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く〉研究呂的

医療保険の薬価に収載されている漢方製剤は147種であり，また生薬は約200種である。平成9年，

薬価収載の漢方製剤（し1わゆるエキス剤）の全てについて「漢方医学的な病慧（証）に基づいて

適正に使用することJが明記された。

証を決定できるようになるためには，基礎概念の学習とともに蕗床に根ざした研修を必要とす

る。にもかかわらずわが冨において体系的にこれを教育する場ほ医学部にも薬学部にも未だ

に整備されていない。

当部門は平成11年4月113付けで株式会社ツムラの寄付部門として設置され，本学医学部和漢
診療学講座の協力の下に全国の医師・薬剤師・医薬学生に対して短期および長期研修コース

を提供している。

漢方医学研修カリキュラムを作成するには，古典の学習にとどまらず，証をより客観的なものに

育てていく必要がある。

我々は漢方方剤生薬の薬理作用の研究および漢方医学的病態の解明を学内外諸機関と協力して

行っている。

く〉研究概要

日漢方産学的購態からみた漢方方剤の薬理効果の基礎的・臨床的研究

1) 各種漢方方剤の指標物質調定法の開発，及びヒトにおける体内薬物動態の解析

2) 無症候性脳血管聾害に対する桂枝夜苓丸の短期および長期効果の検討

3) 生活習慣病に対する桂枝夜苓丸長期投与の効果の検討

4) 動物モデ、ノレを用いた微小循環障害に対する漢方方剤の効果の検討

5) 動物モデ、ノレを用いた糖尿病性腎症に対する桂枝夜苓丸の長期効果の検討

の動物モデ、ルを用いた祷療に対する帰著建中湯の効果の検討

豆〉窺態やfilを客観化するための指標を探索する基礎的・臨床的研究

1) 漢方医学的病慈の畠律神経系検査法による解析

2) 漢方医学的病態の品質工学的手法による解析

3) プロテオミクス解析を用いた銭灸治療効果の客観的評缶法の確立

ill）漢方医学的宗態の古典的解釈と客観的評植を統合した臨床研修プログラムの罪発

1) 漢方医学研修による教育効果に関する検討

2) 穆寒論，金匿要略を中心とする古典の解釈に関する検討
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く〉著書

1) 柴原直利：覚えておきたい漢方概論生体の恒常性を維持する 3要素“気血水”．「臨床研

修匿のための漢方医学入門」高久史麿他監疹， 80-87，協和企画，東京， 2006.

く〉漂著論文

。Hussein G, Goto 百円 Oda S叫 San主awa む.， Matsumoto K円 and Watanabe H.: 
Antihypertensive Potential and Mechanism of Action of Astaxanthin Ill. Antioxidant and 

His主opathologivalEffects in Spontaneously Hypertensive Raお.Biol. Pharm. Bull., 29: 
684・688,2006. 

Abstract: We investigated the effects of a dietary astaxanthin (ASX-0) on oxidative parameters in 

spontaneously hypertensive rats (SHR), by determination of the level of nitric oxide (NO) end products 

nitrite/nitrate (NOr庁、m3-)and lipid peroxidation in ASX-0-treated SHR. Oral administration of the 

ASX-0 significantly reduced the plasma level of N02・乃.J03-compared to the control vehicle (p<0.05). 

The lipid peroxidation levelラhowever,was reduced in both ASX-0-and olive oil-treated groups. We also 

analyzed the post-treatment effects of ASX司Oon the vascular tissues by examining the changes in the 

aorta and corona巧farteries and arterioles. The dietary ASX-0 showed significant reduction in the elastin 

bands in the rat aorta (p<0.05). It also significantly decreased the [wall: lumen] aerial ratio of the corona巧f

arteries. These results suggest that ASX-0 can modulate the oxidative condition and may improve 

vascular elastin and arterial wall thickness in hypertension. 

2) .Tai盃ayaYらShintaniT., Tahara E吋 TsukiokaY叫 Moriyamak円 NakaoK., MaをsudaH., 
Niizawa A., Ninomiya H円 GotoH巧 ShimadaYらandTerasawa K.: Association of 
remnant-like lipoprotein particles cholesterol with”。ketsu"syndrome. J. Trad. Med叫 23:
147・150,2006. 

