[ /X - RZE ]

< PR AR A >
1. Coexistence of TDP-43 and tau pathology in neurodegeneration with brain iron accumulation type 1 (NBIA-1,
formerly Hallervorden—Spatz syndrome)
Haraguchi T, Terada S, Ishizu H, Yokota O, Yoshida H, Takeda N, Kishimoto Y, Katayama N, Takata H,
Akagi M, Kuroda S, Thara Y and Uchitomi Y
Neuropathology (1440-1789) 2011 Jan 30 [Epub ahead of print]
doi: 10.1111/3.1440-1789.2010.01186.x.

We report here an autopsy case of sporadic adult—onset Hallervorden—Spatz syndrome, also known as neuro—
degeneration with brain iron accumulation type 1 (NBIA1), without hereditary burden. A 49-year—old woman died
after a 27—year disease course. At the age of 22, she suffered from akinesia, resting tremor, and rigidity. At the age of
28, she was admitted to our hospital because of worsening parkinsonism and dementia. Within several years, she
developed akinetic mutism. At the age of 49, she died of bleeding from a tracheostomy. Autopsy revealed a severely
atrophic brain weighing 460 g. Histologically, there were iron deposits in the globus pallidus and substantia nigra pars
reticulata, and numerous axonal spheroids in the subthalamic nuclei. Neurofibrillary tangles were abundant in the
hippocampus, cerebral neocortex, basal ganglia, and brain stem. Neuritic plaques and amyloid deposits were absent.
Lewy bodies and Lewy neurites, which are immunolabeled by anti— « —synuclein, were absent. We also observed the
presence of TDP-43—positive neuronal perinuclear cytoplasmic inclusions, with variable frequency in the dentate
gyrus granular cells, frontal and temporal cortices, and basal ganglia. TDP-43-positive glial cytoplasmic inclusions
were also found with variable frequency in the frontal and temporal lobes and basal ganglia. The present case was
diagnosed with adult—onset NBIA—1 with typical histological findings in the basal ganglia and brainstem. However, in
this case, tau and TDP-43 pathology was exceedingly more abundant than « —synuclein pathology. This case

contributes to the increasing evidence for the heterogeneity of NBIA-1.
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5. Nationwide cross—sectional population—based study on the prevalences of asthma and asthma symptoms
among Japanese adults.
Fukutomi Y, Nakamura H, Kobayashi F, Taniguchi M, Konno S, Nishimura M, Kawagishi Y, Watanabe ],
Komase Y, Akamatsu Y, Okada C, Tanimoto Y, Takahashi K, Kimura T, Eboshida A, Hirota R, lkei ],
Odajima H, Nakagawa T, Akasawa A, Akiyama K.
Int Arch Allergy Immunol 153 (3), 280-287, 2010 Epub 2010 May 20

BACKGROUND: Asthma is a common respiratory disease worldwide. However, few reports are available on the
prevalences of asthma and asthma symptoms among Asian subjects. METHODS: To determine the prevalences of
asthma and asthma symptoms among Japanese subjects, we performed a nationwide cross—sectional, population—based
study on Japanese adults aged 20-79 years. Ten areas spread throughout the country were randomly selected.
Door—to—door or postal surveys were performed using a translated version of the European Community Respiratory
Health Survey questionnaire. RESULTS: The survey was completed by 23,483 participants. The overall response rate
was 70.6%. The prevalences of wheeze and current asthma among all participants aged 20-79 years were 10.1% (95%
CI: 9.7-10.5%) and 4.2% (95% CI: 4.0-4.5%), respectively. The prevalences among young adults aged 20-44 years
were 9.3% (95% CI: 8.7-9.9%) and 5.3% (95% CI: 4.8-5.8%), respectively. The prevalence of current asthma was highest
in females aged 30—39 years in comparison with the other gender and age groups. CONCLUSIONS: This nationwide
study determined the prevalences of asthma and asthma symptoms among Japanese adults. The results provide

fundamental information on the respiratory health of Japanese adults.
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9. Non-localized Mycobacterium avium Lung Disease Successfully Treated with Lobectomy and Chemotherapy
Hamada N, Kawata N, Shibayama T, Makihara S, Tada A, Soda R, Takahashi K
Intern Med (0918-2918) 49 (12), 12331236, 2010 Epub 2010 Jun 15

