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1.  Basophilic inclusion body disease and neuronal intermediate filament inclusion disease: a comparative
clinicopathological study
Yokota O, Tsuchiya K, Terada S, Ishizu H, Uchikado H, Ikeda M, Oyanagi K, Nakano I, Murayama S,
Kuroda S, Akiyama H
Acta Neuropathol 115, 561-575, 2008 May

While both neuronal intermediate filament inclusion disease (NIFID) and basophilic inclusion body disease
(BIBD) show frontotemporal lobar degeneration and/or motor neuron disease, it remains unclear whether, and how,
these diseases differ from each other. Here, we compared the clinicopathological characteristics of four BIBD and
two NIFID cases. Atypical initial symptoms included weakness, dysarthria, and memory impairment in BIBD, and
dysarthria in NIFID. Dementia developed more than 1 year after the onset in some BIBD and NIFID cases. Upper
and lower motor neuron signs, parkinsonism, and parietal symptoms were noted in both diseases, and involuntary
movements in BIBD. Pathologically, severe caudate atrophy was consistently found in both diseases. Cerebral
atrophy was distributed in the convexity of the fronto—parietal region in NIFID cases. In both BIBD and NIFID, the
frontotemporal cortex including the precentral gyrus, caudate nucleus, putamen, globus pallidus, thalamus, amygdala,
hippocampus including the dentate gyrus, substantia nigra, and pyramidal tract were severely affected, whereas
lower motor neuron degeneration was minimal. While alpha—internexin—positive inclusions without cores were found
in both NIFID cases, one NIFID case also had alpha—internexin— and neurofilament—negative, but p62-positive,
cytoplasmic spherical inclusions with eosinophilic p62—negative cores. These two types of inclusions frequently
coexisted in the same neuron. In three BIBD cases, inclusions were tau—, alpha—synuclein—, alpha—internexin—, and
neurofilament—negative, but occasionally p62—positive. These findings suggest that: (1) the clinical features and
distribution of neuronal loss are similar in BIBD and NIFID, and (2) an unknown protein besides alpha—internexin

and neurofilament may play a pivotal pathogenetic role in at least some NIFID cases.

2. Coexistence of Creutzfeldt—Jakob disease, Lewy body disease, and Alzheimer’s disease pathology: An autopsy
case showing typical clinical features of Creutzfeldt—Jakob disease

Haraguchi T, Terada S, Ishizu H, Sakai K, Tanabe Y, Nagai T, Takata H, Nobukuni K, Thara Y,

Kitamoto T, Kuroda S
Neuropathology [Epub ahead of print], 2008.08

We report here an autopsy case of sporadic Creutzfeldt—Jakob disease (CJD) without hereditary burden and
with a clinical course typical of sporadic CJD. A 77-year old man developed memory disturbance, followed by gait
disturbance and myoclonus. He died of bronchopneumonia 5 months after the disease onset. Post—mortem
examination revealed neuronal loss, astrocytosis, and patchy spongiosis in the cerebral cortex and lenticular nuclei.
Synaptic—type deposits of prion protein were present in the cerebral cortex. Additionally, Lewy bodies were

observed in the cerebral cortex and substantia nigra. Furthermore, senile plaques compatible with definite



Alzheimer’s disease according to Consortium to Establish a Registry for Alzheimer’s disease criteria and
neurofibrillary changes of the limbic system consistent with Braak stage IV were found. Based on a review of the
published literature, this autopsy case is very rare, and we suppose that the incidence of CJD accompanied by Lewy

body disease and Alzheimer’s disease is very low.

3. Influence of lodine—Containing Pharmaceuticals on lodine Status and Thyroid Function: lodine-Induced
Hyperthyroidism and Hypothyroidism
Nobukuni K
Comprehensive Handbook of lodine Nutritional, Biochemical, Pathological and Therapeutic Aspects,

pp.927-935, Preedy VR, Burrow GN and Watson R eds, Academic Press, USA, 2009.01
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5. Frontal assessment battery and brain perfusion imaging in early dementia
Yoshida H, Terada S, Sato S, Kishimoto Y, Ata T, Ohshima E, Honda H, Ishihara T, Kuroda S
Dement Geriatr Cogn Disord. 27, 133-138, 2009 Epub 2009 Feb

