terminal exons facilitate assembly of
full-length tau. However, neuropathological and biological studies on the N-terminal region of
tau protein in human tissue have been limited. We performed a biochemical study on the abnormally
phosphorylated tau in brains affected by AD and corticobasal degeneration (CBD), and an
immunohistochemical study on tau—positive structures in neurodegenerative diseases, to clarify
whether tau with the exon 3 insert was present in abnormal tau—positive structures. On immunoblots
of sarkosyl—insoluble tau, anti—-exon 3 antibody (anti—E3 Ab) recognized two bands of 68 and 72
kDa in AD and only one band of 72 kDa in CBD. Immunohistochemically, anti-E3 Ab recognized most
parts of the neurofibrillary tangles (NFT) in AD and Pick bodies in Pick’ s disease. In progressive
supranuclear palsy (PSP) and CBD, most NFT and pretangles were positive for anti—-E3 Ab, as were
a small number of glial inclusions. These results indicate that abnormally phosphorylated tau
containing the exon 3 insert is present in both PSP and CBD brain, and that CBD cannot be
distinguished from PSP by immunoreactivity for anti—E3 Ab. Although most intraglial inclusions
were negative for anti—-E3 Ab, a few were positive. Therefore, tau isoforms containing the exon

3 insert are expressed at low levels in glial cells.

2. Influence of repetitive transcranial magnetic stimulation on disease severity and oxidative stress markers in the
cerebrospinal fluid of patients with spinocerebellar degeneration.
Thara Y, Takata H, Tanabe Y, Nobukuni K, Hayabara T
Neurol Res 27(3), 310-313, 2005

Ataxia severity, cerebellar hemispheric blood flow (CHBF), ascorbate free radical (AFR),
superoxide dismutase protein, superoxide scavenging activity, and 8-hydroxy—2 —deoxyguanosine
(8-0HdG) in cerebrospinal fluid (CSF) were compared before and after an 8—week course of repetitive
transcranial magnetic stimulation (rTMS) in 20 patients with spinocerebellar degenerations (SCD).
SCD patients showed higher AFR, 8-OHdG, and superoxide scavenging activity than 19 controls. In
SCD patients, AFR and ataxia severity declined, and CHBF increased after rTMS. As the SCD patients

showed negative correlations between ataxia severity and CHBF or superoxide scavenging activity,
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the therapeutic mechanism of rTMS may involve decreased oxidative stress and increased CHBF.

Delusion of Theft and Phantom Intruder Delusion in Demented Elderly Patients in Japan
Terada S, Ishizu H, Fujisawa Y, Yokota O, Kugo A, Nakashima H, Tanaka Y, Ishihara T, Nakashima
T, Nakashima Y, Sasaki K, Kuroda S
J Geriatr Psychiatry Neurol 18, 142-148, 2005

Delusion of theft and phantom intruder delusion are among the most frequent delusions in
dementia. The purpose of this study was to clarify the clinical characteristics of patients with
these symptoms. The authors conducted a questionnaire survey;, items included age, gender,
dementia diagnosis, cognitive function, and activities of daily living. Other clinical
characteristics were evaluated using the quality of life questionnaire for dementia. A total
of 217 patients with dementia were rated. Frequencies of delusion of theft were as follows:
frequent, 7%; sometimes, 11%; rare, 16%; and none, 66%. Frequencies of phantom intruder delusion
were as follows: frequent, 4%; sometimes, 10%; rare, 9%; and none, 77%. Comparison between
positive and negative groups with these symptoms revealed that positive groups had higher scores
in 2 of 6 domains of the quality of life questionnaire for dementia, namely, negative affect
and actions, and restlessness. The positive group with delusion of theft had higher scores in
cognitive function and activities of daily living than did the negative group. These results
suggest that negative affect and action and restlessness might be related to delusion of theft
or phantom intruder delusion and that delusion of theft frequently occurs in the early stage

of dementia

Frequency of early and late—onset dementias in a Japanese memory disorders clinic
Yokota 0, Sasaki K, Fujisawa Y, Takahashi J, Terada S, Ishihara T, Nakashima H, Kugo A, Ata
T, Ishizu H, Kuroda S
Eur J Neurol 12, 782-790, 2005

