9:00-10:00

0O1. Neutral lipid storage disease (NLSD)/triglyceride deposit cardiomyo- vasculopathy (TGCV)
Chairpersons. Matthijs Hesselink, Maastricht University, The Netherlands
Ken-ichi Hirano, Osaka University, Japan
1) Genotype-phenotype correlation in neutral lipid storage disease with myopathy
Daniella Tavian, Catholic University of the Sacred Heart, ltaly

2) Skin abnormality in Dorfman-Chanarin syndrome
Shigetoshi Sano, Kochi University, Japan

10:00-11:00
02. Possible therapeutic strategies for adipose triglyceride lipase deficiency

Chairpersons: Masatsugu Hori, Osaka, Japan
Elena Pennisi, A.C.O. San Filippo NERI-Rome, Italy

1) Effects of bezafibrate treatment in two sisters with mutations in the PNPLA2 gene, causing
Neutral Lipid Storage Disease with Myopathy
Norihide Fukushima, Osaka University, Japan

2) Effects of bezafibrate treatment in two sisters with mutations in the PNPLA2 gene, causing
Neutral Lipid Storage Disease with Myopathy
Matthijs Hesselink, Maastricht University, The Netherlands

3) Multi-disciplinary therapeutic approach for Adipose Triglyceride Lipase Deficiency
Ken-ichi Hirano, Japan TGCV Study Group, Japan

(Preparation for web conference)

11:10-12:20

03. From rare disease to common disease
- Cardiomyovascular TG deposition in diabetes mellitus -

Chairpersons: Kunihisa Kobayashi, Fukuoka University, Japan
Ken-ichi Hirano, Osaka University, Japan

Keynote lecture: Diabetic cardiovascular disease (Web)
Joel D. Schilling, Washington University, USA

1) Impact of diabetes mellitus on the fatty heart: learning from autopsy cases
Seiya Kato, University of the Ryukyus, Japan

2) Human coronary atherosclerosis with triglyceride-deposit smooth muscle cells
Yoshihiko lkeda, National Cerebral and Cardiovascular Center, Japan

3) Quantitative coronary CT angiography: A proposed system for assessment of lipid accumulation
in coronary arterial wall
Hiroaki Naito, National Cerebral and Cardiovascular Center, Japan

12:20-
Closing Remarks: Ken-ichi Hirano, Chairman of the Symposium

15:00-
Seminar for General Public

April 19-20, 2013/Osaka University Nakanoshima Center, Japan 3
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OVERCOME THIS INTRACTABLE DISEASE
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DATE: March 14, 2015

VENUE: TKP Garden City Shinagawa
PRESIDENT: Ken-ichi Hirano Osaka University



The Third International Symposium on NLSD/TGCV

11:00-15:00, March 14, 2015

Opening remark Ken ichi Hirano, Oaska Japan

- Oral presentatlon (1) 0 11: 00-12 00 s 12 min presentatlon 3mln dIS

Chairpersons:  Kunihisa Kobayashi, Fukuoka Japan
Masanori Fukushima, Kobe, Japan

0O-1 Regulatory factors in neutral lipid storage myopathies (LSM) with triglyceride accumulation
Corrado Angelini, Venice, Italy

0-2 A review of Neutral lipid storage disease with myopathy in mainland China
Yun Yuan, Beijing, China

O-3 Late onset and heterogeneous clinical presentation in three affected members of a

NLSDM ltalian family Daniela Tavian, Milan, Italy
0O-4 Triglyceride deposit cardiomyovasculopathy with and without genetic mutations in the
adipose triglyceride lipase Ken-ichi Hirano, Osaka, Japan

Oral presentation (2) ©12:00-12:40 7 min presentation, 3 min discussion

Chairpersons:  Shu-Ping Hui, Sapporo Japan
Ken-ichi Hirano, Osaka, Japan

O-5 ltalian Registry of NLSDs. Genetical and clinical characterization
Elena Pennisi, Rome, Italy

0O-6 Quantification of plasma capric acid concentration using high-performance liquid
chromatography Rojeet Shresta, Sapporo, Japan
0O-7 Depletion of ATGL Exacerbates Cuff Injury-Induced Vascular Remodeling by Enhancing
Adventitial Inflammation Sohsuke Yamada,Kitakyushu, Japan