Abstract: For the purpose of developing novel anti-hepatitis C virus (HCV) agents 企omnatural 

resources, 93 Yunnan crude drugs were screened for their inhibitory effects onまNA-dependentRNA 

polymerase （まnRp)of HCV. Although 71 methanol extracts and 50 water extracts inhibited HCV-Rnまp

by more than 50% at a concentration of 50陪／ml,the m可orityof them contained a high percentage of 
tannins. However, methanol extracts of Plumbago zeylanica (branch）ラ Maytenusfookerii (leaf) and 

Huashidancha (Y61, branch and leaf), and water ex仕actsof Potentilla griffithii (whole plant) and Salivia 

yunnanensお（undergroundpart), having IC50 values of less than 10 μg/ml, showed less than 10% tannin 

content. In addition, from a methanol extract of Tripterygium hypoglaucum (root bark), 

demethylzeylasteral was isolated as a strongly inhibitory substance against HCV－豆nRp.

3) Jo M., Nakamura N叫 KakiuchiN., Komatsu K., Qui MH., ShimoをohnoK., Shimotohno k吋
and Hattori M.: Inhibiぬryeffect of Yunnan traditional medicines on hepatitis C viral 
polymerase. J. Nat. Med., 60: 217圃224,2006.

Abstract: For the purpose of developing novel anti-hepatitis C virus (HCV) agents 企omna抗iral

resources, 93 Yunnan crude drugs were screened for their inhibitory effects on RNA-dependent RNA 

polymerase (RnRp) of HCV. Although 71 methanol extracts and 50 water extracts inhibited HCV-RnRp 

by more than 50% at a concentration of 50μg/mlラthem可orityof them contained a high percentage of 
tannins. Howeverラmethanolextracts of Plumbago zeylanica (branch）ラ Maytenusfookerii (leaf) and 

Huashidancha (Y61, branch and leaf)ラandwater extracts of Potentilla griffithii (whole plant) and Salivia 

yunnanensis (underground part）ラhavingIC50 values of less than 10 μg/mlラshowedless than 10% tannin 

content. In addition, from a methanol extract of Pがterygium hypoglaucum (root bark）ラ
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demethylzeylasteral was isolated as a strongly inhibitory suもstanceagainst HCV-RnRp. 

4) Minamizawa EふGotoH.,Ohi Y., Shimada Y., Terasawa K., and Haji A.: Effect or' 
d-Pseudoephedrine on Cough Reflex and Its Mode of Action in Guinea Pigs., J. Pharmacol. 
Sci., 102:136圃142ラ2006.

Abstract: d-Pseudoephedrine (PSE) is one of the main ingredients of Ephedrae herba. Although PSE is 

widely applied for patients with a common cold and upper respiratory inflammation as a decongestantラthe

effects of PSE on cough have never been reported. In this study, we investigated the antitussive effects of 

intraperitoneal injection of PSE on the cough reflex induced by microinjection of citric acid into the 

larynx of guinea pigs. PSE decreased the number of cough reflexes dose-dependently (-18.3÷／ー5.0%at 

20 mg/kg, P<0.05; -41.1 +/-7.2% at 60 mg/kg, P<0.01). Furthermor民 PSE( 60 mg/kg) increased the 

threshold intensity for inducing fictive cough by electrical micro-stimulation of the nucleus tractus 

solitarius (+72.7÷／－ 8.4%ラ P<0.01).On the afferent discharge of the superior laryngeal nerveラ PSE

suppressed the increases of amplitude and fre司uencywhen stimulated by citric acid at laryngeal mucosa. 

These results demol).strate that PSE possesses an antitussive effect that might be derived from both central 

and peripheral actions. 

5) Minamizawa K., Goto H吋 ShimadaYらTerasawaK., and Haji A.: Effects of Eppikahangeto, 
a Kampo至。rmula,andEphedrae herba Against Citric Acid回InducedLaryngeal Cough in 

Guinea Pigs. J. Pharmacol. Sci” 101:118・125予2006.