The aim of this study was to compare the diagnostic profiles of patients with early (age<65
years) and late (age>or=65 years) onset of dementia in a memory disorders clinic in Japan. A
total of 512 consecutive memory clinic patients were evaluated using clinical information and
results of examinations. Diagnosis of dementia was made according to DSM-III-R, and that of
subtypes according to standard diagnostic criteria. A total of 464 patients met the criteria
for dementia. Amongst late—onset patients (n=430), Alzheimer s disease (AD) (48.1%) was the most
frequent cause of dementia, followed by AD with cerebrovascular disease (CVD) (31.4%), vascular
dementia (VaD) (9.1%), dementia with Lewy bodies (DLB) (3.7%), frontotemporal lobar degeneration
(FTLD) (1.6%), and others (5.8%). On the contrary, amongst early onset patients (n=34), the most
common dementia diagnosis was AD (38.2%), followed by VaD (23.5%), FTLD (14.7%), AD with CVD
(5.9%), DLB (2.9%), and others (17.6%). FTLD and VaD were significantly more common in the early

onset group. All patients, but one, with DLB and Parkinson’ s disease dementia were late—onset
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The relative frequencies of AD, VaD, and DLB in our series are consistent with epidemiologic
findings in several Western countries; however, the frequency of FTLD is not consistent with

the previous findings presenting high frequency in late—onset patients in some Western countries.

Chronic lithium treatment decreases tau lesions by promoting ubiquitination in a mouse model of tauopathies
Nakashima H, Ishihara T, Suguimoto P, Yokota 0O, Oshima E, Kugo A, Terada S, Hamamura T,
Trojanowski JQ, Lee VM, Kuroda S

Acta Neuropathol (Berl) 110, 547-556, 2005

Lithium, a widely used drug for treating affective disorders, is known to inhibit glycogen
synthase kinase—3 (GSK-3), which is one of the major tau kinases. Thus, lithium could have
therapeutic benefit in neurodegenerative tauopathies by reducing tau hyperphosphorylation. We
tested this hypothesis and showed that long—term administration of lithium at relatively low
therapeutic concentrations to transgenic mice that recapitulate Alzheimer’ s disease (AD)-like
tau pathologies reduces tau lesions, primarily by promoting their ubiquitination rather than
by inhibiting tau phosphorylation. These findings suggest novel mechanisms whereby lithium
treatment could ameliorate tauopathies including AD. Because lithium also has been shown to reduce
the burden of amyloid-beta pathologies, it is plausible that lithium could reduce the formation
of both amyloid plaques and tau tangles, the two pathological hallmarks of AD, and thereby

ameliorate the behavioral deficits in AD.
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12. Successful treament of a patient with severe Churg—Strauss syndrome by a combination of pulse corticosteroids,
puls cyclophosphamide, and high—dose intravenous immunoglobulin
Takigawa N, Kawata N, Shibayama T, Tada A, Kimura G, Munemasa M, Soda R, Takahashi K
J. Asthma 42, 639-641, 2005

A 24-year—-old woman with a 4-year history of bronchial asthma suffered from bloody sputum,
numbness of the extremities, elevated eosinophil count, and hypoxemia. A diagnosis of alveolar

hemorrhage was made by bronchoalveolar lavage. Echocardiogram revealed severe hypokinesis of
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the left ventricular wall. Her respiratory condition deteriorated despite administration of pulse
corticosteroids. A second pulse corticosteroids and pulse cyclophosphamide followed by high—dose
intravenous immunoglobulin brought about a dramatic improvement of alveolar hemorrhage, cardiac
impairment, and peripheral neuropathy. Levels of antimyeloperoxidase— antineutrophil
cytoplasmic antibodies, soluble thrombomodulin, soluble interleukin—-2 receptor, eosinophil
cationic protein were elevated and returned to the normal range in remission. The combination
of pulse corticosteroids, pulse cyclophosphamide, and high-dose intravenous immunoglobulin

seemed effective for the acute phase of severe Churg-Strauss syndrome.

Hepatocyte growth factor attenuates airway hyperresponsiveness, inflammation, and remodeling
Ito W, Kanehiro A, Matsumoto K, Hirano A, Ono K, Maruyama H, Kataoka M, Nakamura T, Gelfand
EW, Tanimoto M
Am J Respir Cell Mol Biol 32, 268-280, 2005

