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II. 成果の概要（総括研究報告）

研究代表による報告（和文）

＜１．報告概要＞

遺伝性心血管疾患は一つの臨床病型に数多くの候補遺伝子が含まれており、循環器難病の原因同定に

際して症例間比較が困難であることが多く、循環器分野独特の解析戦略が必要である。循環器疾患の特

性を考慮しつつ遺伝難病のゲノム解析拠点形成のため、既知遺伝子の臨床診断応用、未診断疾患に対す

る新規原因遺伝子同定の両者に重点を置き、大家系に対する遺伝子同定および少数症例解析にも対応し

た情報解析システムを開発し、創薬研究への展開も視野に事業を実施した。

全国の大学病院等から循環器疾患 10 領域（①拡張型心筋症，②肥大型心筋症，③拘束型心筋症，④不

整脈原性右室心筋症，⑤ 左室緻密化障害，⑥ 遺伝性不整脈疾患（QT 延長・徐脈等），⑦ 代謝性疾患

（Fabry 病等），⑧ 脂質異常症（虚血性疾患），⑨ 先天性心疾患，⑩ 自己免疫疾患・血管疾患（肺高血

圧（Sarcoidosis，大動脈炎，肺高血圧）））の遺伝学的解析依頼（学内を含む）のターゲット遺伝子パネル

解析および、全エクソーム解析を実施した。遺伝学的解析結果およびその機能解析を行った研究から、新

規の責任遺伝子を 2 件、変異を 5 件発見し、約 120 件の論文が受理された。また、本研究の遺伝学的解

析により 3 年間で約 38％が責任遺伝子変異として同定でき循環器領域の遺伝子解析の臨床応用に向けた

基盤整備に大きく貢献した。

＜２．本研究事業における実施項目＞

１．循環器症例の蓄積

２．家系解析の実施

３．蓄積された疾患バリアント情報

４．メンデル遺伝病の候補バリアントの同定と機能解析

５．循環器ゲノム解析研究者の情報ネットワークの構築、研究情報共有、共同研究の実施

＜３．基盤的成果および次年度以降も継続維持が必要な事項＞

１．循環器疾患ゲノム変異情報データベースの構築と疾患関連形質情報の付与（国内症例変異に準拠）

２．標準化フォーマットとして統一化された全エクソーム解析のシーケンスおよび情報解析運用手順

３．標準化フォーマットとして統一化された疾患パネル解析のシーケンスおよび情報解析運用手順

４．同定変異分子に対する、創薬を見据えた迅速生体機能解析系の確立

５．創薬化合物スクリーニング系の開発（国内発の創薬開発）

６．医師主導型臨床試験へむけたブリッジ的研究基盤の構築

＜４．各項目における成果＞

１．共通プロトコールによるゲノム解析体制の構築：

同意取得、ゲノム抽出、既知遺伝子解析、情報解析、未知変異に対する全エクソーム解析まで症例エン

トリーから共通パイプラインを用いて、その結果を施設間で共有できるよう解析体制を構築した。

２．独自新規解析パイプラインの開発と施設間共有：

ゲノム解析研究者、ウェットラボ研究者、情報解析者、臨床医が分野を超えて協力し解析パイプライン

の開発を行った。受付サーバーに加えて実際の計算処理を行うクラスタ型解析サーバー（2 計算ノード
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約 40 計算コア）と冗長化ストレージ（約 100TB）によって構成した。これらの構成要素は in-house ネ

ットワークによって互いに接続されており、このネットワークを介して一連のデータ処理が自動的に行

われるように構築されている。これらの上にシーケンサーによる配列データを含む検体情報を受付サー

バーから解析パイプラインに投入できるシステムを構築した。心血管疾患の解析に適する循環器専用の

スクリプトも組み込んだ解析プログラムを構築し、遺伝性心血管疾患の原因遺伝子同定のみならず、同

定された分子に対する未知作用機序解析および創薬基礎研究開発も視野に統合的な標的シーズ探索シス

テムを構築した。次世代解析拠点施設と連携し、in-house variant data の蓄積にも協力しながら、本研

究に適した独自スクリプトを構築した。本研究はこれらの情報解析システムを各研究班の情報解析に共

有共通化して用いることであり、今年度の症例についても順次適用し解析が始まっている。さらに小家

系または単症例の遺伝性疾患を対象に、原因遺伝子を同定するアルゴリズムを開発した。

３．共通ゲノム解析パイプラインに基づく解析と循環器疾患ゲノム変異 DB の構築： 
研究班全体で検出したバリアント情報も共有しつつ、公共データベースにおける変異情報、疾患注釈情

報を参照可能にし、かつ検索機能の付いた、本邦初の循環器疾患ゲノム変異データベースが完成する。

４．既知遺伝子解析および新しい循環器疾患の分類法の確立：

臨床における疾患既知遺伝子変異を検出する迅速な臨床ゲノム診断を将来提供するためのシステムを構

築する取り組みを行った。Agilent 社 Haloplex または Illumina 社の TruSeq custom amplicon kit を基

本にした心筋症既知遺伝子パネルスクリーニングおよび不整脈既知遺伝子パネルスクリーニングを標準

的に用いることができる体制を整えた。心疾患既知遺伝子スクリーニング解析によって、発症原因と考

えられる既知遺伝子変異やフレームシフト・ストップコドン・スプライシング変異は、拡張型心筋症の

37％、肥大型心筋症の 43％、不整脈原性右室心筋症の 33％、Marfan 症候群の 25%、ブルガダ症候

群、QT 延長症候群、およびファブリー病において 100％で同定でき、我々は非常に強力なスクリーニ

ング系を構築していると考えられる。既知遺伝子の臨床診断応用にむけた臨床情報の付与された変異デ

ータベース化を行った。

５．未知遺伝子迅速機能解析による同定された原因変異の生体機能解析と創薬への応用：

ゲノム解析対象症例の蓄積は計画通り進み、遺伝性疾患を疑う家系としては心筋症・不整脈合わせて約

450 症例のサンプルを収集し、全エクソーム解析およびパネルシーケンス解析を実施した。未知遺伝子

変異に対して分子機能解析を開始し責任遺伝子変異としての検証を行っている。一部遺伝子については

創薬開発に際して必要な迅速生理機能解析系、化合物スクリーニング系の開発を行い、創薬候補として

の化合物探索、さらに同定済みの化合物については治療に向けた製剤化開発に進めることができた。

＜４．今後の展望＞

以上の成果および情報解析システム、パイプラインおよび変異データベースを中心とした基盤的技術は

基礎的検証から創薬開発にまで至る一貫したシステムであり、国内でも世界基準に照らして先進的であ

るとともに、循環器疾患を専門に扱う中で大変貴重な財産となった。循環器領域の難病克服に向けた大

変重要な知見と診断治療方法の開発に資するものであり、さらなる発展と本技術の継続維持が望まれ

る。
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（英文）

A. System refining of gene analysis.
1. Genome analysis research using nationwide uniform protocol
The facilities that conduct all the exosome analysis, the panel analysis, and the information analysis

were added as a joint research facility to the plan, and the system was constructed so that common 
analysis can be implemented uniformly at each facility. At Osaka University, genome analysis by the 
Human Genome Ethics Plan common to each department was realized, and an analysis system 
capable of using other genomic information as a disease control was prepared. 

2. Analysis based on unified genome analysis pipeline and construction of genomic mutation DB of
cardiovascular disease
 For information analysis, update work is done to the basic pipeline in each fiscal year, and analyzes 
are always conducted using the latest common pipeline. Mutation detection analysis using a server 
can be carried out naturally, but in order to identify many disease causes, it is necessary to have a 
database enabling shared search between cases of detected mutations. Therefore, a genome database 
of cardiovascular diseases was constructed. By constructing this system, it is possible to refer 
mutation information and disease annotation information in the public database while sharing the 
variant information detected by the research team as a whole, and it becomes the first Japanese 
cardiovascular disease genome mutation database with search function. 

3. Genome information analysis focusing on clinical sequence, construction of mutational
interpretation system
Osaka University Graduate School of Medicine established the Bioinfoinformatics Initiative
Committee which created a clinical information input template, gathered data there, and developed
a system that cooperates with the hospital medical information system including blood sampling. The
input information is accumulated in the clinical research database installed in the university through
the secure network. The subject ID is automatically issued and the correspondence table between the
patient ID and the subject ID is managed by the system. Clinical data collected from other facilities
is also stored Clinical research DB. It becomes a system to manage with subject ID.

B. Functional analysis of causative genes
1. Known gene mutation analysis
In this study, we completed the screening of known genes in 354 cases (266 onset cases, 88 cases
without onset). We detected point mutation, frame shift, nonsense mutation, and splicing mutation
in known genes considered to be the cause of onset among patients; 45% of dilated cardiomyopathy,
55% of hypertrophic cardiomyopathy, 50% of arrhythmogenic right ventricular cardiomyopathy, 25%
of Marfan syndrome, 100% in Brugada syndrome, extended QT syndrome, and Fabry disease. We
were able to construct a high quality and sensitive screening system.
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2. New (unknown) gene mutation analysis
In this study, about 450 cases of all exome analysis were completed and their genome database of
disease was constructed. Differential narrowing analysis is performed on the families that did not
correspond to known genes, and the following new mutations are identified and developed into drug
discovery research for molecular targeted drug development. In addition, we analyzed multifaceted
cases of familial cases which cannot be identified by simple differential narrowing analysis in all
exosome analyzes using whole genome analysis and array structure analysis.

(1) Identification of novel mutations in genetic bradycardia disease family
We identified novel genes assumed to be involved in arrhythmia episodes from families with an

autosomal dominant genetic form. The disease showed a very high penetrance rate, and another 
non-synonymous mutation in the same gene could be identified from another family that allowed 
familial onset. Co-segregation and exclusion of Japanese common variant can also be confirmed, 
confirming that this gene is the causative gene of this arrhythmia. By developing specific 
inhibitors, development as a first in class remedy for this disease is expected. 

(2) Identification of novel sarcomeric gene MYLK3 mutation in genetic cardiomyopathy family.
A new causative gene of cardiomyopathy was identified. Since it is suggested that the MYLK3

activator will be a therapeutic agent for heart failure, further screening of small compound 
activators will be carried out in the future. 

3. Identification of disease-related molecules and drug discovery screening
As a gene analysis center close to the patient, we can identify the gene mutation first. Therefore not

only identification of the etiological genes but also identification of appropriate drug discovery targets 
leading to the development of therapeutic drugs is important. We set up our own large-scale screening 
system based on the function of pathogenesis genes, screened compounds and succeeded in identifying 
the lead compounds shown below. 

(1) Establishment of assay system for inhibition of target protein degradation and compound screening

(2) Establishment of assay system to quantify redox reaction and large scale screening

Since this assay system is also extremely applicable, it is applied to the development of activity 
enhancers or inhibitors of disease candidate genes to be identified in the future. 

C. Technology development for improving diagnostic rate
 Entire analysis of all processes from genome extraction, library construction and sequence analysis 
using the same facility enables gene contract analysis under low cost. We also worked on a 
cardiomyopathy disease panel with 100 genes and an arrhythmia disorder panel carrying 50 genes 
and created a disease mutation detection algorithm combined with candidate gene information 
specific to cardiovascular disease and all exome analysis data. Also by making judgment as pathogenic 
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mutation according to guidelines for mutational interpretation of ACMG, it became possible to 
confirm the reliability of mutation data detected. 
 We developed a method to analyze mutation data by analysis pipeline. An algorithm (HDR method) 
that narrows down causative genes for genetic diseases of small family or single cases was developed 
as software with GUI. In addition, by introducing knowledge processing technology based on machine 
learning (AI: artificial intelligence), we advanced research and development to realize extraction and 
accumulation of knowledge difficult to find by manual analysis and its effective visualization. We 
examined a method for constructing an evaluation formula that characterizes disease - related traits 
by mutation information. 