Abstract: To evaluate the efficacy of three common antitussive Kampo formulasラeppikahangeto(EPP）ラ

bakumondoto (BAK), and shoseiryutogomakyokansekito (SGM）ラanew cough model of guinea pig was 

usedラwhichcould specifically induce a laryngeal coughちymicroinjection of citric acid solution into the 

laηrnx. Kampo extract was dissolved in water and the animals were given access ad libitum for 3 days, 

and then the number of coughs during 10 min was counted. EPP extract decreased the number of coughs 

dose-dependently (0.3% extractラ－22.9+/-6.6%, P<0.01; 1.0% extractラ－32.4＋／ー 5.5%ラP<0.01).BAK 

extract and SGM extract had no significant effect. Intraperitoneal injection of codeine ( 60 mg/kg) also 

decreased the number of coughs (-36.1十／ー 9.1%ラP<0.05).FurthermoreラEphedraeherba (EH) extract 

reduced the number of coughs (-18.3 +/-6.0弘ラP<0.05),but the extract of EPP without EH did not. These 

results suggest that EPP has an antitussive effect against laryngeally-induced cough in guinea pigs, and 

the crucial herbal medicine is EH. 

6) Imanishi N., Andoh T., Man総niN., Sal汲iS句 TerasawaK., Shimada Y., Sato M巧 KatadaY., 
Ueda K., and Ochiai H.: MacrophagかMediatedInhibitory Effect of Zingiber officinale 
RoscラATraditional Oriental Herbal Medicine, on the Growth of Influenza Al Aichi/2/68 
Virus. Am. J. Chin.員長d.,34: 157469, 2006. 

Abstract: The inhibitory effect of Zingiber o茸icinaleRosc (ZOR), an Oriental traditional herbal 

medicine, on the growth ofinfluenzaA/Aichi/2/68 (Aichi) virus was investigated in Madin-Darby canine 

kidney (MDCK) cells. Direct addition of ZOR (0.1 approximately 100 microg/ml) to the infected cells did 

not have any inhibitory effect. However, the ZOR-induced conditioned medium (ZOR-CM) of RAW 

cells, a murine macrophage (Mphi) cell lineラ exhibitedan apparent inhibitory effect on MDCK cells 

without cytotoxicity. In accordance with the time-dependent inhibitory effect of ZOR-CMラithas been 

demonstrated that t回nornecrosis factor （τNF)-alpha was gradually accumulated in ZOR-CM by the 

induction of TNF-alpha mRNA expression in ZOR-stimulated豆AWcells. Converselyラtheinhibitory 

effect of ZOR-CM was reduced significantly by the removal of TNF-alpha after the formation of an 

immune complex with anti-TNF-alpha monoclonal antibody. These data suggested that ZOR itself has no 

inhibitory effect on the growth of influenza virus, but could exert its effect via macrophage activation 

leading to production ofTNF-alpha. 
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7) 五atoA., Higuchi Y., Goto H., Kizu E叫 Okamoto工事AsanoN., Hollinshead J., Nash RJ., and 
Adachi I.: Inhibitory Eff~cts of Zingiber officinale Roscoe Derived Components on Aldose 
Reductase Activi句rin Vitro and in Vivo. J. Agric. Food Chem., 54: 6640-6644, 2006. 

Abstract: Ginger (Zingiber officinale Roscoe) continues to be used as an important cooking spice and 

herbal medicine around the world. Scientific research has gradually verified the antidiめeticeffects of 

ginger. Especially gingerols, which are the m吋orcomponents of gingeζare known to improve diabetes 

including the effect of enhancement against insulin-sensitivity. Aldose reductase inhibitors have 

considerめlepotential for the treatment of diabetesラwithoutincreased risk of hypoglycemia. The assay 

for aldose reductase inhibitors in ginger led to the isolation of five active compounds including 

2-( 4-hydroxy-3-methoxyphenyl）回ethanol(2) and 2-( 4-hydroxy-3-methoxyphenyl)ethanoic acid (3). 