Hepatocyte growth factor (HGF) is known to influence a number of cell types and their production
of regulatory cytokines. We investigated the potential of recombinant HGF to regulate not only
the development of allergic airway inflammation and airway hyperresponsiveness (AHR), but also
airway remodeling in a murine model. Administration of exogenous HGF after sensitization but
during ovalbumin challenge significantly prevented AHR, as well as eosinophil and lymphocyte
accumulation in the airways; interleukin (IL)-4, IL-5, and IL-13 levels in bronchoalveolar lavage
(BAL) fluid were also significantly reduced. Further, treatment with HGF significantly suppressed
transforming growth factor-beta (TGF-beta), platelet—derived growth factor, and nerve growth
factor levels in BAL fluid. The expression of TGF-beta, the development of goblet cell hyperplasia
and subepithelial collagenization, and the increases in contractile elements in the lung were
also reduced by recombinant HGF. Neutralization of endogenous HGF resulted in increased AHR as
well as the number of eosinophils, levels of Th2 cytokines (IL-4, IL-5, and IL-13) and TGF-beta
in BAL fluid. These data indicate that HGF may play an important role in the regulation of allergic

airway inflammation, hyperresponsiveness, and remodeling
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Sarcoidosis occurring after interferon—alpha therapy for chronic hepatitis C: report of two cases
Hirano A, Kataoka M, Nakata Y, Takeda K, Kamao T, Hiramatsu J, Kimura G, Tanimoto Y, Kanehiro
A, Tanimoto M

Respirology 10, 529-534, 2005

We report two patients who were diagnosed with sarcoidosis after receiving interferon
(IFN) —alpha therapy for chronic hepatitis C, and conduct a review the relevant literature. The
first patient was a 52-year—old female who developed multiple subcutaneous nodules 2 months after
finishing IFN-alpha therapy. A skin biopsy from subcutaneous nodules on the right elbow joint
revealed sarcoid granulomata. These lesions resolved spontaneously 4 months later. The second
patient, a 57-year—old male, developed bilateral hilar and mediastinal lymph node enlargement
2 years after finishing IFN-alpha 2a therapy. A transbronchial lung biopsy demonstrated sarcoid
granulomata. In addition, he had uveitis and left ulnar nerve involvement. His eye and nerve
involvement gradually improved over 20 months. It is feasible that IFN therapy has been a trigger

for sarcoidosis in these patients.

Successful treatment of a patient with Synchronous advanced non—small cell lung cancer and acute myeloid
leukemia by a combination of Gefitinib, low—dose Cytarabine and Aclarubicin
Takigawa N, Takeuchi M, Shibayama T, Yoshida I, Kawata N, Tada A, Ueoka H, Takahashi K
Anticancer Res 25, 2579-2582, 2005

There are few reports describing simultaneous occurrence of acute leukemia and lung cancer.
We describe here an 83-year—old woman who simultaneously developed advanced adenocarcinoma of
the lung and acute myeloid leukemia. She could not receive intensive chemotherapy due to poor
performance status. This patient was treated with a combination of gefitinib, low—dose cytarabine
and aclarubicin. This combination could be safely administered in the elderly patient with poor

performance status and was effective for both lung cancer and acute myeloid leukemia.

38. Determinants of cisplatin and irinotecan activities in human lung adenocarcinoma cells: evidence of cisplatin

accumulation and topoisomerase I activity.
Matsumura T, Takigawa N, Kiura K, Shibayama T, Chikamori M, Tabata M, Ueoka H, Tanimoto M
In Vivo 19, 717-721, 2005

To elucidate the sensitivity of adenocarcinoma of the lung to cisplatin and irinotecan,
intracellular glutathione (GSH) and glutathione S—transferase (GST)-pi concentrations and
topoisomerase (topo) I activity were investigated using six adenocarcinoma cell lines. The
antiproliferative activity was determined by MTT assay in terms of inhibition concentration
(IC50) values. The IC50 values to cisplatin were not correlated with the amounts of intracellular
GSH or GST-pi, but with intracellular accumulation of platinum (r =-0.91, p=0.013). IC50 values

to SN-38 were correlated with topo I activity determined by relaxation assay of pBR322 (r = -0. 83,



p = 0.040). These results suggest that platinum accumulation and topo I activity have definite

impacts on the sensitivity of lung adenocarcinoma to cisplatin and irinotecan, respectively.

39. Interstitial lung disease in Japanese patients with non—small cell lung cancer receiving gefitinib: an analysis of risk
factors and treatment outcomes in Okayama Lung Cancer Study Group.
Hotta K, Kiura K, Tabata M, Harita S, Gemba K, Yonei T, Bessho A, Maeda T, Moritaka T, Shibayama
T, Matsuo K, Kato K, Kanehiro A, Tanimoto Y, Matsuo K, Ueoka H, Tanimoto M
Cancer J 11, 417-424, 2005