BACKGROUND/AIMS: The frontal assessment battery (FAB) is reported to be a useful tool for screening
frontal function. However, the neural substrates involved remain to be elucidated. The aim of the present study was
to identify the brain regions responsible for FAB performance in patients with early dementia. We sought a
correlation between FAB scores and brain perfusion. METHODS: A total of 117 subjects participated in this study
(Alzheimer’s disease = 51, frontotemporal dementia = 14, vascular dementia = 13, dementia with Lewy bodies = 7,
psychiatric disease = 7, mild cognitive impairment = 11, controls = 14). They underwent brain single photon
emission computed tomography with (99m)Tc—ethylcisteinate dimer, and we analyzed the data, using a regional
cerebral blood flow (rCBF) quantification software program, 3DSRT (3—dimensional stereotaxic region of interest
template). RESULTS: FAB scores had a moderately positive correlation with left callosomarginal and precentral
rCBF. Comparison of rCBF between high— and low—scoring FAB groups revealed that the latter showed significantly
lower rCBF in the bilateral callosomarginal and left precentral regions. CONCLUSION: The results in this study
suggest that the FAB mainly reflects the function of the callosomarginal and precentral segments, especially the left

side, and that it might be a valid frontal lobe function test.
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7. Inflammatory markers in exhaled breath condensate from patients with asthma

Ueno T, Kataoka M, Hirano A, lio K, Tanimoto Y, Kanehiro A, Okada C, Soda R, Takahashi K,

Tanimoto M

Respirology 13, 654-663, 2008.09

Evaluation of airway inflammation is important for the diagnosis and treatment of asthma. Exhaled breath
condensate (EBC) is a minimally invasive method for assessing inflammation and may be useful for monitoring airway
inflammation in asthma. The aims of this study were to establish an EBC collection method, to assess biomarkers
reflecting asthmatic airway inflammation, and to determine the relationship of these biomarkers with asthma severity
and lung function. METHODS: Fifty—eight non—smoking healthy subjects, seven asymptomatic smokers, nine
subjects with common cold and 55 asthmatics with disease severity ranging from mild intermittent to severe
persistent were studied. The efficacy of a pipette method was compared with that of a commercial collecting device.
pH, CRP, albumin, hydrogen peroxide (H(2)O(2)) and nitrite/nitrate levels were measured in EBC. RESULTS:
Except for the quantity of EBC collected and albumin levels, there were no differences between the commercial
method and the pipette method in levels of biomarkers measured. Levels of CRP, H(2)O(2) and nitrite/nitrate were
significantly higher in the asthma group than that in the control group. In terms of asthma severity, pH and levels of
CRP, H(2)O(2) and nitrate were significantly higher in the mild persistent group than that in the other groups. In
addition, H(2)O(2) levels in EBC correlated significantly with the level of nitrite/nitrate. FEV(1) and PEF showed
significant negative correlations with H(2)O(2) and nitrite/nitrate levels. CONCLUSION: Measurement of EBC

biomarkers is a non—invasive and useful way to evaluate airway inflammation in patients with asthma.

8. Expression of inflammatory mediators in the otitis media induced by Helicobacter pylori antigen in mice
Kariya S, Okano M, Fukushima K, Nomiya S, Kataoka Y, Nomiya R, Akagi H, Nishizaki K
Clinical and Experimental Immunology 154(1), 134-140, 2008.10 Epub 2008 Aug 22 Erratum in: Clin Exp
Immunol 154(3) 432, 2008.12

Helicobacter pylori is a Gram—negative bacterium that is recognized as one of the key factors in gastric
diseases such as gastritis, peptic ulcer and gastric cancer. Recent studies have shown relationships between H.
pylori and extra—digestive diseases, and the presence of H. pylori in the middle ear and upper respiratory tract has
been reported. However, the role of H. pylori in middle ear disease remains unclear. The present study
demonstrated that H. pylori whole—cell protein directly induces macrophage migration inhibitory factor, macrophage
inflammatory protein 2, interleukin 1 beta and tumor necrosis factor alpha in middle ear epithelium in mice, and
severe proliferation of inflammatory cells was observed in middle ear cavity inoculated with H. pylori whole—cell
protein. In addition, trans—tympanic injection of macrophage migration inhibitory factor up—regulated expression of
macrophage inflammatory protein 2 in the middle ear. These findings indicate that H. pylori infection causes

immunological inflammation in middle ear epithelium, and H. pylori may play a significant role in otitis media.

9. Safety and efficacy of inhaled Ciclesonide in long—term administration to adult patients with bronchial asthma
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Adachi M, Ishihara K, Inoue H, Kudo K, Takahashi K, Morita Y, Masuda K, Sasaki S, Kato R, Miyamoto T
Ther Res (Therapeutic Research) (0289-8020) 29(5), 821-832, 2008.05
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27. Sex difference in the influence of smoking status on the responsiveness to gefitinib monotherapy in
adenocarcinoma of the lung: Okayama Lung Cancer Study Group experience
Hotta K, Kiura K, Takigawa N, Kuyama S, Segawa Y, Yonei T, Gemba K, Aoe K, Shibayama T, Matsuo K,
Kamei H, Fujiwara Y, Bessho A, Moritaka T, Sugimoto K, Tabata M, Ueoka H, Tanimoto M
J Cancer Res Clin Oncol 135(1), 117-123, 2009.01 Epub 2008 Jul 11