Compounds 2 and 3 were good inhiちitorsof recombinant human aldose reductase, with IC50 values of 

19.2 ＋／ー 1.9and 18.5ザー 1.1microM, respectively. Furthe立nore,these compounds significantly 

suppressed hot only sorbitol accumulation in human erythrocytes but also lens galactitol accumulation in 

30% of galactose-fed cataract rat model. A structure-activity relationship s知dyrevealed-that the 

applicable side alkyl chain length and the presence of a C3 OCH3 group in the aromatic ring are essential 

features for en巧喧ierecognition and binding. These results suggested that it would contribute to the 

protection against or improvement of diabetic complications for a dietary supplement of ginger or its 

extract containing aldose reductase inhibitors. 

8) Hussein G, Sankawa U., Goto H., Matsumoto K., and羽＇atanabe葺.: Astaxanthin, a 
Carotenoid with Potential in Human Health and Nutr註ion.J. Nat. Prod., 69: 443・449,2006. 

Abs白・act:A~写taxanthin ( 1）ラ ared-orange carotenoid pigmentうisa powerful biological antiOxidant that 

occurs naturally in a wide variety of living organisms. The potent antioxidant property of 1 has been 

implicated in its various biological activities demonstrated in both experimental animals and clinical 

studies. Compound 1 has considerable potential and promising applications in human health and 

nutrition. In this review, the recent scientific literature (from 2002 to 2005) is covered on the most 

significant activities of 1, including its antioxidative and anti'."inflammatory propertiesラ itseffects on 

cancerラdiabetes,the immune system, and ocular health, and other related aspects. We also discuss the 

green microalga Haematococcus pluvialis, the richest source of natural 1, and its utilization in the 

promotion of human healthラ includingthe antihypertensive and neuroprotective potentials of lラ

emphasizing our experimental data on the effects of dietary astaxanthin on blood pressureラstroke,and 

vascular dementia in animal modelsラisdescribed. 

9) Yanaga A., Goto H., Nakagawa T叫 HikiamiH., Shibahara N咋 andShimada Y.: 
Cinnamaldehyde induces endothelium-d句endentand -independent vasorelaxant action on 
isolated rat aorta. Biol. Pharm. Bull., 29: 2415-2418, 2006. 

Abstract: The vasorelaxant efl長ctof cinnamaldehyde, one of the担可oroil components in Cinnamomi 
Cortexラwasstudied using isolated rat aorta. Cinnamaldehyde at final concentrations of 1 mM  to 1 mM  

showed dose-dependent relaxation of the rat aorta contractedるytreatment with prostaglandin F2alpha, 

norepinephrine or KCl. In addition, cinnamaldehyde relaxed prostaglandin F2a'."precontracted aortic rings 

with endothelium and without endotheliumラwiththe latter being significantly less sensitive than the 

fo立ner.Relaxation induced by cinnamaldehyde with endothelium was significantly inhibited by 

NG-nitro-L-arginine methyl ester (L-NAME), while nonselective cyclooxygenase inhibitor 

( indomethacin），手－adrenergicreceptor blocker (pro予ranolol),an inhiるitorof phosphodiesterase 

( theophylline ), a delayed rectifier k÷channel blocker (tetraethyl ammonium chloride), or an 

ATP-sensitive E三十 channel blocker (glibenclamide) did not reduce the relaxation induced by 

cinnamaldehyde with endothelium treated by L-NAME. Conversely, aorta pre位eatmentwith L-NAME 

and theophylline increased the relaxationむycinnamaldehyde significantly compared to aorta 
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pretreatment with only L-NAME. Furthermoreラcinnamaldehydesignificantly inhibited Ca2÷－induced 

contraction. These results suggested that the vasorelaxant effects of cinnamaldehyde were derived from 

both endothelium-dependent and -independent effects. Endothelium-dependent relaxation is affected by 

nitric oxideラ andone of the mechanisms of endothelium-independent relaxation is thought to be 

influenced by the blocking of Ca2+ channels. 

10) Nozaki K.，耳ikiamiH., Goto H.；関akagawaT叫 ShibaharaN., and Shimada Y.: 
Keishibukuryogan (gui-zhi-fu・日ng-wan),a kampo formula, decreases disease activi勾rand 
soluble vascular adhesion molecule-1 in patients with rheumatoid arthritis. Evid. Based 
Complement Alternat. Med., 3: 359-364, 2006. 