D. Sharing genetic analysis data to other research groups
We have made efforts to construct a system to provide rapid clinical genomic diagnosis to detect 

genetic mutations in clinical disease. We shared our data with the results of Agilent Haloplex 
developed by University of Tokyo Advanced Science and Technology Research Center and TruSeq 
custom amplicon kit by Illumina developed by Shiga University of Medicine. Construction of a genome 
database of cardiovascular diseases is ongoing.   

E. Future prospects
 The above results and basic technologies centering on information analysis systems, pipelines and 
mutation databases are a consistent system enables us to lead the basic verification of causative genes 
and drug discovery, It became a valuable asset in dealing specialized treatment of cardiovascular 
diseases. It contributes to the development of very important findings and diagnostic and therapeutic 
methods for overcoming intractable diseases in the cardiovascular field. Further development and 
continuous maintenance of this technology are desired. 



12 

III. 成果の外部への発表

（１）学会誌・雑誌等における論文一覧（国内誌  11 件、国際誌 145 件） 

阪大 高島

（国際誌 8 件、国内誌 3 件） 

1. Kotani Y, Morito D, Yamazaki S, Ogino K, Kawakami K, Takashima S, Hirata H, Nagata K，

Neuromuscular regulation in zebrafish by a large AAA+ ATPase/ubiquitin ligase,
mysterin/RNF213，Sci Rep.2015 Nov 4;5:16161，2015 Nov

2. Yan Y, Tsukamoto O, Nakano A, Kato H, Kioka H, Ito N, Higo S, Yamazaki S, Shintani Y,
Matsuoka K, Liao Y, Asanuma H, Asakura M, Takafuji K, Minamino T, Asano Y, Kitakaze M,
Takashima S，Augmented AMPK activity inhibits cell migration by phosphorylating the novel
substrate Pdlim5，Nat Commun. 6: 6137，2015 Jan

3. Hayashi T, Asano Y, Shintani Y, Aoyama H, Kioka H, Tsukamoto O, Hikita M, Shinzawa-Itoh K,
Takafuji K, Higo S, Kato H, Yamazaki S, Matsuoka K, Nakano A, Asanuma H, Asakura M,
Minamino T, Goto YI, Ogura T, Kitakaze M, Komuro I, Sakata Y, Tsukihara T, Yoshikawa S,
Takashima S，Higd1a is a positive regulator of cytochrome c oxidase，Proc Natl Acad Sci U S A.
2015 Feb 3;112(5):1553-8，2015 Feb

4. Kanzaki M, Asano Y, Ishibashi-Ueda H, Oiki E, Nishida T, Asanuma H, Kato H, Oka T, Ohtani T,
Tsukamoto O, Higo S, Kioka H, Matsuoka K, Sawa Y, Komuro I, Kitakaze M, Takashima S, Sakata
Y.，A Development of Nucleic Chromatin Measurements as a New Prognostic Marker for Severe
Chronic Heart Failure.，PLoS One.，4/Feb/2016，11(2):e0148209

5. Masumura Y, Higo S, Asano Y, Kato H, Yan Y, Ishino S, Tsukamoto O, Kioka H, Hayashi T,
Shintani Y, Yamazaki S, Minamino T, Kitakaze M, Komuro I, Takashima S, Sakata Y.，Btg2 is a
Negative Regulator of Cardiomyocyte Hypertrophy through a Decrease in Cytosolic RNA.，Sci
Rep.，27/ Jun /2016 ，6:28592.

6. Ito S, Asakura M, Liao Y, Min KD, Takahashi A, Shindo K, Yamazaki S, Tsukamoto O, Asanuma
H, Mogi M, Horiuchi M, Asano Y, Sanada S, Minamino T, Takashima S, Mochizuki N, Kitakaze
M.，Identification of the Mtus1 Splice Variant as a Novel Inhibitory Factor Against Cardiac
Hypertrophy. J Am Heart Assoc. 6/Jul/2016， 5(7). pii: e003521.

7. Okuda K, Fu HY, Matsuzaki T, Araki R, Tsuchida S, Thanikachalam PV, Fukuta T, Asai T, Yamato
M, Sanada S, Asanuma H, Asano Y, Asakura M, Hanawa H, Hao H, Oku N, Takashima S,
Kitakaze M, Sakata Y, Minamino T.，Targeted Therapy for Acute Autoimmune Myocarditis with
Nano-Sized Liposomal FK506 in Rats.，PLoS One.，8/Aug/2016，1(8):e0160944.

8. Nishida Y, Ikeya T, Mikawa T, Inoue J, Ito Y, Shintani Y, Masui R , Kuramitsu S, Takashima S，
A specific single-stranded DNA induces a distinct conformational changecrossmark in the
nucleoid-associated protein HU，Biochemistry and Biophysics Reports，2016/12/1，8: 318-324

1. 高島 成二，低酸素ストレス応答，「心臓」，日本医学出版，2015/12，47(12) 18-23

2. 高島 成二，心筋エネルギー代謝制御による心不全治療，循環器内科，科学評論社，2015，78(2):126-

130 



13 

3. 高島 成二，循環器疾患のゲノム医療，メディカル・サイエンス・ダイジェスト, 2017-3，43(3): 134-

137, 

阪大 朝野（国際誌 6 件） 

1. Masumura Y, Higo S, Asano Y, Kato H, Yan Y, Ishino S, Tsukamoto O, Kioka H, Hayashi T,
Shintani Y, Yamazaki S, Minamino T, Kitakaze M, Komuro I, Takashima S, Sakata Y. Btg2 is a
Negative Regulator of Cardiomyocyte Hypertrophy through a Decrease in Cytosolic RNA. Sci Rep.
2016, 6, 28592.

2. Okuda K, Fu HY, Matsuzaki T, Araki R, Tsuchida S, Thanikachalam PV, Fukuta T, Asai T, Yamato
M, Sanada S, Asanuma H, Asano Y, Asakura M, Hanawa H, Hao H, Oku N, Takashima S,
Kitakaze M, Sakata Y, Minamino T. Targeted Therapy for Acute Autoimmune Myocarditis with
Nano-Sized Liposomal FK506 in Rats. PLoS One. 2016, 11, e0160944.

3. Kitagaki J, Miyauchi S, Asano Y, Imai A, Kawai S, Michikami I, Yamashita M, Yamada S,
Kitamura M, Murakami S. A Putative Association of a Single Nucleotide Polymorphism in
GPR126 with Aggressive Periodontitis in a Japanese Population . PLoS One. 2016 Aug
10;11(8):e0160765.

4. Ma J, Luo T, Zeng Z, Fu H, Asano Y, Liao Y, Minamino T, Kitakaze M. Histone Deacetylase
Inhibitor Phenylbutyrate Exaggerates Heart Failure in Pressure Overloaded Mice independently
of HDAC inhibition. Sci Rep. 2016, 6, 34036.

5. Ito S, Asakura M, Liao Y, Min KD, Takahashi A, Shindo K, Yamazaki S, Tsukamoto O, Asanuma
H, Mogi M, Horiuchi M, Asano Y, Sanada S, Minamino T, Takashima S, Mochizuki N, Kitakaze
M, Identification of the Mtus1 Splice Variant as a Novel Inhibitory Factor Against Cardiac
Hypertrophy. J Am Heart Assoc. 2016, 5, e003521.

6. Kondo H, Maksimova N, Otomo T, Kato H, Imai A, Asano Y, Kobayashi K, Nojima S, Nakaya A,
Hamada Y, Irahara K, Gurinova E, Sukhomyasova A, Nogovicina A, Savvina M, Yoshimori T,
Ozono K, Sakai N. Mutation in VPS33A affects metabolism of glycosaminoglycans: a new type of
mucopolysaccharidosis with severe systemic symptoms. Hum Mol Genet. 2017, 26, 173-183.

阪大 坂田（国際誌 14 件） 

1. Arita Y, Nakaoka Y, Matsunaga T, Kidoya H, Yamamizu K, Arima Y, Kataoka-Hashimoto  T, Ikeoka K,
Yasui T, Masaki T, Yamamoto K, Higuchi K, Park JS, Shirai M, Nishiyama K, Yamagishi H, Otsu K,
Kurihara H, Minami T, Yamauchi-Takihara K, Koh GY, Mochizuki N, Takakura N, Sakata Y, Yamashita JK,
Komuro I.Myocardium-derived angiopoietin-1 is essential for coronary vein formation in the developing
heart. Nat Commun. 2014. 29;5:4552.

2. Imai A, Gotoh K, Asano Y, Yamada N, Motooka D, Fukushima M, Kanzaki M, Ohtani T, Sakata Y, Nishi
H, Toda K, Komuro I, Horii T, Iida T, Nakamura S, Takashima S  Comprehensivemetagenomic approach
for detecting causative microorganisms in culture-negative infective endocarditis   Int J Cardiol, 2014; 172:
e288-9



14 

3. Arita Y, Nakaoka Y, Otsuki M, Higuchi K, Hashimoto-Kataoka T,Yasui T, Masaki T, Ohtani T, Kishimoto
T, Yamauchi-Takihara T, Komuro I, Sakata Y. Cytokine storm after cessation of tocilizumab in a patient
with refractory Takayasu arteritis. International Journal of Cardiology.2015; 187:319–321

4. Taniguchi T, Hamano G, Koide M, Hirooka K, Koretsune Y, Kusuoka H, Ohtani T, Sakata Y, Yasumura Y.
Abdominal admittance helps to predict the amount of fluid accumulation in patients with acute heart failure
syndromes. J Cardiol. 2016 Apr;67(4):352-7.

5. Imai A, Nakaya A, Fahiminiya S, Tétreault M, Majewski J, Sakata Y, Takashima S, Lathrop M, Ott J. Beyond
Homozygosity Mapping: Family-Control analysis based on Hamming distance for prioritizing variants in
exome sequencing. Sci Rep. 2015 Jul 6;5:12028.

6. Murakawa T, Yamaguchi O, Hashimoto A, Hikoso S, Takeda T, Oka T, Yasui H, Ueda H, Akazawa Y,
Nakayama H, Taneike M, Misaka T, Omiya S, Shah AM, Yamamoto A, Nishida K, Ohsumi Y, Okamoto K,
Sakata Y, Otsu K. Bcl-2-like protein 13 is a mammalian Atg32 homologue that mediates mitophagy and
mitochondrial fragmentation. Nat Commun. 2015 Jul 6;6:7527. doi: 10.1038/ncomms8527.

7. Taniguchi T, Ohtani T, Nakatani S, Hayashi K, Yamaguchi O, Komuro I, Sakata Y. Impact of Body Size on
Inferior Vena Cava Parameters for Estimating Right Atrial Pressure: A Need for Standardization?  J Am
Soc Echocardiogr. 2015 Dec;28(12):1420-7.

8. Hashimoto A, Naito AT, Lee JK, Kitazume-Taneike R, Ito M, Yamaguchi T, Nakata R, Sumida T, Okada K,
Nakagawa A, Higo T, Kuramoto Y, Sakai T, Tominaga K, Okinaga T, Kogaki S, Ozono K, Miyagawa S,
Sawa Y, Sakata Y, Morita H, Umezawa A, Komuro I. Generation of Induced Pluripotent Stem Cells From
Patients With Duchenne Muscular Dystrophy and Their Induction to Cardiomyocytes. Int Heart J.
2016;57(1):112-7.

9. Imai A, Fujita S, Kishita Y, Kohda M, Tokuzawa Y, Hirata T, Mizuno Y, Harashima H, Nakaya A, Sakata Y,
Takeda A, Mori M, Murayama K, Ohtake A, Okazaki Y. Rapidly progressive infantile cardiomyopathy with
mitochondrial respiratory chain complex V deficiency due to loss of ATPase 6 and 8 protein. Int J Cardiol.
2016 Mar 15;207:203-5.