A 17-year—old boy presented with a large cavity and bilateral nodular opacities on his chest roentgenogram.
Mycobacterium avium was identified in his sputum. According to the recommendations of the American Thoracic
Society, he was not strongly recommended to undergo surgery because of non—localized lesions. But since cavities
can provide a means for disease to spread to other lobes, we decided to perform a lobectomy including the cavity
combined with chemotherapy. Now he has been well for 4 years without exacerbation. There is a possibility of
long—term remission with this combination treatment in cases a destructive lesion of airway such as a cavity which is

localized to one lobe, even if other lesions such as nodular opacities exist in many other lobes.

10. Phase Il trial comparing docetaxel and cisplatin combination chemotherapy with mitomycin, vindesine, and
cisplatin combination chemotherapy with concurrent thoracic radiotherapy in locally advanced non—small—cell
lung cancer: OLCSG 0007

Segawa Y, Kiura K, Takigawa N, Kamei H, Harita S, Hiraki S, Watanabe Y, Sugimoto K, Shibayama T,
Yonei T, Ueoka H, Takemoto M, Kanazawa S, Takata I, Nogami N, Hotta K, Hiraki A, Tabata M, Matsuo K,
Tanimoto M

J Clin Oncol 28 (20), 3299-3306, 2010.06 Epub 2010 Jun 7

PURPOSE: To demonstrate the efficacy of docetaxel and cisplatin (DP) chemotherapy with concurrent thoracic
radiotherapy (TRT) for patients with locally advanced non—small-cell lung cancer (LA-NSCLC). PATIENTS AND
METHODS: Patients age 75 years or younger with LA-NSCLC, stratified by performance status, stage, and

institution, were randomly assigned to two arms consisting of DP (docetaxel 40 mg/m(2) and cisplatin 40 mg/m(2) on



days 1, 8, 29, and 36) or mitomycin, vindesine, and cisplatin (MVP) chemotherapy with concurrent TRT. RESULTS:
Between July 2000 and July 2005, 200 patients were allocated into either the DP or MVP arm. The survival time at 2
years, a primary end point, was favorable to the DP arm (P = .059 by a stratified log—rank test as a planned analysis
and P = .044 by an early—period, weighted log-rank as an unplanned analysis). There was a trend toward improved
response rate, 2-year survival rate, median progression—free time, and median survival in the DP arm (78.8%,
60.3%,13.4 months, and 26.8 months, respectively) compared with the MVP arm (70.3%, 48.1%, 10.5 months, and 23.7
months, respectively), which was not statistically significant (P > .05). Grade 3 febrile neutropenia occurred more
often in the MVP arm than in the DP arm (39% v 22%, respectively; P = .012), and grade 3 to 4 radiation esophagitis
was likely to be more common in the DP arm than in the MVP arm (14% v 6%, P = .056). CONCLUSION: DP

chemotherapy combined with concurrent TRT is an alternative to MVP chemotherapy for patients with LA-NSCLC.