Risk factors for the development of interstitial lung disease in patients with non—-small cell
lung cancer receiving gefitinib and the prognostic factors after interstitial lung disease
development have not been established. The aim of this study was to retrospectively identify and
evaluate these possible factors. PATIENTS AND METHODS: We reviewed the clinical records and
radiographs of 365 consecutive patients with non—small cell lung cancer who received gefitinib
in West Japan between 2000 and 2003. RESULTS: In total, 330 patients were eligible for interstitial
lung disease evaluation, and 15 patients (4.5%) were finally confirmed to have developed
interstitial lung disease by blinded expert review. Multivariate analysis revealed that
preexisting pulmonary fibrosis, poor performance status, and prior thoracic irradiation were
independent risk factors for interstitial lung disease, with odds ratios of 21.0 (95% confidence
interval, 5.12-86.3, P < 0.0001), 9.70 (2.27-41.4, P = 0.001), and 4.33 (1.27-14.8, P = 0.019),
respectively. Among the 15 patients who developed interstitial lung disease, eight have died of
the condition. Short interval from the initiation of gefitinib treatment to the onset of
interstitial lung disease, acute interstitial pneumonia pattern, and the presence of pre—existing
pulmonary fibrosis were associated with poor prognosis. DISCUSSION: Our results suggest the
importance of patient selection for gefitinib treatment based on interstitial lung disease risk

factors in the Japanese population identified.

40. A phase I study of 3—day topotecan and cisplatin in elderly patients with.
Fujiwara K, Ueoka H, Kiura K, Tabata M, Takigawa N, Hotta K, Umemura S, Shibayama T, Kamei
H, Harita S, Okimoto N, Tanimoto M
Cancer Chemother Pharmacol 57(6), 755-760, 2006 Jun ; Epub 6, 1-6, 2005.10

Purpose: The aim of this phase I study was to determine the maximum—tolerated dose (MID) in
elderly patients with small-cell lung cancer (SCLC). Patients and methods: Patients aged over
75 years with previously untreated SCLC were enrolled in this study. Both topotecan and cisplatin
were administered on days 1-3 and repeated every 3 weeks. The starting dose of topotecan was
0.5 mg/m(2) /day, while cisplatin was fixed at the dose of 20 mg/m(2)/day. Patients with limited
disease (LD) SCLC received thoracic irradiation after the completion of chemotherapy. Results:
Twenty—one elderly patients were enrolled in this study and received a total of 59 cycles. The

ma jor hematological toxicity was neutropenia and non—hematological toxicities including diarrhea
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were generally mild and reversible. The MID of topotecan was determined as 1.2 mg/m(2)/day. The
recommended phase II study dose of topotecan was determined as 1.0 mg/m(2)/day with cisplatin
20 mg/m(2) /day daily for 3 days. An objective response was observed in 6 of 10 patients (60%)
with LD-SCLC and 6 of 11 (55%) with extensive disease (ED) SCLC. The median survival time in
patients with LD-SCLC and those with ED-SCLC were 16. 0 and 11. 0 months, respectively. Conclusion:
The combination chemotherapy of 3-day topotecan and cisplatin appears to be tolerable and

effective in elderly patients with SCLC.
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Rapidly progressed acquired immunodeficiency syndrome dementia complex as an initial manifestation
Takeuchi M, Nobukuni K, Takata H, Kawata N, Hayashibara N, Ishizu H, Takahashi K
Int. Medicine 44(7), 757-760, 2005




We report a patient with acquired immunodeficiency syndrome dementia complex (ADC) that
presented human immunodeficiency virus infection as an initial manifestation. A 34-year—old man
developed disturbance of consciousness and severe abulia over 3 months. The CD4 lymphocyte count
was 7.9/microl, while human immunodeficiency virus RNA in blood amounted to 4.2 x 10 (4) copies/ml.
T2-weighted magnetic resonance imaging showed diffusely high signal intensity in the deep white
matter of both cerebral hemispheres. On the 20th hospital day, the patient died of sepsis caused
by methicillin-resistant Staphylococcus aureus. Autopsy findings in the brain included increased
glial cells and multinucleated giant cells in cerebral white matter and subcortical gray matter.

These features were compatible with ADC.
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This case report describes monomorphic post—transplant lymphoproliferative disorders (PTLD);



60.

61.

62.