10. Kanzaki M, Asano Y, Ishibashi-Ueda H, Oiki E, Nishida T, Asanuma H, Kato H, Oka T, Ohtani T, Tsukamoto
O, Higo S, Kioka H, Matsuoka K, Sawa Y, Komuro I, Kitakaze M, Takashima S, Sakata Y. A Development
of Nucleic Chromatin Measurements as a New Prognostic Marker for Severe Chronic Heart Failure. PLoS
One. 2016 Feb 4;11(2):e0148209.

11. Imai A, Kohda M, Nakaya A, Sakata Y, Murayama K, Ohtake A, Lathrop M, Okazaki Y, Ott J. HDR: a
statistical two-step approach successfully identifies disease genes in      autosomal recessive families. J
Hum Genet. 2016 Jun 30.

12. Imai A, Kishita Y, Nakayama Y, Fujita S, Futatani T, Kohda M, Yatsuka Y, Nakaya A,     Sakata Y,
Murayama K, Ohtake A, Okazaki Y. Dried blood spots for newborn screening   allows easy determination
of a high heteroplasmy rate in severe infantile cardiomyopathy. Int J Cardiol. 2016 Jun 29;221:446-449.

13. Konishi S, Minamiguchi H, Okuyama Y, Sakata Y. Sodium channel blockade  unmasked Brugada 
electrocardiographic pattern in a patient with complete right bundle branch block and early 
repolarization in the lateral leads. Clin Case Rep. 2016 Oct 7;4(11):1061-1064. 



15 

14. Sakamoto Y, Kioka H, Hashimoto R, Takeda S, Momose K, Ohtani T, Yamaguchi O, Wasa M, Nakatani S,
Sakata Y.  Cardiogenic shock caused by a left midventricular obstruction during refeeding in a patient with
anorexia nervosa. Nutrition. 2017 Mar;35:148-150

阪大 中谷（国際誌 1 件） 

1. Imai A, Kohda M, Nakaya A, Sakata Y, Murayama K, Ohtake A, Lathrop M, Okazaki Y, and Ott J, HDR:

a statistical two-step approach successfully identifies disease genes in autosomal recessive families, Journal 

of Human Genetics, 61:959-963, 2016.

国循 北風・朝倉・山本（国際誌 9 件） 

1. Kanzaki M, Asano Y, Ishibashi-Ueda H, Oiki E, Nishida T, Asanuma H, Kato H, Oka T, Ohtani T,

Tsukamoto O, Higo S, Kioka H, Matsuoka K, Sawa Y, Komuro I, Kitakaze M, Takashima S, Sakata Y. A

development of nucleic chromatin measurements as a new prognostic marker for severe chronic heart

failure. PLOS ONE, 2016,11(2):e0148209

2. Fu HY, Sanada S, Matsuzaki T, Liao YL, Okuda K, Yamato M, Tsuchida S, Araki R, Asano Y, Asanuma

H, Asakura M, French BA, Sakata Y, Kitakaze M, Minamino T. Chemical endoplasmic reticulum

chaperone alleviates doxorubicin-induced cardiac dysfunction. Circulation Research,2016, 118(5):798-809

3. Masumura Y, Higo S, Asano Y, Kato H, Yan Y, Ishino S, Tsukamoto O, Kioka H, Hayashi T, Shintani Y,

Yamazaki S, Minamino T, Kitakaze M, Komuro I, Takashima S, Sakata Y. Btg2 is a negative regulator of

cardiomyocyte hypertrophy through a decrease in cytosolic RNA. Scientific Reports, 2016,6:28592

4. Imazu M, Takahama H, Amaki M, Sugano Y, Ohara T, Hasegawa T, Kanzaki H, Anzai T, Mochizuki N,

Asanuma H, Asakura M, Kitakaze M. Use of serum fibroblast growth factor 23 vs. plasma brain natriuretic

peptide levels in assessing the pathophysiology of patients with heart failure. Hypertension Research, 2016,

40(2),181-188

5. Hao HX, Li XX, Li QM, Lin HR, Chen ZH, Xie JH, Xuan WL, Liao WJ, Bin JP, Huang XB, Kitakaze M,

Liao YL. FGF23 promotes myocardial fibrosis in mice through activation of β-catenin. Oncotarget, 2016,

7(40):64649-64664

6. Okuda K, Fu HY, Matsuzaki T, Araki R, Tsuchida S, Thanikachalam PV, Fukuta T, Asai T, Yamato M,

Sanada S, Asanuma H, Asano Y, Asakura M, Hanawa H, Hao H, Oku N, Takashima S, Kitakaze M, Sakata

Y, Minamino T. Targeted therapy for acute autoimmune myocarditis with nano-sized liposomal TK506 in

rats. PLOS ONE, 2016, 11(8):e0160944

7. Ito S, Asakura M, Liao YL, Min KD, Takahashi A, Shindo K, Yamazaki S, Tsukamoto O, Asanuma H,

Mogi M, Horiuchi M, Asano Y, Sanada S, Minamino T, Takashima S, Mochizuki N, Kitakaze M.

Identification of the mtus1 splice variant as a novel inhibitory factor against cardiac hypertrophy. Journal

of the American Heart Association, 2016, 5(7):e003521

8. Ma J, Luo T, Zeng Z, Fu HY, Asano Y, Liao YL, Minamino T, Kitakaze M. Histone deacetylase inhibitor

phenylbutyrate exaggerates heart failure in pressure overloaded mice independently of HDAC inhibition.

Scientific Reports,2016, 6:34036



16 

9. Xie JH, Cui K, Hao HX, Zhang YX, Lin HR, Chen ZH, Huang XB, Cao SP, Liao WJ, Bin JP, Kitakaze M,

Liao YL. Acute hyperglycemia suppresses left ventricular diastolic function and inhibits autophagic flux

in mice under prohypertrophic stimulation. Cardiovascular Diabetology, 2016, 15(1):136

東北 下川（国際誌 4 件） 

1. Kozu K, Suzuki H, Nishiyama S, Yaoita N, Yamamoto S, Tatebe S, Miura M, Aoki T, Hao K, Matsumoto

Y, Sugimura K, Aoki M, Shimokawa H. Multiple sclerosis lesion in the medulla oblongata in a patient with

takotsubo cardiomyopathy. Int J Cardiol. 8:980-981,2016

2. Miura M, Sakata Y, Miyata S, Shiba N, Takahashi J, Nochioka K, Takada T, Saga C, Shinozaki T, Sugi M,

Nakagawa M, Sekiguchi N, Komaru T, Kato A, Fukuchi M, Nozaki E, Hiramoto T, Inoue K, Goto T, Ohe

M, Tamaki K, Ibayashi S, Ishide N, Maruyama Y, Tsuji I, Shimokawa H; SUPPORT Trial Investigators.

Influence of left ventricular ejection fraction on the effects of supplemental use of angiotensin receptor

blocker olmesartan in hypertensive patients with heart failure. Circ J. 80:2155- 2164,2016

3. Yamauchi T, Sakata Y, Takada T, Nochioka K, Miura M, Tadaki S, Ushigome R, Sato K, Onose T, Tsuji K,

Abe R, Takahashi J, Miyata S, Shimokawa H.  Prognostic impacts of new-onset atrial fibrillation in

patients with chronic heart failure -A report from the CHART-2 Study- Circ J. 80:157-167,2016.

4. Miura M, Sugimura K, Sakata Y, Miyata S, Tadaki S, Yamauchi T, Onose T, Tsuji K, Abe R, Oikawa T,

Kasahara S, Nochioka K, Takahashi J, Shimokawa H; CHART-2 Investigators.  Prognostic impact of loop

diuretics in patients with chronic heart failure  -Effects of addition of renin-angiotensin-aldosterone

system inhibitors and β-blockers.  Circ J. 80:1396-1403,2016.

東京医科歯科 磯部 （国際誌 4 件） 

1. Low SK, Takahashi A, Ebana Y, Ozaki K, Christophersen IE, Ellinor PT; AFGen Consortium, Ogishima

S, Yamamoto M, Satoh M, Sasaki M, Yamaji T, Iwasaki M, Tsugane S, Tanaka K, Naito M, Wakai K,

Tanaka H, Furukawa T, Kubo M, Ito K, Kamatani Y, Tanaka T. Identification of six new genetic loci

associated with atrial fibrillation in the Japanese population. Nat Genet. 2017. doi: 10.1038/ng.3842

[Epub ahead of print]

2. Liu L, Ebana Y, Nitta JI, Takahashi Y, Miyazaki S, Tanaka T, Komura M, Isobe M, Furukawa T. Can J

Cardiol. 2017 Apr;33(4):443-449.

3. Ebana Y, Ozaki K, Liu L, Hachiya H, Hirao K, Isobe M, Kubo M, Tanaka T, Furukawa T. J Cardiol. 2017

pii: S0914-5087(16)30346-X

4. Ohigashi H, Tamura N, Ebana Y, Harigai M, Maejima Y, Ashikaga T, Isobe M. J Cardiol. 2017;69(5):774-

778

自治医科大学 永井（国際誌 10 件） 

1. Fujiu K, Shibata M,, Nagai R et al. A heart–brain–kidney network controls adaptation to cardiac stress

through tissue macrophage activation.Nature Medicine ( in press)

2. Fujiwara K, Yatabe M,, Nagai R. et al. Identification of M2 macrophages in anterior pituitary glands of

normal rats and rats with estrogen-induced prolactinoma. Cell Tissue Res. 2017 Epub ahead of print

3. Eguchi K, Nagai R. Islet inflammation in type 2 diabetes and physiology. J Clin Invest. 2017;127:14-23.



17 

4. Kai H, Kohro T,, Nagai R et al. Impact of systolic blood pressure on hemorrhagic stroke in patients with

coronary artery disease during anti-platelet therapy: The Japanese Coronary Artery Disease (JCAD) study.

Int J Cardiol. 2016;224:112-113.

5. Takeuchi Y, Yahagi N,, Nagai R et al. KLF15 Enables Rapid Switching between Lipogenesis and

Gluconeogenesis during Fasting. Cell Rep. 2016;16(9):2373-86.

6. Nishizaki Y, Shimada K,,Nagai R et al.  Association between the docosahexaenoic acid to arachidonic

acid ratio and acute coronary syndrome: a multicenter observational study. BMC Cardiovasc Disord. 2016

Jul 7;16(1):143.

7. Zempo H, Suzuki JI,, Nagai R. et al. Influence of periostin-positive cell-specific Klf5 deletion on aortic

thickening in DOCA-salt hypertensive mice. Hypertens Res. 2016;39(11):764-768.

8. Semba H, Takeda N, ,Nagai R et al. HIF-1α-PDK1 axis-induced active glycolysis plays an essential role

in macrophage migratory capacity. Nat Commun. 2016 ;7:11635.

9. Ogata F, Fujiu K, Nagai Ret al.  Excess Lymphangiogenesis Cooperatively Induced by Macrophages and

CD4(+) T Cells Drives the Pathogenesis of Lymphedema.. J Invest Dermatol. 2016;136:706-14.

10. Zhan H, Aizawa K, Nagai R, et al. Ataxia telangiectasia mutated in cardiac fibroblasts regulates

doxorubicin-induced cardiotoxicity.  Cardiovasc Res. 2016;110(1):85-95.