11. A phase II study of amrubicin and topotecan combination therapy in patients with relapsed or extensive—disease
small—cell lung cancer: Okayama Lung Cancer Study Group Trial 0401.
Nogami N, Hotta K, Kuyama S, Kiura K, Takigawa N, Chikamori K, Shibayama T, Kishino D, Hosokawa S,
Tamaoki A, Harita S, Tabata M, Ueoka H, Shinkai T, Tanimoto M
Lung Cancer 2011 Feb 17 [Epub ahead of print]

BACKGROUNDS: Chemotherapy is a mainstay in the treatment of extensive—disease small—cell lung cancer
(ED-SCLC), although the survival benefit remains modest. We conducted a phase II trial of amrubicin (a
topoisomerase II inhibitor) and topotecan (a topoisomerase I inhibitor) in chemotherapy—naive and relapsed SCL.C
patients. METHODS: Amrubicin (35mg/m(2)) and topotecan (0.75mg/m(2)) were administered on days 3-5 and 1-5,
respectively. The objective response rate (ORR) was set as the primary endpoint, which was assessed separately in
chemotherapy—naive and relapsed cases. RESULTS: Fifty—nine patients were enrolled (chemotherapy—naive 31,
relapsed 28). The ORRs were 74% and 43% in the chemotherapy—naive and relapsed cases, respectively. Survival data
were also promising, with a median progression—free survival time and median survival time of 5.3 and 14.9 months
and 4.7 and 10.2 months in the chemotherapy—naive and relapsed cases, respectively. Even refractory—relapsed cases
responded to the treatment favorably (27% ORR). The primary toxicity was myelosuppression with grades 3 or 4
neutropenia in 97% of the patients, which led to grades 3 or 4 febrile neutropenia in 41% of the patients and two toxic
deaths. CONCLUSION: This phase II study showed the favorable efficacy and moderate safety profiles of a

topotecan and amrubicin two—drug combination especially in relapsed patients with ED-SCLC.
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14. Differential expression of glycogenes in tonsillar B lymphocytes in association with roteinuria and renal
dysfunction in IgA nephropathy
Inoue T, Sugiyama H, Hiki Y, Takiue K, Morinaga H, Kitagawa M, Maeshima Y, Fukushima K, Nishizaki K,
Akagi H, Narimatsu Y, Narimatsu H, Makino H
Clin Immunol 136(3), 447-455, 2010 Epub 2010 Jun 11

Aberrant O—glycosylation of serum and tonsillar IgA1 is one of the main pathogeneses of IgA nephropathy (IgAN).
However, the synthesis of underglycosylated IgAl in tonsils has not yet been characterized. This study examined
tonsillar B lymphocytes of IgAN (n=34) using tonsils derived from patients with chronic tonsillitis (n=24) and sleep
apnea syndrome (n=14) as a control. Gene expression of S 1,3—galactosyltransferase ( 8 3GalT), and the core
1 B 3GalT-specific molecular chaperone, Cosmc, UDP—-N-acetyl— o ~D—galactosamine: polypeptide
N-acetylgalactosaminyl-transferase 2, were significantly decreased in tonsillar CD19—positive B lymphocytes from
IgAN patients compared to control tonsillar tissues as determined by real-time RT-PCR. Tonsillar B cell 8 3GalT
gene expression significantly correlated with estimated GFR and negatively correlated with proteinuria and
histological injury score. Western blotting showed the protein expression of 8 3GalT in the tonsils to significantly
decrease in IgAN in comparison to the controls. These data suggest the downregulation of B 3GalT in tonsillar B

lymphocytes to be closely associated with the clinical characteristics of I[gAN.
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Recurrent IgA nephropathy is associated with a better prognosis than primary IgA nephropathy. Given previous
cases of recurrent IgA nephropathy soon leading to renal dysfunction and the lack of reports on long—term prognosis,
the actual recurrent IgA nephropathy prognosis may be worse than suggested. We conducted tonsillectomy with
steroid pulse therapy in 5 cases of IgA nephropathy associated with kidney transplantation. Of these 4 had idiopathic

renal failure, and thus were considered recurrent IgA nephropathy. Although steroids are continuously used after



renal transplant to prevent graft refection, IgA nephropathy still recurs, suggesting that even steroid therapy cannot
completely prevent onset or progression. Given subjects’ ages and results at renal biopsy, we expect that they will

eventually develop renal dysfunction and decided to conduct surgery as soon as possible. Our findings suggest that