<U)
63.

diffuse large B—cell lymphoma generated in tonsils of the patients. A 6 months old patient
received the living related liver transplantation due to fulminant hepatitis. The EBV antibody
in serum before the transplantation was positive. Immunosuppressive therapy included tacrorimus
and prednisolone. 3 months later after the transplantation, the patient entered the hospital
again to treat for infection of cytomegalovirus. 2 weeks later, dyspnea appeared with nasal
obstruction and adenotonsillar hypertrophy. The tonsils gradually increased and left tonsil was
extirpated for histological diagnosis. Histology of the tonsil was large B-cell lymphoma with
positive EBER. Despite the reduction of immunosuppressive therapy and addition of chemotherapy,
the patient died a month later after the diagnosis. It is important for otolaryngologists to
consider the diagnosis of PTLD in pediatric transplant recipient who presents with adenotonsillar

hypertrophy.
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A Subacute Hypoxic Model Using a Pig
Kotani K, Nagahiro I, Nakanishi H, Mori H, Osaragi T, Ando A, Shimizu N
Surgery Today 35, 951-954, 2005

Purpose: A large animal model of hypoxia is necessary to develop a new therapeutic method for
respiratory failure. Methods: The experiments were performed on six pigs weighing from 15 to 19kg.
Under general anesthesia the left chest was opened and the left main bronchus was closed by a
stapler. A Swan—Gantz catheter was inserted through the right jugular vein. The right carotid
artery was cannulated and the mean arterial blood pressure was monitored, and arterial blood
samples were drawn everyday for 24 h until 96 h after the operation. The blood samples were
submitted for a blood gas analysis. All data were expressed as the mean + standard deviation
of the mean. Results: The partial pressure of the oxygen of the arterial blood at baseline
(104. 8+24. 3 mmHg) significantly decreased at 24 h after closure of the bronchus (76. 7+9. 9 mmHg,
p < .001) and thereafter remained at the same level for 4 days. Conclusion: This hypoxic model
using a pig was found to be very simple, effective, and reproducible. This model can be used for

a variety of experiments to evaluate new therapeutic modalities for respiratory failure.

Transintestinal Oxygenation with Perfluorocarbon:Investigation of Perfusion Rate
Kotani K, Nagahiro I, Nakanishi H, Mori H, Date H, Shimizu N
The Japanese Journal of Thoracic and Cardiovascular Surgery 53(10), 539-544, 2005

Objective: Perfluorocarbons are structurally similar to hydrocarbons but with the hydrogen
atoms replaced by fluorine. In general, perfluorocarbons have an excellent oxygen and carbon
dioxide carrying capacity. We studied the suitability of oxygenated perfluorocarbon as an agent
for transintestinal oxygenation and measured its perfusion rates under different conditions.
Subjects and Methods: We used FC-77 (Sumitomo 3M, Tokyo, Japan) perfluorocarbon and a rat
hypoventilation model (room air, 20 breaths/min, a tidal volume of 10 ml/kg). Oxygenated FC-77
was perfused through the small intestine for 4 hours. Rats were allocated to 3 experimental groups
according to the perfusion rate and a control group: Group 1 (n=6), 10 ml/min; Group 2 (n=6),
2.5 ml/min; Group 3 (n=6), 0.75 ml/min; Group 4 (n=6) served as control (hypoventilation only).
Arterial blood samples were drawn every 30 min. Standard blood gas analysis was performed. Results:
After four hours of perfusion, the Pa02 levels in Groups 1 to 3 were significantly better than
Group 4(p < 0.01, Group 1: 141.7+18. 0 mmHg, Group 2: 145.2+25.1 mmHg, Group 3: 120.5+21.2 mmig
Group 4: 67.4+7.2 mmHg). PaCO2 levels in Groups 1 and 2 were significantly better than Groups
3and 4 (p <0.01, Group 1: 42.6+7. 2 mmHg, Group 2: 52. 1+7. 7 mmlg, Group 3: 78.2+22. 8 mmHg, Group

4 75.3+10. 3 mmHg). Conclusion: In the present settings, 8 ml/kg/min was adequate for oxygenation



and CO2 clearance. This approach promises to become another modality for respiratory assistance
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Caring for the family who has the end cancer patient is important. In this researchl be able
it to grieve if there was no treatment method in the future, to adjust the family of the terminal
cancer patient who had been perplexed, and to have adjusted the relation of people who surrounded
the patient and the family with the nursing master through relations. Additionally, anticipated
grief was able to be expressed, and the meaning was found spending both time when the death was
received with the patient. It narrowed the focus to daughter’ s psychology process, the change
in the grief reaction of the daughter was understood, and the intervention factor was analyzed

referring to the crisis theory of Fink. First of all, the first was related in the posture of



the receipt of the nursing master with the daughter, and showed posture in which it cooperated
in a severe current state. The second is a thing to sympathize, to admit daughter’s feelings,
and to touch by sympathized attitude. Thirdly, patient’s role on the death was produced as help
to taking care that the daughter did not regret in consideration of patient’ s hobby and something

to live for.
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