日本医科大 清水（国際誌 17 件 国内誌 3 件） 

1. 清水 渉: 6章 循環器・呼吸器疾患. 5 QT延長症候群 (分担), ｢遺伝カウンセリングマニュアル｣

(福島義光 (監修), 櫻井晃洋 (編集)): p. 166-167, 南江堂, 2016(4)

2. 清水 渉: 第2章 各論-臨床心室頻拍診療学: 個々の心室頻拍の詳細-. B.遺伝性疾患. B-ⅠQT延長

症候群. 5 QT延長症候群 症例1 electrical stormを呈したLQT2症例 (分担), 「心室頻拍のすべて」

(野上昭彦, 小林義典, 里見和浩 (編集)): p. 206-214, 南江堂, 2016(11)

3. 村田広茂, 清水 渉: 第4章 各疾患のみかたと対応. B不整脈 8 QT延長症候群, 薬剤誘発性不整

脈 (分担), ｢循環器研修ノート｣ (永井良三(シリーズ総監修・責任編集), 伊藤 浩, 今井 靖, 尾

崎行男, 筒井裕之, 廣井透雄, 福本義弘編集): p. 302-307, 診断と治療社, 2016(3)

1. Nakano Y, Shimizu W: Genetics of long-QT syndrome. J Hum Genet. 61(1): 51-55, 2016

2. Ruwald MH, Parks XX, Moss AJ, Zareba W, Baman J, McNitt S, Kanters JK, Shimizu W, Wilde AA, Jons

C, Lopes CM: Stop-codon and C-terminus nonsense mutations are associated with lower risk of cardiac

events in Long QT Syndrome Type 1 patients. Heart Rhythm. 13(1): 122-131, 2016

3. Funasako M, Aiba T, Ishibashi K, Nakajima I, Miyamoto K, Inoue Y, Okamura H, Noda T, Kamakura S,

Anzai T, Noguchi T, Yasuda S, Miyamoto Y, Fukushima Kusano K, Ogawa H, Shimizu W: Pronounced

shortening of QT interval with mexiletine infusion test in patients with type 3 congenital long QT syndrome.

Circ J. 80(2), 340-345, 2016

4. Kamakura T, Wada M, Nakajima I, Ishibashi K, Miyamoto K, Okamura H, Noda T, Aiba T, Takaki H,

Yasuda S, Ogawa H, Shimizu W, Makiyama T, Kimura T, Nakamura S, Kusano K: Significance of

electrocardiogram recording in high intercostal spaces in patients with early repolarization syndrome. Eur

Heart J. 37(7): 630-637, 2016

5. Koizumi A, Sasano T, Kimura W, Miyamoto Y, Aiba T, Ishikawa T, Nogami A, Fukamizu S, Sakurada H,

Takahashi Y, Nakamura H, Ishikura T, Koseki H, Arimura T, Kimura A, Hirao K, Isobe M, Shimizu W,



18 

Miura N, Furukawa T: Genetic defects in a His-Purkinje system transcription factor, IRX3, cause lethal 

cardiac arrhythmias. Eur Heart J. 37(18): 1469-1475, 2016 

6. Itoh H, Berthet M, Fressart V, Denjoy I, Maugenre S, Klug D, Mizusawa Y, Makiyama T, Hofman N, 

Stallmeyer B, Zumhagen S, Shimizu W, Wilde AA, Schulze-Bahr E, Horie M, Tezenas du Montcel S, 

Guicheney P: Asymmetry of parental origin in long QT syndrome: preferential maternal transmission of 

KCNQ1 variants linked to channel dysfunction. Eur J Hum Genet. 24(8): 1160-1166, 2016

7. Itoh H, Crotti L, Aiba T, Spazzolini C, Denjoy I, Fressart V, Hayashi K, Nakajima T, Ohno S, Makiyama 

T, Wu J, Hasegawa K, Mastantuono E, Dagradi F, Pedrazzini M, Yamagishi M, Berthet M, Murakami Y, 

Shimizu W, Guicheney P, Schwartz PJ, Horie M: The genetics underlying acquired long QT syndrome: 

impact for genetic screening. Eur Heart J. 37(18): 1456-1464, 2016

8. Taniguchi Y, Miyazaki A, Sakaguchi H, Hayama Y, Ebishima N, Negishi J, Noritake K, Miyamoto Y, 

Shimizu W, Aiba T, Ohuchi H: Prominent QTc prolongation in a patient with a rare variant in the cardiac 

ryanodine receptor gene. Heart Vessels. Epub, 2016

9. Kawata H, Ohno S, Aiba T, Sakaguchi H, Miyazaki A, Sumitomo N, Kamakura T, Nakajima I, Inoue YY, 

Miyamoto K, Okamura H, Noda T, Kusano K, Kamakura S, Miyamoto Y, Shiraishi I, Horie M, Shimizu 

W: Catecholaminergic polymorphic ventricular tachycardia (CPVT) associated with ryanodine receptor 

(RyR2) gene mutations - Long-term prognosis after initiation of medical treatment. Circ J. 80(9): 

1907-1915, 2016

10. Wilde AA, Moss AJ, Kaufman ES, Shimizu W, Peterson DR, Benhorin J, Lopes C, Towbin JA, Spazzolini 

C, Crotti L, Zareba W, Goldenberg I, Kanters JK, Robinson JL, Qi M, Hofman N, Tester DJ, Bezzina C, 

Alders M, Aiba T, Kamakura S, Miyamoto Y, Andrews ML, McNitt S, Polonsky B, Schwartz PJ, Ackerman 

MJ: Clinical aspects of type 3 long QT syndrome: An international multicenter study. Circulation. 134(12): 

872-882, 2016

11. Yagihara N, Watanabe H, Barnett P, Duboscq-Bidot L, Thomas AC, Yang P, Ohno S, Hasegawa K, Kuwano 

R, Chatel S, Redon R, Schott JJ, Probst V, Koopmann TT, Bezzina CR, Wilde AA, Nakano Y, Aiba T, 

Miyamoto Y, Kamakura S, Darbar D, Donahue BS, Shigemizu D, Tanaka T, Tsunoda T, Suda M, Sato A, 

Minamino T, Endo N, Shimizu W, Horie M, Roden , Makita N: Variants in the SCN5A promoter associated 

with various arrhythmia phenotypes. J Am Heart Assoc. 5(9), 2016

12. Antzelevitch C, Yan GX, Ackerman MJ, Borggrefe M, Corrado D, Guo J, Gussak I, Hasdemir C, Horie M, 

Huikuri H, Ma C, Morita H, Nam GB, Sacher F, Shimizu W, Viskin S, Wilde AA: J-Wave syndromes 

expert consensus conference report: Emerging concepts and gaps in knowledge. J Arrhythm. 32(5): 

315-339, 2016

13. Kondo T, Hisatome I, Yoshimura S, Mahati E, Notsu T, Li P, Iitsuka K, Kato M, Ogura K, Miake J, Aiba 

T, Shimizu W, Kurata Y, Sakata S, Nakasone N, Ninomiya H, Nakai A, Higaki K, Kawata Y, Shirayoshi 

Y, Yoshida A, Yamamoto: Characterization of the novel mutant A78T-HERG from a long QT syndrome 

type 2 patient: Instability of the mutant protein and stabilization by heat shock factor 1. J Arrhythm. 32(5): 

433-440, 2016

14. Kamakura T, Wada M, Ishibashi K, Inoue YY, Miyamoto K, Okamura H, Nagase S, Noda T, Aiba T, Yasuda 

S, Shimizu W, Kamakura S, Kusano K: Differences in the onset mode of ventricular tachyarrhythmia 

between patients with J wave in anterior leads and those with J wave in inferolateral leads. Heart Rhythm.

Epub, 2016 



19 

 

15. Mahati E, Li P, Kurata Y, Maharani N, Ikeda N, Sakata S, Ogura K, Miake J, Aiba T, Shimizu W, Nakasone

N, Ninomiya H, Higaki K, Yamamoto K, Nakai A, Shirayoshi Y, Hisatome I: M3 muscarinic receptor

signaling stabilizes a novel mutant human ether-a-Go-Go-related gene channel protein via phosphorylation

of heat shock factor 1 in transfected cells. Circ J. 80(12): 2443-2452, 2016

16. Ichikawa M, Aiba T, Ohno S, Shigemizu D, Ozawa J, Sonoda K, Fukuyama M, Itoh H, Miyamoto Y,

Tsunoda T, Makiyama T, Tanaka T, Shimizu W, Horie M: Phenotypic variability of ANK2 mutations in

patients with inherited primary arrhythmia syndromes. Circ J. 80 (12): 2435-2442, 2016

17. Yamagata K, Horie M, Aiba T, Ogawa S, Aizawa Y, Ohe T, Yamagishi M, Makita N, Sakurada H, Tanaka

T, Shimizu A, Hagiwara N, Kishi R, Nakano Y, Takagi M, Makiyama T, Ohno S, Fukuda K, Watanabe H,

Morita H, Hayashi K, Fukushima-Kusano K, Kamakura S, Yasuda S, Ogawa H, Miyamoto Y, Kapplinger

J, Ackerman M, Shimizu W: Genotype-phenotype correlation of SCN5A mutation for clinical and

electrocardiographic characteristics of probands with Brugada Syndrome: A Japanese multicenter registry.

Circulation. 2017 (in press)

名古屋 室原（国際誌5件） 

1. Morimoto R, Okumura T, Bando YK, Murohara T. The Biphasic Force-Frequency Relation Predicts

Primary Cardiac Events in Patients with Hypertrophic Cardiomyopathy. Circ J. 2017 Feb 24;81(3):368-

375.

2. Morimoto R, Okumura T, Bando YK, Murohara T. Myocardial Contractile Reserve Predicts Left

Ventricular Reverse Remodeling and Cardiac Events in Dilated Cardiomyopathy. J Cardiol. 2017 Mar 18.

3. Kano N, Okumura T, Morimoto R, Bando YK, Murohara T. Left ventricular phase entropy: Novel

prognostic predictor in patients with dilated cardiomyopathy and narrow QRS. J. Nucl. Cardiol. 2017 Feb

7.

4. Sawamura A, Okumura T, Morimoto R, Bando YK, Murohara T. Cholesterol metabolism as a prognostic

marker in patients with mildly symptomatic nonischemic dilated cardiomyopathy. J Cardiol. 2016 Sep 26.

5. Sawamura A, Okumura T, Morimoto R, Bando YK, Murohara T. Abnormal Circadian Blood Pressure

Profile as a Prognostic Marker in Patients with Nonischemic Dilated Cardiomyopathy. Cardiology.

2017;136(1):1-9.

金沢 山岸（国際誌11件） 

1. Yamagata K, Horie M, Aiba T, Ogawa S, Aizawa Y, Ohe T, Yamagishi M, Makita N, Sakurada H, Tanaka

T, Shimizu A, Hagiwara N, Kishi R, Nakano Y, Takagi M, Makiyama T, Ohno S, Fukuda K, Watanabe H,

Morita H, Hayashi K, Kusano K, Kamakura S, Yasuda S, Ogawa H, Miyamoto Y, Kapplinger JD,

Ackerman MJ, Shimizu W. Genotype-Phenotype Correlation of SCN5A Mutation for the Clinical and

Electrocardiographic Characteristics of Probands with Brugada Syndrome: A Japanese Multicenter

Registry. Circulation. 2017 Mar 24. pii: CIRCULATIONAHA.117.027983. doi:

10.1161/CIRCULATIONAHA.117.027983. [Epub ahead of print] PubMed PMID: 28341781.

2. Shimojima M, Yuasa S, Motoda C, Yozu G, Nagai T, Ito S, Lachmann M, Kashimura  S, Takei M,

Kusumoto D, Kunitomi A, Hayashiji N, Seki T, Tohyama S, Hashimoto H,  Kodaira M, Egashira T,



20 

Hayashi K, Nakanishi C, Sakata K, Yamagishi M, Fukuda K. Emerin plays a crucial role in nuclear 

invagination and in the nuclear calcium transient. Sci Rep. 2017 Mar 14;7:44312. doi: 10.1038/srep44312. 

PubMed PMID: 28290476; PubMed Central PMCID: PMC5349585. 

3. Tada H, Kawashiri MA, Nohara A, Inazu A, Mabuchi H, Yamagishi M. Impact of clinical signs and genetic

diagnosis of familial hypercholesterolaemia on the prevalence of coronary artery disease in patients with

severe hypercholesterolaemia. Eur Heart J. 2017 Feb 4. doi: 10.1093/eurheartj/ehx004. [Epub ahead of

print] PubMed PMID: 28159968.

4. Tada H, Kawashiri MA, Yamagishi M. Comprehensive genotyping in dyslipidemia: mendelian

dyslipidemias caused by rare variants and Mendelian randomization studies using common variants. J Hum 

Genet. 2017 Apr;62(4):453-458. doi: 10.1038/jhg.2016.159. Epub 2017 Jan 5. Review. PubMed PMID:

28055004.