Absをract:An increasing death rate due to cardiovascular disease in patients with rheumatoid arthritis 

(RA) has been reported. Keishibukuryogan (KBG) is a traditional Chinese/Japanese (Kampo) forτnula 

that hasるeenadministered to patients with blood stagnation, e.g. thrombotic disease and atherosclerosis. 

The objective of this study was to evaluate the efficacy of KBG on disease activity and endothelial 

dys白nctionin RA patients. Sixteen RA patients were enrolled and administered KBG (12 g per day) for 

12 weeks in addition to continuing other drugs. The disease activiちrof RA was assessed by modified 

disease activity scores for 28 joints (DAS28). Plasma levels of adhesion molecules, soluble E-selectin 

(sE-selectin), soluble intercellular adhesion molecule-I (sICAM-1) and soluble vascular cell adhesion 

molecule-I (sVCAM-1) were evaluated. C-reactive protein (CRP), inflammatory cytokines (IL-1~， IL-6 

and TNF－α） and lipid peroxide (LPO) were also evaluated. Fourteen patients completed the study. The 

disease activity of RAラtenderjoint countラswollenjoint count and DAS28 decreased significantly. Among 

adhesion moleculesラonlysVCAM-1 decreased significantly. LPO also decreased significantly, whereas 

CRP and inflammatory cytokines remained unchanged. These results suggest that KBG has insufficient 

anti-inflammatory or immunomodulating effect but does have a beneficial effect on articular symptoms 

and a protective effect against endothelial dysおnctionin RA patients. 

11) Yokozawa T., Satoh A., Nakagawa T., and Yamabe N.: Attenuating effects of wen-pi－総ng
treatment in rats with diabetic nephropathy. Am. J. Chin. Med., 34：’307圃321ラ2006.

Abstract: Wen-pi-tang is a Chinese prescription used traditionally as a medicine to treat moderate renal 

failure. In this study, we used rats subjected to subtotal nephrectomy and streptozotocin injection to 

examine the effects of wen-pi罰tangon diabetic nephropathy. Wen-pi-tang was administered at a dose of 

50, 100 or 200 mg/kg body weight/day for 15 weeks. Diabetic nephropathy is one of the most serious 

chronic complications of diabetes mellitus, and renal dysfunction is reflected by proteinuria, decreased 

creatinine clearance (Ccr) and increased serum urea nitrogen and creatinine (Cr) levels. Wen-pi-tang 

treatment for 15 weeks resulted in significant reductions of blood glucose and serum urea nitrogen levelsラ

while proteinuria, Ccr and serum Cr levels did not change significantly. Wen-pi-tang also lowered serum 

triglyceride and thiobarbituric acid-reactive substance levels in a dose-dependent manner. Furthermoreラ

the disorders of the glucose-dependent metぬolicpathway due to this pathological condition were 

normalized by the admin均trationof wen-pi-tang through decreased formation of advanced glycation 

end-products in the kidney. Wen-pi-tang protected against the development of renal lesionsラglomerular

sclerosis and mesangial matrix expansionラassessedby hisfupathological evaluation and scoring. This 

study suggests that wen-pi-tang treatment could be beneficial in reducing the risk of developing diabetic 

nephropathy. 

12) 矢野耕塩，柴原直利，榊原巌，後藤博三，酒井伸也，関矢信康，寺沢捷年，矢野宏，

小林進，武田秀一：漢方問診データのMTシステムによる定量化の研究（4）一語床

診断値のMTA法による推定一．品質工学， 14:64圃69,2006. 

Abstract: In the diagnosis of diseaseラtraditionaloriental medicine stresses questioning of the patient, and 
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adds further observations to reach a comprehensive conclusion. Patient 正iuestioning yields 

multidimensional data covering some 200 or more itemsラandwhile an ideal healthy subject, from the 

viewpoint of traditional oriental medicineラpreferablygives all-zero dataラadisadvantage is that in the 

inverse matrix analysisラthemean and standard deviation cannot be obtained in the unit space. As a 

solution to those problemsラthisstudy applied the MTA methodology, using an adjoint matrix. An analysis 

was made of the diagnosis of patient recognition of what are referred to as blood diseases in traditional 

oriental medicine, by defining the values of all items as zero for healthy subjects and using data with 

many zero standard deriations as a unit space. Accurate diagnostic results were obtained. 