BACKGROUND: Gefitinib is effective in patients with lung adenocarcinoma. Smoking status also affects the
responsiveness to gefitinib, but it has not been fully evaluated whether a sex difference exists in the influence of
smoking on the efficacy of gefitinib in patients with lung adenocarcinoma. METHODS: We reviewed the clinical
records of 260 Japanese patients with lung adenocarcinoma who received gefitinib therapy (250 mg/day), and whose
smoking status was known. Tumour response and survival were evaluated and stratified by smoking status and
gender. RESULTS: Among the 260 patients, 157 were male (60%). Median pack—years was 40 (range 8-160) and 23
(range 1-74) in male and female smokers, respectively. Objective response was observed in 62 (23.8%) of the 260
patients, and 1-year overall survival and progression—free survival were 45.1 and 24.3%, respectively. Multivariate
analysis revealed that smoking status (pack—years) was an independent predictive factor for response to gefitinib
[odds ratio (OR) = 0.971, 95% confidence interval (CI) = 0.947-0.995; P = 0.0159] in male patients, but not in
female patients (OR = 0.999, 95%CI = 0.957-1.042). Additionally, pack—years significantly influenced the overall
survival in males (hazard ratio = 1.010; 95%CI = 1.002-1018, P = 0.0169), while differential survival of females was
not significantly predicted by this factor (P = 0.7639). CONCLUSIONS: In male patients with lung adenocarcinoma,

cumulative smoking significantly affected response and survival following gefitinib treatment, while in female patients,



responsiveness to gefitinib was independent of smoking status. These results suggest that the influence of smoking

habit on responsiveness to gefitinib is gender specific.
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36. Prospective monitoring of BCR-ABL1 transcript levels in patients with Philadelphia chromosome—positive
acute lymphoblastic leukaemia undergoing imatinib—combined chemotherapy
Yanada M, Sugiura I, Takeuchi J, Akiyama H, Maruta A, Ueda Y, Usui N, Yagasaki F, Yujiri T,
Takeuchi M, Nishii K, Kimura Y, Miyawaki S, Narimatsu H, Miyazaki Y, Ohtake S, Jinnai I, Matsuo K,
Naoe T, Ohno R, the Japan Adult Leukemia Study Group
British J Haematology 143, 503-510, 2008.11

The clinical significance of minimal residual disease (MRD) is uncertain in patients with Philadelphia
chromosome—positive acute lymphoblastic leukaemia (Ph+ ALL) treated with imatinib—combined chemotherapy. Here
we report the results of prospective MRD monitoring in 100 adult patients. Three hundred and sixty—seven follow—
up bone marrow samples, collected at predefined time points during a uniform treatment protocol, were analysed for
BCR-ABLI1 transcripts by quantitative reverse transcription polymerase chain reaction. Ninety—seven patients (97%)
achieved complete remission (CR), and the relapse—free survival (RFS) rate was 46% at 3 years. Negative MRD at
the end of induction therapy was not associated with longer RFS or a lower relapse rate (P = 0.800 and P = 0.964
respectively). Twenty—nine patients showed MRD elevation during haematological CR. Of these, 10 of the 16 who
had undergone allogeneic haematopoietic stem cell transplantation (HSCT) in first CR were alive without relapse at
a median of 2.9 years after transplantation, whereas 12 of the 13 who had not undergone allogeneic HSCT
experienced a relapse. These results demonstrate that, in Ph+ ALL patients treated with imatinib—combined
chemotherapy, rapid molecular response is not associated with a favourable prognosis, and that a single observation

of elevated MRD is predictive of subsequent relapse, but allogeneic HSCT can override its adverse effect.
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Amyotrophic lateral sclerosis (ALS) is a progressive and fatal disease. To support breathing of some patients with
ALS in its severe condition, mechanical ventilation is indispensable. However, mechanical ventilation has been
known to induce pneumothorax by the damage of lung cells in response to mechanical stretch. An ALS 50-year—old
male on mechanical ventilation was referred to our department for left pneumothorax. After an unsuccessful drainage
for a couple of weeks, he underwent a partial resection of the left lung. On 3rd postoperative day (POD) the left
lung collapsed again. Moreover, on 6th POD, the right pneumothorax occurred. Regarding the right pneumothorax,
drainage was effective with a continuous pressure of —10 cm H20, and the chest tube was removed soon. An air
leak from the left chest tube persisted, and the left lung expansion was not enough with its apex line around the

clavicle. On 42nd POD, a drainage pressure was increased up to =15 cm H2O. Then an air leak disappeared, and



the lung expansion was obtained. The adjustment of a chest tube drainage pressure seems to be important,

especially when a pneumothorax patient on mechanical ventilation is treated.
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