5. Fujii Y, Matsumoto Y, Hayashi K, Ding WG, Tomita Y, Fukumoto D, Wada Y, Ichikawa M, Sonoda K,

Ozawa J, Makiyama T, Ohno S, Yamagishi M, Matsuura H, Horie M, Itoh H. Contribution of a KCNH2

variant in genotyped long QT syndrome: Romano-Ward syndrome under double mutations and acquired

long QT syndrome under heterozygote. J Cardiol. 2016 Nov 2. pii: S0914-5087(16)30219-2. doi:

10.1016/j.jjcc.2016.09.010. [Epub ahead of print] PubMed PMID: 27816319.

6. Tada H, Kawashiri MA, Okada H, Endo S, Toyoshima Y, Konno T, Nohara A, Inazu  A, Takao A,

Mabuchi H, Yamagishi M, Hayashi K. A Rare Coincidence of Sitosterolemia and Familial Mediterranean

Fever Identified by Whole Exome Sequencing. J Atheroscler Thromb. 2016 Jul 1;23(7):884-90. doi:

10.5551/jat.34827. Epub 2016 May 10. PubMed PMID: 27170062.

7. Tada H, Kobayashi J, Kawashiri MA, Miyashita K, Nohara A, Inazu A, Nakajima K, Mabuchi H,

Yamagishi M. Changes in lipoprotein lipase and endothelial lipase mass in familial hypercholesterolemia

during three-drug lipid-lowering combination therapy. Lipids Health Dis. 2016 Apr 2;15:66. doi:

10.1186/s12944-016-0238-z. PubMed PMID: 27039080; PubMed Central PMCID: PMC4818918.

8. Kawashiri MA, Tada H, Yamagishi M. Significance of Genetic Diagnosis of Familial

Hypercholesterolemia. J Atheroscler Thromb. 2016 May 2;23(5):554-6. doi: 10.5551/jat.ED038. Epub

2016 Mar 29. PubMed PMID: 27025683.

9. Itoh H, Crotti L, Aiba T, Spazzolini C, Denjoy I, Fressart V, Hayashi K, Nakajima T, Ohno S, Makiyama

T, Wu J, Hasegawa K, Mastantuono E, Dagradi F, Pedrazzini M, Yamagishi M, Berthet M, Murakami Y,

Shimizu W, Guicheney P, Schwartz PJ, Horie M. The genetics underlying acquired long QT syndrome:

impact for genetic screening. Eur Heart J. 2016 May 7;37(18):1456-64. doi: 10.1093/eurheartj/ehv695.

Epub 2015 Dec 28. PubMed PMID: 26715165; PubMed Central PMCID: PMC4914885.

10. Tada H, Kawashiri MA, Yoshida T, Teramoto R, Nohara A, Konno T, Inazu A, Mabuchi H, Yamagishi M,

Hayashi K. Lipoprotein(a) in Familial Hypercholesterolemia With Proprotein Convertase Subtilisin/Kexin

Type 9 (PCSK9) Gain-of-Function Mutations. Circ J. 2016;80(2):512-8. doi: 10.1253/circj.CJ-15-0999. 

Epub 2015 Dec 2. PubMed PMID: 26632531. 

11. Hayashi K, Konno T, Fujino N, Itoh H, Fujii Y, Imi-Hashida Y, Tada H, Tsuda T, Tanaka Y, Saito T,  Ino

H, Kawashiri M, Ohta K, Horie M, Yamagishi M. Impact of Updated Diagnostic Criteria for Long QT

Syndrome on Clinical Detection of Diseased Patients: Results from Study of Patients Carrying Gene 

Mutations. JACC: Clinical Electrophysiology. 2016;2(3):279-287 doi:10.1016/j.jacep.2016.01.003 

http://electrophysiology.onlinejacc.org/


21 

滋賀医科 堀江（国際誌43件） 

1. Ichikawa M, Ohno S, Fujii Y, Ozawa J, Sonoda K, Fukuyama M, Kato K, Kimura H, Itoh H, Hayashi H,

Horie M: Multigenerational inheritance of long QT syndrome type 2 in a Japanese family. Internal Med.

55: 259-262. 2016

2. Chen J, Makiyama T, Wuriyanghai Y, Ohno S, Sasaki K, Hayano M, Harita T, Nishiuchi S, Yamamoto Y,

Ueyama T, Shimizu A, Horie M, Kimura T: Cardiac sodium channel mutation associated with epinephrine-

induced QT prolongation and sinus node dysfunction. Heart Rhythm. 13: 289-298.  2016

3. Ueshima H, Kadowaki T, Hisamatsu T, Fujiyoshi A, Miura K, Ohkubo T, Sekikawa A, Kadota A,

Kadowaki S, Nakamura Y, Miyagawa N, Okamura T, Kita Y, Takashima N, Kashiwagi A, Maegawa H,

Horie M, Yamamoto T, Kimura T, Kita T, for the ACCESS and SESSA Research Group: Lipoprotein-

associated phospholipase A2 related to the risk of subclinical atherosclerosis independent of small low

density lipoprotein particles in a general Japanese population.Athelosclerosis. 246: 141-147.  2016

4. Kaitani K, Inoue k, Kobori A, Nakazawa Y, Ozawa T, Kurotobi Toshiya, Morishima I, Miura F, Watanabe

T, Masuda M, Naito M, Fujimoto H, Nishida T, Furukawa Y, Shirayama T, Tanaka M, Okajima K, Yao T,

Egami Y, Satomi K, Noda T, Miyamoto K, Haruna T, Kawaji T, Yoshizawa T, Toyota T, Yahata M, Nakai

K, Sugiyama H, Higashi Y, Ito M, Horie M, Kusano K, Shimizu W, Kamakura S, Morimoto T, Kimura T,

on behalf of the EAST-AF Trial Investigators: Efficacy of Antiarrhythmic drugs Short-Term use after

catheter ablation for Atrial Fibrillation (EAST-AF) trial. European Heart Journal.37: 610-618.  2016

5. Wada Y, Aiba T, Tsujita Y, Itoh H, Wada M, Nakajima I, Ishibashi K, Okamura H, Miyamoto K, Noda T,

Sugano Y, Kanzaki, Toshihisa Anzai, Kengo Kusano H, Yasuda S, Horie M, Ogawa H: Practical

Applicability of Landiolol, an Ultra-short-acting β1-selective Blocker, for Rapid Atrial and Ventricular

Tachyarrhythmias with Left Ventricular Dysfunction. Journal of Arrhythmia. 82–88. 2016

6. Toyota T, Shiomi H, Taniguchi T, Morimoto T, Furukawa Y, Nakagawa Y, Horie M, Kimura T: Culprit

vessel only versus staged multivessel percutaneous coronary intervention strategies in patients with

multivessel coronary artery disease undergoing primary percutaneous coronary intervention for ST-

segment elevation myocardial infarction. Circulation Journal 80: 371-378. 2016.

7. Sonoda K, Ohno S, Otsuki S, Kato K, Fukuyama M, Yagihara N, Watanabe H, Hayashi H, Minamino T,

Horie M: Quantitative analysis of PKP2 and neighbouring genes in a patient with arrhythmogenic right

ventricular cardiomyopathy caused by heterozygous PKP2 deletion. Europace (in press)

8. Baruteau AE, Perryd JC, Sanatanie S, Horie M, Walshg EP, Dubin AM: Evaluation and management of

bradycardia in neonates and children. European Journal of Pediatrics. 175: 151-161. 2016

9. Zaid M, Miura K, Fujiyoshi A, Abbott RD, Hisamatsu T, Kadota A, Arima H, Kadowaki S, Torii S,

Miyagawa N, Suzuki S, Takashima N, Ohkubo T, Sekikawa A, Maegawa H, Horie M, Nakamura Y,

Okamura T, Ueshima H, for the SESSA Research group: Associations of serum LDL particle concentration

with carotid intima-media thickness and coronary artery calcification. Journal of Clinical Lipidology. 10:

1195-1202. 2016

10. Freyermuth F, Rau F, Kokunai Y, Linke T, Sellier C, Nakamori M3 Kino Y, Arandel L, Jollet A, Thibault

C, Philipps M, Vicaire S, Jost B, Udd B, Day JW, Duboc D, Wahbi K, Matsumura T, Fujimura H, Mochizuki 

H, Deryckere F, Kimura T, Nukina N, Ishiura S, Lacroix V, Campan-Fournier A, Navratil V, Chautard E,

Auboeuf D, Horie M, Imoto K, Lee KY, Swanson MS, Lopez de Munain A, Inada S, Itoh H, Nakazawa K,



22 

Ashihara T, Wang E, Zimmer T, Furling D, Takahashi MP, Charlet-Berguerand N: Splicing misregulation 

of SCN5A contributes to cardiac-conduction delay and heart arrhythmia in myotonic dystrophy . Nature 

Communications. 7: 11067. 2016 

11. Hayashi K, Konno T, Fujino N, Itoh H, Sakata K, Tada H, Tsuda T, Nagata Y, Teramoto R, Tanaka Y, Fujii 

Y, Imi-Hashida Y, Saito T, Kawashiri M, Ohta K, Horie M, Yamagishi M: Impact of Updated Diagnostic 

Criteria for Long QT Syndrome on Clinical Detection of Diseased Patients: Results from Study of Patients 

Carrying Gene Mutations. JACC Clin Electrophysiol. 2: 279-287. 2016

12. Yamazoe M, Hisamatsu T, Miura K, Kadowaki S, Zaid M, Kadota A, Torii S, Miyazawa I, Fujiyoshi A, 

Abbott RD, Arima H, Sekikawa A, Maegawa H, Horie M, Ueshima H, for the SESSA Research Group: 

Relationship of insulin resistance to prevalence and progression of coronary artery calcification beyond 

metabolic syndrome components: Shiga Epidemiological Study of Subclinical Atherosclerosis (SESSA). 

Arteriosclerosis, Thrombosis, and Vascular Biology 36: 1703-1708. 2016

13. Nakatsuma K, Shiomi H, Morimoto T, Furukawa Y, Nakagawa Y, Ando K, Kadota K, Yamamoto T, Suwa 

S, Horie M, Kimura T, on behalf of the CREDO-Kyoto AMI investigators: Inter-facility Transfer versus 

Direct Admission in Patients with ST-segment Elevation Acute Myocardial Infarction Undergoing Primary 

Percutaneous Coronary Intervention. Circulation Journal 80: 477-484. 2016.

14. Kawata H, Ohno S, Sumitomo N, Funasako M, Kamakura T, Nakajima I, Sakaguchi H, Miyazaki A, 

Miyamoto K, Inoue YY, Okamura H, Noda T, Aiba T, Kusano KF, Kamakura S, Horie M, Shimizu W: 

Catecholaminergic Polymorphic Ventricular Tachycardia (CPVT) associated with Ryanodine 

Receptor (RyR2) gene mutations: Long term prognosis and utility of an exercise stress test after initiation 

of medical treatment. Circulation Journal 80: 1907-1915. 2016

15. Itoh H, Spazzolini C, Crotti L, Aiba T, Denjoy I, Fressart V, Hayashi K, Nakajima T, Ohno S, 

Makiyama T, Wu J, Hasegawa K, Mastantuono E, Dagradi F, Pedrazzini M, Yamagishi M, Berthet M, 

Murakami Y, Shimizu W, Guicheney P, Schwartz PJ, Horie M: The genetics underlying the acquired long 

QT syndrome. Impact for genetic screening. European Heart Journal. 37: 1456-1464. 2016.

16. Fukuyama M, Ohno S, Makiyama T, Horie M: Novel SCN10A Variants Associated with Brugada 

Syndrome. Europace 18: 905-911. 2016.