く〉総説

1) Shimada Y., Goto H., and Terasawa K.: Chotosan and cerebrovascular disorders: Clinical and 

experimental studies. J. Trad. Med., 23: 117-131, 2006. 

2) 柴原亘季lj，寺窪捷年：東洋産学と自律神経疹虫病態と自律神経機能との関連性．自律

神経， 43:363・369ラ2006.

3) 中）11孝子，後藤博三：糖尿病性腎症における漢方治療の可能性 －自然発症糖尿病ラッ

トを用いた桂枝夜苓丸の検討－．アニテックス， 18:8-11ラ2006.

4) 条美智子：オオアザミは慢性C型肝炎に本当に有効か？フアノレマシア， 42:1155-1156ラ2006.

く〉症例報告 Case reports 

1) 関矢信農地野充E寺小暮敏明巽武司引網宏彰柴原直利喜多敏明寺津捷年：揚癌

湯が有効で、あった9症例に基づく使用目標の検討．自本東洋医学雑誌， 57:443-447' 2006. 

2) 関矢信康ラ地野充時ラ後藤博三，柴原直利，鳴田豊，喜多敏明ラ寺津捷年：九味横榔湯の使

用目標と適応症． 日本東洋医学雑誌， 57:333-338, 2006. 

〈〉学会報告 （＊：特別講演、シンポジウム、ワークショッブ等）

1) 小暮敏明ラ巽武司酒井伸主主藤永洋，鳴田豊，寺浬捷年： RA患者における抗CCP抗

体イ面の推移に関する検討．第50@1s本リウマチ学会総会・学術集会， 2006,4.23-26，長
崎．

* 2) 柴原直孝lJ：特別講演「感染症の漢方治療J.第28回日本小児東洋医学会， 2006,4.22，金
沢．

3) 引網宏彰ラ八木清貢ラ中田真司ラ南翠潔ラ藤永洋ラ柴原亘手ljラ高播宏三ラ鳴田豊： ANCA関連

血管炎によるneuropathyiこ黄香詮枝玉物湯が奏効した二例．第57回日本東洋医学会学術
大会， 2006,6.23-25，大阪．

4) 小昆龍右ラ中田真弓ラ藤本裁ラヲi網宏彰ラ吉田一史ラ柴原亘手lj，鳴田豊：腎細胞癌骨転移
による左下技癖痛，しびれに牛車腎気丸合人参湯合当帰巧薬散が有効で、あったl例．第57

回日本東洋医学会学術大会， 2006,6.23-25，大阪．

5) 柴原直孝uラ関矢｛言京ラ後藤博三，酒井悼也，古田一史，引縞宏彰，嶋田豊：加味遺遥散の新
たな使用目標に関する一考察．第57回日本東洋室学会学術大会， 2006, 6.23-25，大阪．

6) 王吉田一史，引網宏彰，後藤博三，柴原直手lj，嶋田豊：務血病態と血液流動性との関連につ

いて．第57＠］日本東洋医学会学術大会， 2006,6.23-25，大阪．

7) 後藤博三ラ柴原直利，酒井f申告Aラ引網宏彰，吉田一史，鳴田豊：「冷え性」に対する甘草附
子湯のf吏用吾標に関する一考察．第57回日本東洋医学会学術大会， 2006,6.23-25，大阪．

8) 酒井伸也ラ野村邦紀ラ後藤博三，柴原直未u，引網宏彰，鳴田 豊：放射線治療による頭頚部
急性粘膜炎に対する甘草潟心湯の効果の検討．第57回日本東洋亙学会学術大会， 2006,
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6.23-25，大阪．

9) 関矢信喪ラ地野充時ラ林克美，笠原裕司ラ並木隆雄ラ柴原童手ljラ寺葎捷年：半夏厚本卜湯の使

用目標iこ関する一考察．第57田日本東洋室学会学術大会， 2006, 6.23-25，大阪．
10) 中田真司関洋志森 E召憲ヲi網宏彰語井伸也嶋田豊：身体表現性障害による顔
面のしびれに加味温担湯が奏効した1例，第57@1日本東洋医学会学術大会， 2006,6.23-25, 

大阪．
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