this combination is at least initially effective in such subjects because no microhematuria or recurrence was seen

within 3 months.
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A bl-year—old woman admitted for a cervical phlegmon following odontogenic infection had a history of multiple
chemical sensitivity. During antibiotic therapy, she developed a rash on the palms and lower extremities, diagnosed as
toxicoderma by a dermatologist. Possible causes included drug—induced, infection, and multiple chemical sensitivity.
A change in antibiotics and corticosteroid use did not improve her rash. On day 8 after admission, she sensed a
stimulating smell at the newly built outpatient clinic and her rash worsened a few hours later. After the cervical
phlegmon resolved, she was transferred to the dermatology department. Although she continued to be treated, she
was discharged without complete rash disappearance and her rash disappeared and after she was discharged her rash

soon disappeared. Suggesting that her skin lesion was due to multiple chemical sensitivity.
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19. Measurement of serum hepcidin—25 levels as a potential test for diagnosing hemochromatosis and related
disorders
Kaneko Y, Miyajima H, Piperno A, Tomosugi N, Hayashi H, Morotomi N, Tsuchida K, Ikeda T, Ishikawa A,
Ota Y, Wakusawa S, Yoshioka K, Kono S, Pelucchi S, Hattori A, Tatsumi Y, Okada T, Yamagishi M
J Gastroenterol 45 (11), 1163-1171, 2010 Epub 2010 Jun 9

BACKGROUND: Iron overload syndromes include a wide spectrum of genetic and acquired conditions. Recent
studies suggest suppressed hepcidin synthesis in the liver to be the molecular basis of hemochromatosis. However, a
liver with acquired iron overload synthesizes an adequate amount of hepcidin. Thus, hepcidin could function as a

biochemical marker for differential diagnosis of iron overload syndromes. METHODS: We measured serum iron



parameters and hepcidin—25 levels followed by sequencing HFE, HJV, HAMP, TFR2, and SLC40A1 genes in 13
Japanese patients with iron overload syndromes. In addition, we performed direct measurement of serum hepcidin—-25
levels using liquid chromatography—tandem mass spectrometry in 3 Japanese patients with aceruloplasminemia and 4
[talians with HFE hemochromatosis. RESULTS: One patient with HJV hemochromatosis, 2 with TFR2
hemochromatosis, and 3 with ferroportin disease were found among the 13 Japanese patients. The remaining 7
Japanese patients showed no evidence for genetic basis of iron overload syndrome. As far as the serum hepcidin—25
was concerned, seven patients with hemochromatosis and 3 with aceruloplasminemia showed markedly decreased
serum hepcidin—25 levels. In contrast, 3 patients with ferroportin disease and 7 with secondary iron overload
syndromes showed serum hepcidin levels parallel to their hyperferritinemia. Patients with iron overload syndromes
were divided into 2 phenotypes presenting as low and high hepcidinemia. These were then associated with their
genotypes. CONCLUSION: Determining serum hepcidin—25 levels may aid differential diagnosis of iron overload

syndromes prior to genetic analysis.

20. The effect of service dogs on the improvement of health-related quality of life.
Shintani M, Senda M, Takayanagi T, Katayama Y, Furusawa K, Okutani T, Kataoka M, Ozaki T.
Acta Med Okayama 64 (2), 109-113, 2010.04

To assess the effects of service dogs on health—related quality of life (HRQOL), we conducted a survey of 10
service dog owners using SF-36v2 (Medical Outcomes Study 36 Item Short—-Form Health Survey Version 2.0) and
compared it with a matched control group of people with physical disabilities who did not have service dogs but were
eligible for one. The scores for mental health and role emotional of service dog owners were relatively high, and their
mental component summary was higher than the general population norm. These results indicate that service dogs
affect the mentality of their owners. The comparison with the control group indicated that service dogs alleviate the
mental burden of daily activities, and subjectively improved the physical functioning of their owners. This study

showed that service dogs have positive functional and mental effects on their disabled owners.
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