17. Horie M: Molecular Genetics Have Opened a New Era for Arrhythmia Research, but also Pandora’s Box?

Journal of Arrhythmia 32: 313-314. 2016

18. Juang J-M, Horie M: Genetics of Brugada syndrome. Journal of Arrhythmia 32: 418-425. 2016

19. Ohno S. The genetic background of arrhythmogenic right ventricular cardiomyopathy. Journal of 

Arrhythmia 32: 398-403. 2016

20. Fujii Y, Itoh H, Ohno S, Murayama T, Kurebayashi N, Aoki H, Blancard M, Nakagawa Y, Yamamoto S, 

Matsui Y, Ichikawa M, Sonoda K, Ozawa T, Ohkubo K, Watanabe I, Guicheney P, Horie M: A type 2 

ryanodine receptor variant associated with reduced Ca2+ release and short-coupled torsade de pointe 

ventricular arrhythmia. Heart Rhythm 14: 98-107 2016

21. Yagihara N, Watanabe H, Barnett P, Duboscq-Bidot L, Thomas AC, Yang P, Ohno S, Hasegawa K, Kuwano 

R, Chatel S, Redon R, Schott JJ, Probst V, Koopmann TT, Bezzina CR, Wilde AA, Nakano Y, Aiba T, 

Miyamoto Y, Kamakura S, Darbar D, Donahue BS, Shigemizu D, Suda M, Sato A, Minamino T, Endo N, 

Shimizu W, Horie M, Roden DM, Makita N: Variants in the SCN5A promoter associated with various

arrhythmia phenotypes.  JAHA. 5(9). 2016 



23 

 

22. Ozawa J, Ohno S, Hisamatsu T, Itoh H, Makiyama T, Suzuki H, Saitoh A, Horie M: Pediatric cohort with 

long QT syndrome: KCNH2 mutation carriers have late onset but severe symptoms. Circulation Journal 

80: 696-702. 2016.

23. Hisamatsu T, Miura K, Arima H, Kadota A, Kadowaki S, Torii S, Suzuki S, Miyagawa N, Sato A, Yamazoe 

M, Fujiyoshi A, Ohkubo T, Yamamoto T, Murata K, Abbott RD, Sekikawa A, Horie M, Ueshima H, for the 

SESSA Research Group: Smoking, Smoking Cessation, and Measures of Subclinical Atherosclerosis in 

Multiple Vascular Beds in Japanese Men. JAHA 5(9). 2016

24. Turker I, Makiyama T, Vatta M, Sohma Y, Itoh H, Ueyama T, Shimizu A, Ai T, Horie M: A novel SCN5A 

variant associate with drug-induced Brugada Syndrome Plos ONE 11: e0161872. 2016

25. Antzelevitch C, Yan GX, Ackerman MJ, Borggrefe M, Corrado D, Guo J, Gussak I, Hasdemir C, Horie M, 

Huikuri H, Ma C, Morita H, Nam GB, Sacher F, Shimizu W, Viskin S, Wilde AA: J-Wave syndromes expert 

consensus conference report: Emerging concepts and gaps in knowledge. Heart Rhythm. 13:e295-324. 

2016.

26. Watanabe T, Ohno S, Shirai M, Endoh A, Hongo T, Ueta I, Yoshimoto J: Inherited catecholaminergic 

polymorphic ventricular tachycardia due to RYR2 mutation. Pediatr Int. 58: 512-515. 2016.

27. Kubo T, Ashihara T, Tsuboutchi T, Horie M: Significance of integrated in silico 2-dimensional transmural 

ventricular wedge preparation models of human non-failing and failing hearts for evaluation of drug 

candidates cardiac safety. Journal of Pharmacological and Toxicological Methods. 18: 30-41. 2016

28. Hasegawa K, Watanabe H, Hisamatsu T, Ohno S, Itoh H, Ashihara T, Hayashi H, Makiyama T, Minamino 

T, Horie M: Early repolarization and risk of arrhythmia events in long QT syndrome. International Journal 

of Cardiology. 223: 540-542. 2016

29. Ichikawa M, Aiba T, Ohno S, Shigemizu D, Ozawa J, Sonoda K, Fukuyama M, Itoh H, Minamoto Y, 

Tsunoda T, Makiyama T, Tanaka T, Shimizu W, Horie M: Phenotypic variability of ANK2 mutations in 

patients with inherited primary arrhythmia syndromes. Circulation Journal. 80: 2435- 2442. 2016

30. Sasaki K, Makiyama T, Yoshida Y, Wuriyanghai Y, Kamakura T, Nishiuchi S, Hayano M, Harita T, 

Yamamoto Y, Kohjitani H, Hirose S, Chen J, Itoh H, Kawamura M, Ohno S, Takeuchi A, Matsuoka S, 

Miura M, Sumitomo N, Horie M, Yamanaka S, Kimura T: Patient-specificHuman Induced Pluripotent Stem 

Cell Model Assessed with Electrical PacingValidatesS107 as a Potential Therapeutic Agent for 

Catecholaminergic Polymorphic Ventricular Tachycardia. PlosOne 11: e0164795. 2016

31. Toyota T, Morimoto T, Shiomi H, Ando K, Ono K, Shizuta S, Kato T, Saito N, Furukawa Y, Nakagawa Y, 

Horie M, Kimura T: Ad-hoc Versus Non-ad-hoc percutaneous coronary intervention strategies in patients 

with stable coronary artery disease. Circ J (in press)

32. Itoh H, Berthet M, Fressart V, Denjoy I, Maugenre S, Klug D, Mizusawa Y, Makiyama T, Hofman N, 

Shimizu W, Wilde AAM, Schulze-Bahr E, Horie M, Tezenas du Montcel S, Guicheney P: Asymmetry of 

parental origin in Long QT syndrome. Preferential maternal transmission of KCNQ1 variants linked to 

channel dysfunction European Journal of Human Genetics. 24: 1160-1166. 2016

33. Okata S, Yuasa S, Suzuki T, Ito S, Makita N, Yoshida T, Li M, Kurokawa J, Seki T, Egashira T, Aizawa Y, 

Kodaira M, Motoda C, Yozu G, Shimojima M, Hayashiji N, Hashimoto H, Kuroda Y, Tanaka A, Murata 

M, Aiba T, Shimizu W, Horie M, Kamiya K, Furukawa T, Fukuda K: Embryonic type Na+ channel β-

subunit, SCN3B masks the disease phenotype of Brugada syndrome. Sci Rep. 6: 34198 2016 



24 

 

34. Hayashi H, Iwai K, Tobita R, Matsumoto T, Horie M: The relationship between skeletal muscle and

ventilatory response to exercise in myocardial infarction. IJC Metabolic and Endocrine 12: 14-18 2016

35. Antzelevitch C, Yan GX, Ackerman MJ, Borggrefe M, Corrado D, Guo J, Gussak I, Hasdemir C, Horie M

Huikuri HV, Ma C, Morita H, Nam GB, Sacher F, Shimizu W, Viskin S, Wilde AAM: J-Wave syndromes

expert consensus conference report: Emerging concepts and gaps in knowledge: Endorsed by the Asia

Pacific Heart Rhythm Society (APHRS), the European Heart Rhythm Association (EHRA), the Heart

Rhythm Society (HRS), and the Latin American Society of Cardiac Pacing and Electrophysiology

(Sociedad Latinoamericana de Estimulacifin Cardiaca y Electrofsiologia [SOLAECE]). Europace 13:

euw235 2016

36. Antzelevitch C, Yan G-X, Ackerman M-J, Borggrefe M, Corrado D, Guo J, Gussak I, Hasdemir C, Horie

M, Huikuri H, Ma C, Morita H, Nam G-B, Sacher F, Shimizu W, Viskin S, Wilde AAM: J-wave syndromes

expert consensus conference report: Emerging concepts and gaps in knowledge. J Arrhythm. 32: 315-339.

2016

37. Wu J, Ding W-G, Horie M. Molecular pathogenesis of long QT syndrome type 1. Journal of Arrhythmia

32: 381-388. 2016

38. Fujii Y, Matsumoto Y, Hayashi K, Ding WG, Tomita Y, Fukumoto D, Wada Y, Ichikawa M, Sonoda K,

Ozawa J, Makiyama T, Ohno S, Yamagishi M, Matsuura H, Horie M, Itoh H: Contribution of a KCNH2

variant in genotyped long QT syndrome: Romano-Ward syndrome under double mutations and acquired

long QT syndrome under heterozygote. J Cardiol (in press)

39. Shirai Y, Goya M, Ohno S, Horie M, Doi S, Isobe M, Hirao K: Elimination of ventricular arrhythmia in

catecholaminergic polymorphic ventricular tachycardia by targeting “catecholamine-sensitive area”: a

dominant-subordinate relationship between origin sites of bidirectional ventricular premature contractions.

PACE (in press)

40. Kuroda Y, Yuasa S, Watanabe Y, Ito S, Egashira T, Seki T, Hattori T, Ohno S, Kodaira M, Suzuki T,

Hashimoto H, Okata S, Tanaka A, Aizawa Y, Murata M, Aiba T, Makita N, Furukawa T, Shimizu W,

Kodama I, Ogawa S, Kokubun N, Horigome H, Horie M, Kamiya K, Fukuda K: Flecainide ameliorates

arrhythmogenicity through NCX flux in Andersen-Tawil syndrome-iPS cell-derived cardiomyocytes.

Biochemistry and Biophysics Reports.(in press)

41. Okamura T, Miura K, Sawamura T, Kadota A, Hisamatsu T, Fujiyoshi A, Miyamatsu N, Takashima N,

Miyagawa N, Kadowaki T, Ohkubo T, Murakami Y, Nakamura Y, Ueshima H; SESSA Research Group:

Serum level of LOX-1 ligand containing ApoB is associated with increased carotid intima-media thickness

in Japanese community-dwelling men, especially those with hypercholesterolemia LOX-1 ligand and IMT

in Japanese. J Clin Lipidol. 10(1):172-80. 2016

42. Uehara A, Murayama T, Yasukochi M, Fill M, Horie M, Okamoto T, Matsuura Y, Uehara K, Fujimoto T,

Sakurai T, Kurebayashi N: Extensive Ca2+ leak through K4750Q cardiac ryanodine receptors

43. caused by cytosolic and luminal Ca2+ hypersensitivity. Journal of General Physiology 149:199-218 2016



25 

京大 木村（国際誌 2 件） 

1. Yamamoto Y, Makiyama T, Harita T, Sasaki K, Wuriyanghai Y, Hayano M, Nishiuchi S, Kohjitani H,

Hirose S, Chen J, Yokoi F, Ishikawa T, Ohno S, Chonabayashi K, Motomura H, Yoshida Y, Horie M, Makita 

N, Kimura T: Allele-specific Ablation Rescues Electrophysiological Abnormalities in a Human iPS Cell

Model of Long-QT Syndrome with a CALM2 Mutation. Hum Mol Genet. 2017 Mar 1. doi:

10.1093/hmg/ddx073. PMID: 28335032

2. Sasaki K, Makiyama T, Yoshida Y, Wuriyanghai Y, Kamakura T, Nishiuchi S, Hayano M, Harita T,

Yamamoto Y, Kohjitani H, Hirose S, Chen J, Itoh H, Kawamura M, Ohno S, Takeuchi A, Matsuoka S,

Miura M, Sumitomo N, Horie M, Yamanaka S, Kimura T: Patient-specific Human Induced Pluripotent

Stem Cell Model Assessed with Electrical PacingValidatesS107 as a Potential Therapeutic Agent for

Catecholaminergic Polymorphic Ventricular Tachycardia. PLoS One. 2016 Oct 20;11(10):e0164795. doi:

10.1371/journal.pone.0164795. PMID: 27764147

九大 井手（国際誌 7 件） 

1. Arai S, Ikeda M, Ide T, Matsuo Y, Fujino T, Hirano K, Sunagawa K, Tsutsui H: Functional loss of DHRS7C 

induces intracellular Ca2+ overload and myotube enlargement in C2C12 cells via calpain activation. Am J

Physiol Cell Physiol 2017, 312 (1): C29-C39,

2. Kakino T, Saku K, Sakamoto T, Sakamoto K, Akashi T, Ikeda M, Ide T, Kishi T, Tsutsui H, Sunagawa K:

Prediction of hemodynamics under left ventricular assist device. Am J Physiol Heart Circ Physiol 2017,

312 (1): H80-H88,

3. Inoue T, Ikeda M, Ide T, Fujino T, Matsuo Y, Arai S, Saku K, Sunagawa K. Twinkle overexpression

prevents cardiac rupture after myocardial infarction by alleviating impaired mitochondrial biogenesis. Am

J Physiol Heart Circ Physiol. 2016, 311, H509-H519.

4. Sakamoto K, Hosokawa K, Saku K, Sakamoto T, Tobushi T, Oga Y, Kishi T, Ide T, Sunagawa K. Baroreflex

failure increases the risk of pulmonary edema in conscious rats with normal left ventricular function. Am

J Physiol Heart Circ Physiol. 310(2):H199-205. 2016

5. Nishizaki A, Sakamoto K, Saku K, Hosokawa K, Sakamoto T, Oga Y, Akashi T, Murayama Y, Kishi T, Ide

T, Sunagawa K. Optimal Titration Is Important to Maximize the Beneficial Effects of Vagal Nerve

Stimulation in Chronic Heart Failure. J Card Fail. 22(8):631-638. 2016

6. Saku K, Kakino T, Arimura T, Sakamoto T, Nishikawa T, Sakamoto K, Kishi T, Ide T, Sunagawa K.  Total 

Mechanical Unloading Minimizes Metabolic Demand of Left Ventricle and Dramatically Reduces Infarct

Size in Myocardial Infarction. PLoS One. 11(4):e0152911. 2016

7. Ikeda M, Sezutsu Y, Sakamoto T, Ide T. Electron microscopy reveals morphosis of multi-layered

mitochondria in the myocardium of a patient with mitochondrial cardiomyopathy. Eur Heart J. 37(17):1372. 

2016

長崎大 蒔田（国際誌 10 件） 

1. Yagihara N, Watanabe H, Barnett P, Duboscq-Bidot L, Thomas AC, Yang P, Ohno S, Hasegawa K, Kuwano

R, Chatel S, Redon R, Schott JJ, Probst V, Koopmann TT, Bezzina CR, Wilde AA, Nakano Y, Aiba T,

Miyamoto Y, Kamakura S, Darbar D, Donahue BS, Shigemizu D, Tanaka T, Tsunoda T, Suda M, Sato A,



26 

Minamino T, Endo N, Shimizu W, Horie M, Roden DM, Makita N. Variants in the SCN5A Promoter 

Associated With Various Arrhythmia Phenotypes. J Am Heart Assoc 5(9):e003644, 2016. 

2. Okata S, Yuasa S, Suzuki T, Ito S, Makita N, Yoshida T, Li M, Kurokawa J, Seki T, Egashira T, Aizawa Y,

Kodaira M, Motoda C, Yozu G, Shimojima M, Hayashiji N, Hashimoto H, Kuroda Y, Tanaka A, Murata

M, Aiba T, Shimizu W, Horie M, Kamiya K, Furukawa T, Fukuda K. Embryonic type Na+ channel beta-

subunit, SCN3B masks the disease phenotype of Brugada syndrome. Sci Rep 6:34198, 2016.

3. Ishikawa T, Tsuji Y, Makita N. Inherited bradyarrhythmia: A diverse genetic background. J Arrhythmia

32(5):352-358, 2016.

4. Daumy X, Amarouch MY, Lindenbaum P, Bonnaud S, Charpentier E, Bianchi B, Nafzger S, Baron E,

Fouchard S, Thollet A, Kyndt F, Barc J, Le Scouarnec S, Makita N, Le Marec H, Dina C, Gourraud JB,

Probst V, Abriel H, Redon R, Schott JJ. Targeted resequencing identifies TRPM4 as a major gene

predisposing to progressive familial heart block type I. Int J Cardiol 207:349-358, 2016.

5. Takahashi K, Ishikawa T, Makita N, Takefuta K, Nabeshima T, Nakayashiro M. A novel de novo

calmodulin mutation in a 6-year-old boy who experienced an aborted cardiac arrest. HeartRhythm Case

Reports 3(1):69-72, 2017.

6. Kuroda Y, Yuasa S, Watanabe Y, Ito S, Egashira T, Seki T, Hattori T, Ohno S, Kodaira M, Suzuki T,

Hashimoto H, Okata S, Tanaka A, Aizawa Y, Murata M, Aiba T, Makita N, Furukawa T, Shimizu W,

Kodama I, Ogawa S, Kokubun N, Horigome H, Horie M, Kamiya K, Fukuda K. Flecainide ameliorates

arrhythmogenicity through NCX flux in Andersen-Tawil syndrome-iPS cell-derived cardiomyocytes.

Biochemistry and Biophysics Reports 9:245-256, 2017.

7. Ishikawa T, Ohno S, Murakami T, Yoshida K, Mishima H, Fukuoka T, Kimoto H, Sakamoto R, Ohkusa T,

Aiba T, Nogami A, Sumitomo N, Shimizu W, Yoshiura KI, Horigome H, Horie M, Makita N. Sick sinus

syndrome with HCN4 mutations shows early onset and frequent association with atrial fibrillation and left

ventricular noncompaction. Heart Rhythm (in press) 2017.

8. Hu D, Li Y, Zhang J, Pfeiffer R, Gollob MH, Healey J, Harrell DT, Makita N, Abe H, Sun Y, Guo J, Zhang

L, Yan G, Mah D, Walsh EP, Leopold HB, Giustetto C, Gaita F, Zienciuk-Krajka A, Mazzanti A, Priori SG, 

Antzelevitch C, Barajas-Martinez H. The Phenotypic Spectrum of a Mutation Hotspot Responsible for

the Short QT Syndrome. JACC: Clinical Electrophysiology (in press) 2017.

9. Yamamoto Y, Makiyama T, Harita T, Sasaki K, Wuriyanghai Y, Hayano M, Nishiuchi S, Kohjitani H,

Hirose S, Chen J, Yokoi F, Ishikawa T, Ohno S, Chonabayashi K, Motomura H, Yoshida Y, Horie M, Makita

N, Kimura T. Allele-specific ablation rescues electrophysiological abnormalities in a human iPS cell model

of long-QT syndrome with a CALM2 mutation. Hum Mol Genet (in press) 2017.

10. Yamagata K, Horie M, Aiba T, Ogawa S, Aizawa Y, Ohe T, Yamagishi M, Makita N, Sakurada H, Tanaka

T, Shimizu A, Hagiwara N, Kishi R, Nakano Y, Takagi M, Makiyama T, Ohno S, Fukuda K, Watanabe H,

Morita H, Hayashi K, Fukushima-Kusano K, Kamakura S, Yasuda S, Ogawa H, Y. M, Kapplinger J,

Ackerman M, Shimizu W. Genotype-phenotype correlation of SCN5A mutation for clinical and

electrocardiographic characteristics of probands with Brugada syndrome: A Japanese multicenter registry.

Circulation (in press) 2017.



27 

（２）学会・シンポジウム等における口頭・ポスター発表

阪大 高島

1. 心臓～その働き者の正体をさぐる，口頭，高島 成二，夢ナビライブ 講演，2015/10/17
2. Higd1a is a positive regulator of Cytochrome c Oxidase，口頭，高島 成二，2015 Retreat

of the Leading Program，2015/5/29，国内

3. 心筋最大酸素消費量を規定するものはなにか？，口頭，高島 成二，第 18 回京都心血管代謝

セミナー，2015/6/1，国内

4. 新たなる臓器保護剤の開発に向けた ATP 代謝制御の構造生命科学，口頭，高島 成二，

Research PlaNet 2015 基調講演，2015/6/21，国内

5. 最大呼吸活性を上昇させる分子の発見と機能解析，口頭，高島 成二，BMB2015 ワークショ

ップ，2015/12/2，国内

6. Cytochrome Oxidase 活性制御による臓器保護剤の開発，東京大学北研セミナー 招待講演，

口頭，高島 成二，2016/2/3，国内

7. 心臓が必要なのは酸素か ATPか？新しい心不全の治療戦略，口頭，高島 成二，第 17 回

Clinical Science Club，2016/2/17，国内

8. Young Investigator's Award (Clinical Research) Oral session. 1st winner Kir3.1 Channel
Mutation, a Novel Therapeutic Target for Familial Sinus Bradycardia and Atrial
Fibrillation，口頭，Noriaki Yamada, Yoshihiro Asano, Seiji Takashima, et al.，第 80 回日本

循環器学会学術集会，2016，国内

9. Allosteric Activation of Cytochrome C Oxidase ，口頭，高島 成二，The 90th Annual

Meeting of the Japanese Pharmacological Society by Small Ligands，2017/3/16，国内

阪大 朝野

1. 教育セッション（６）「臨床医が学ぶ基礎医学講座」「疾患ゲノム解析の進化と臨床への応用」，

口頭，朝野 仁裕，第 19 回日本心不全学会学術集会，2015，国内

2. 「拡張型心筋症の病態不可逆性を予測する新規心臓エピゲノム診断指標の開発」，口頭、朝野

仁裕，第 44 回日本心脈管作動物質学会，2015，国内

3. 「疾患ゲノム解析による新規原因遺伝子変異の同定と機能解析」，口頭、朝野 仁裕，第 3 回

AAA（Academy of Aging and Cardiovascular-Diabetes Research），2015/1/，国内

4. 難治性遺伝性循環器疾患における全エクソーム解析と家系症例に対する臨床遺伝子診断の

試み、口頭、朝野 仁裕，第 20 回日本心不全学会学術集会（シンポジウム）、2016/10/8、
国内

阪大 坂田

1. Therapeutic Strategy in HFpEF，口頭，Korean Society of Cardiology Sakata Y KSC-JCS Joint

Symposium; Heart Failure (韓国/ソウル)，2016/9/27，



28 

阪大 中谷

1. Family-Control analysis based on Hamming distance for prioritizing candidate pathogenic
variants, 口頭 , Imai A, Nakaya A, Fahiminiya S, Tétreault M, Majewski J, Sakata Y,
Takashima S, Lathrop M, and Ott J, The 13th International Conference of Human Genetics,
京都, 2016/4/7, 国内.

国循 北風

1. A dipeptidyl peptidase-IV inhibitor sttenuates cardiac fibrosis and improves diastolic
dysfunction in Dahl salt-sensitive rats. 口頭ポスターIto S, Asakura M, Min KD, Imazu M, Shindo

K, Fukuda H, Kitakaze M. ESC 2016( 2016/8/27-31, Rome, Italy )国外

北大 絹川

1. A multi-center observational study of dilated phase of hypertrophic cardiomyopathy, 口頭，

松島将士，絹川真太郎，筒井裕之，第 20 回日本心不全学会学術集会，2016/10/7，国内

東北大 下川

1. 下川宏明：Trends in Clinical Characteristics, Treatments and Prognosis in Patients with
Dilated Cardiomyopathy in Japan -Epidemiologic Insights from the CHART Studies- 第 20
回日本心不全学会＜特別企画 2 特発性心筋症調査研究班・拡張相肥大型心筋症登録観察研究班

合同成果報告 ～心筋症研究の最前線～（特発性心筋症調査研究班 / 拡張相肥大型心筋症登録観

察研究班会）＞（2016 年 10 月 7～9 日、札幌）

2. 瀬川将人、福田浩二、中野 誠、近藤正輝、平野道基、千葉貴彦、深澤恭之朗、三木景太、諸沢

薦、下川宏明：Recent progress in the management of cardiac sarcoidosis. 第 2 回日本心筋症

研究会＜シンポジウム：心筋症の画像診断＞（2016 年 5 月 14 日、松本市）

3. 松島将士、絹川真太郎、北風政史、福田恵一、竹石恭知、下川宏明、斎藤能彦、筒井裕之：わが

国の拡張相肥大型心筋症を対象とした多施設登録観察研究. 第 2 回日本心筋症研究会＜一般口

演＞（2016 年 5 月 14 日、松本市）

4. 杉澤 潤、羽尾清貴、西宮健介、山本沙織、圓谷隆治、松本泰治、杉村宏一郎、高橋 潤、伊藤

健太、下川宏明：Fabry 病に冠攣縮性を合併した一例. 第 2 回日本心筋症研究会＜ポスター発表

＞（2016 年 5 月 14 日、松本市）

5. 三木啓太、福田浩二、中野 誠、近藤正輝、瀬川将人、平野道基、千葉高彦、深澤恭之朗、下川

宏明：不整脈原性右室心筋症との鑑別に苦慮した心サルコイドーシスの一例. 第 2 回日本心筋

症研究会＜ポスター発表＞（2016 年 5 月 14 日、松本市）

6. 神津克也、鈴木秀明、西山修平、佐藤 遙、矢尾板信裕、山本沙織、羽尾清貴、三浦正暢、青木

竜男、松本泰治、杉村宏一郎、青木正志、下川宏明：多発性硬化症の脳幹病変によるたこつぼ心

筋症の一例. 第 2 回日本心筋症研究会＜ポスター発表＞（2016 年 5 月 14 日、松本市）

7. 西宮健介、松本泰治、羽尾清貴、圓谷隆治、高橋 潤、伊藤健太、渡邊龍秋、星川 康、岡田克

典、下川宏明：閉塞性肥大型心筋症にたこつぼ心筋症を併発した肺移植症例. 第 2 回日本心筋症

研究会＜ポスター発表＞（2016 年 5 月 14 日、松本市）



29 

8. 山本 沙織、杉村 宏一郎、鈴木 秀明、青木 竜男、建部 俊介、三浦 正暢、矢尾板 信裕、佐藤

遥、神津 克也、佐藤 公雄、高浪 健太郎、下川宏明：Fabry 病患者における画像診断とバイオ

マーカー 第 64 回日本心臓病学会学術集会＜シンポジウム 13 二次性心筋症の診断の進歩～イ

メージングとバイオマーカー～＞（2016 年 9 月 23～25 日、東京）

9. 深澤恭之朗、中野 誠、長谷部雄飛、木村義隆、千葉貴彦、三木景太、福田浩二、下川宏明.  コ
ントロールに難渋した低 K 血症に伴う TdP から VF を来した若年 DCM の 1 例. 第 29 回心臓

性急死研究会（2016 年 12 月 17 日、東京）

自治医科大学 永井

1. 日本循環器学会 80 年の歩み―先達からのメッセージ―」Cardiology as systems medicine 口

頭（会長特別企画２）永井良三 第 80 回日本循環器学会 2017/3, 国内

日本医科大 清水

1. 致死性遺伝性不整脈の遺伝子診断と治療. 教育講演, 口頭, 清水 渉, 第52回日本小児循環器

学会総会・学術集会 (東京), 2016/7/6. 国内

2. Genetics of long QT syndrome. Special Focus Session 6 ”Cardiac Genetics” , 口頭, Shimizu W, IGHG

2016, Kyoto. 2016.4.4. 国外

3. Genotype-phenotype correlation in long QT syndrome. SCD 02: Long QT Syndrome. 口頭, Shimizu

W, 9th APHRS Scientific Sessions, Seoul, Korea. 2016.10.12. 国外

4. Early repolarization syndrome in relation to Brugada syndrome. SCD 08: Inherited Arrhythmias. 口頭,

Shimizu W, 9th APHRS Scientific Sessions, Seoul, Korea. 2016.10.14. 国外

名古屋 室原

1. Dobutamine stress test as a predictor of left ventricular reverse remodeling in dilated
cardiomyopathy. ポスター発表、Morimoto R、Okumura T、Bando YK, Murohara T、ローマ、

2016/8/27, 国外

2. Cholesterol homeostasis as a maker of early diagnosis of abdominal organs impairments in
patients with non-ischemic dilated cardiomyopathy ポスター発表、Sawamura A、Okumura
T、Morimoto R、Bando YK、Murohara T、ローマ、2016/8/28, 国外

3. The ratio of plasma branched-chain amino acids to aromatic amino acids level is a useful
prognostic marker in acute decompensated heart failure patients. ポスター発表、Hiraiwa H、

Okumura T、Morimoto R、Bando YK、Murohara T、ローマ、2016/8/30, 国外

4. Cardiomyocyte bulking is a novel predictor of left ventricular reverse remodeling in patients
with dilated cardiomyopathy. ポスター発表、Fukaya K、Okumura T、Morimoto R、Bando
YK、Murohara T、ローマ、2016/8/30, 国外

金沢 山岸

1. Clinical Characteristics of Double Heterozygotes With PCSK9 Gain-of-Function Mutations 
and LDLR Mutations, ポスター, Nohara A, Kawashiri M-A, Tada H,  Yoshida M, Mori M, 
Nakanishi C, Yagi K, Inazu A, Yamaghishi M, Mabuchi H., American Heart Association
Scientific Sessions 2016, Nov. 12-16, 2016 (New Orleans, USA) 国外



30 

 
2. Clinical Characteristics of Common PCSK9 Gain-of-Function E32K Variant with Higher TG

Elevation, and Double Heterozygotes with Common PCSK9 Variants and LDLR mutations,
ポスター, Nohara A, Kawashiri M-A, Tada H,  Yoshida M, Mori M, Nakanishi C, Yagi K,
Inazu A, Yamaghishi M, Mabuchi H., 84th European Atherosclerosis Society Congress 2016,
May.29-Jun.1, 2016 (Innsbruck, Austria)国外

3. The role of common and rare genetic variants implicated in susceptibility to atrial fibrillation,
Hayashi K, Tada H, Yamagishi M, 口頭, APHRS 2016, Oct. 12-15, 2016 (Seoul, Korea)国外

4. Mechanisms of fever-induced QT prolongation in patients with KCNH2 mutations in the S5-
pore region: Evidence from genotypic and functional analyses, ポスター , Hayashi K,
Nakajima T, Kurata Y, Tange S, Fujino N, Sakata K, Konno T, Tsuda T, Nagata Y, Teramoto
R, Tanaka Y, Saito T, Kawashiri M, Ohta K, Kaneko Y, Kurabayashi M, Yamagishi M,
American Heart Association Scientific Sessions 2016, Nov.12-16, 2016（New Orleans, USA）

国外

5. Whole Exome Sequencing in Primary Severe Hypertriglyceridemia, ポスター , Tada H,
Nomura A, Kawashiri MA, Nohara A, Inazu A, Kathiresan S, Mabuchi H, Yamagishi M, The
65th ACC Annual Sientific Meeting  Apr. 2-4. 2016 (Chicago,USA)国外

6. Lipoprotein(a) in familial hypercholesterolemia with PCSK9 gain-of-function mutations, ポ
スター, Tada H, Kawashiri MA, Nohara A, Inazu A, Kathiresan S, Mabuchi H, Yamagishi M,
The 65th ACC Annual Sientific Meeting  Apr. 2-4, 2016 (Chicago,USA)国外

7. Clinical Impact of Heterozygous Carrier of ABCG5 Gene on Asymptomatic Normolipidemic
Patients: Evidence from Familial Gene Analysis, ポスター Tada H, Kawashiri MA, Nohara
A, Inazu A, Mabuchi H, Yamagishi M、European Society of Cardiology Congress 2016 Aug.
27-31, 2016 (Rome,Italy)国外

8. Whole Exome Sequencing in Primary Severe Hypertriglyceridemia, 口頭, Tada H, Kawashiri
MA, Nohara A, Inazu A, Mabuchi H, Yamagishi M, European Society of Cardiology Congress
2016 Aug. 27-31, 2016 (Rome,Italy)国外

9. Whole Exome Sequencing in Subjects with Mendelian Form of Primary Severe
Hypertriglyceridemia, 口頭 , Tada H, Nomura A, Kawashiri MA, Nohara A, Inazu A,
Mabuchi H, Yamagishi M, The 89th American Heart Association 2016 Scientific Sessions
Nov.12-16, 2016（New Orleans,USA）国外

10. Prognostic Significance of Non-MYBPC3 Genotype in Familial Hypertrophic
Cardiomyopathy, 口頭, Ryota Teramoto, Masakazu Yamagishi, 第 81 回日本循環器学会学術

集会  May.17,2017 (金沢) 国内

11. CETP protein truncating variants and risk for CHD, 口頭, Akihiro Nomura, Masakazu
Yamagishi, 第 81 回日本循環器学会学術集会  May.17,2017 (金沢) 国内

12. Knockdown of USMG5 Induces Heart Failure Phenotypes in Zebrafish, 口頭, Yoji Nagata,
Masakazu Yamagishi, 第 81 回日本循環器学会学術集会  May.17,2017 (金沢) 国内

13. Genetic Background and Pathophysiology of Familial Hypercholesterolemia, 口頭, 川尻剛照、

山岸正和, 第 81 回日本循環器学会学術集会  May.18,2017 (金沢)国内



31 

14. Comprehensive Approach Identifying Causative Mutations in Patients with Hypertrophic
Cardiomyopathy Using Next Generation Sequencing Panels, Ryota Teramoto, Masakazu
Yamagishi, 第 81 回日本循環器学会学術集会  May.18,2017 (金沢) 国内

15. Exome Sequencing for Patients with Early-onset Cardiac Conduction Diseases, 口頭, 林 研

至、山岸正和, 第 81 回日本循環器学会学術集会  May.18,2017 (金沢)国内

16. Risk Prediction by Genetic Risk Scores, Family History, and Metabolic Risk Factors for
Coronary Heart Disease, 口頭 , 多田隼人、山岸正和 , 第 81 回日本循環器学会学術集

会  May.19,2017 (金沢)国内

17. 肥大型心筋症における心筋線維化：遺伝子型および遺伝子発現の観点から、口頭、今野哲雄、山

岸正和, 第 81 回日本循環器学会学術集会  May.19,2017 (金沢)国内

滋賀医科 堀江

1. Sakata K, Ashihara T, Ozawa T, Tsuchiya T, Haraguchi R, Inada S, Nakazawa K, Horie M : 
A clinical observational study employing a novel real-time phase mapping system (ExTRa 
Mapping). Heart Rhythm 2016 Scientific Sessions, Poster. (5.4-7, San Francisco)

2. Ozawa J, Ohno S, Toyoda F, Itoh H, Fukuyama M, Harita T, Makiyama T, Hiroshi Suzuki, 
Akihiko Saitoh, Matsuura H, Horie M : A novel CACNA1C mutation identified in a 
patient with atypical Timothy syndrome exerts both loss- and gain-of-function effects on 
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2. 西内英, 牧山武, 相庭武司, 大野聖子, 堀江稔, 木村剛 Gene-based Risk Stratification for 
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阪大 高島

1. 心臓～その働きものの正体を探る，高島 成二，夢ナビライブ 2015福岡会場，2015/10/17国内

阪大 朝野

1. 「実臨床、臨床、基礎をつなぐ疾患ゲノム解析 ～候補遺伝子絞り込みにおける基礎的パイプライ

ンの構築と次なる戦略～」，朝野 仁裕，アメリエフ勉強会，2014/9/22 国内
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2017年 4/3(月)～4/6(木) 8:30～8:45PM 4夜連続放送

① 突然死はなぜ起こる？ (VF/VT 虚血性心疾患）

② 若年・中年を襲う突然死  (LQTS、Brugada、CPVT)

③ 心筋症による突然死 (HCM、DCM、ARVC)

④ 突然死を防げ ＝AEDなどの実演あり＝

（４）特許出願

出願 2014-212799  
2014.10.17『ゲノム解析装置、ゲノム解析方法及びゲノム解析プログラム』国立大学法人大阪大学 
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（４）特許出願 

該当なし 
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