0-8 The world smallest Microminipigs, a novel atherosclerosis-prone miniature pigs:
its characteristics and perspectives Akihide Tanimoto, Kagoshima, Japan

: Poster presentatlon O 13 00-15 00
Free discussion in any languages with sandw:ches and drmks

Moderators: Hiroshi Nakamura, Yamaguchi, Japan
Daniela Tavian, Milan, ltaly,
Discussants: Toshihide Kobayashi, Saitama

Yun Yuan, Beijing, China

| Diagnosis for NLSD/TGCV ]
P-1 Development of human adipose triglyceride lipase (ATGL) specific measurement system:
production of rabbit anti-human ATGL antibody neutralizing ATGL activity
Atsuko Takagi, Suita, Japan
P-2 Histological Validation of Thin-Cap Fibroatheromas by Intravascular imaging:

The Basic Study for Diagnosis of Coronary Triglyceride Deposition
Hiroyuki Hao, Hyogo, Japan

The Third International Symposium on NLSD/TGCV



P-3 Rapid screening of Jordans’ anomaly using Pentra MS CRP automated hematology analyzer
Tohru Inaba, Kyoto, Japan

P-4 Jordans’ anomaly in triglyceride deposit cardiomyovasculopathy
Sachiko Ezoe, Osaka, Japan
P-5 Lipid droplets in peripheral leukocytes of TGCV patients are detected with an automated
hematology analyzer XE-5000 Atsushi Wada, Hyogo, Japan

| Analysis for NLSD/TGCV |

P-8 Quantitative proteomic analysis of hearts from adipose triglyceride lipase knockout mice
Yasuhiro Hara, Suita, Japan
P-7 Biodistribution of C-11 labelled middle chain fatty acids in normal mice
Yasuhiro Magata, Shizuoka, Japan
P-8 Nonlinear Raman imaging to trace the lipid in cells using deuterated lipid
Mamoru Hashimoto, Osaka, Japan
P-9 Visualization of cholesterol ester in formaldehyde-fixed coronary artery
Nobuhiro Zaima, Nara, Japan

| Medium chain fatty acids for NLSD/TGCV 1

P-10 Triglyceride Deposit Cardiomyovasculopathy with Severe Heart Failure

Koichiro Sugimura, Miyagi, Japan
P-11 Nutritional management and evaluation for a patient with triglyceride deposit cardiomyovasculopathy/
neutral lipid storage disease with myopathy (NLSD-M) Yoko Yasui, Osaka, Japan
P-12 An experience of dietary therapy with medium chain fatty acids in a patient with adipose

triglyceride lipase deficiency living in a rural village in the Tohoku district, Japan
Ken-ichi Hirano, Osaka, Japan
P-13 Nonclinical toxicology and safety pharmacology of CNT-01 Sachiko Tajima, Tokyo, Japan

| Animal Models for NLSD/TGCV |

P-14 Effects of CNT-01 on the Production of Lipids and Lipoproteins from the Small Intestine in
Mice Bo Zhang, Fukuoka, Japan
P-15 Effect of CNT-01-containing diet on adipose triglyceride lipase KO mice.

Akira Suzuki, Osaka, Japan
P-16 Development of Diabetes Mellitus Model in Novel Microminipig
Hiroaki Kawaguchi, Kagoshima, Japan

| Case reports with NLSD/TGCV and related disorders |

P-17 Muscle MRI in neutral lipid storage disease with myopathy Chunxiao Xu, Beijing, China
P-18 Chanarin-Dorfman syndrome: a case report with novel mutation in ABHD5 gene
Sara Missaglia, Milan, Italy
P-19 A case of a diabetic patient with suspected TGCV Junji Kozawa, Osaka, Japan
P-20 Diagnosis of lysosome disease using ultrastructural examination
Tetsuhiko Yasuno, Fukuoka, Japan

Secretary Yoshihiko Ikeda, Osaka, Japan

1. Introduction of new members -+ «--+---eenee Shu-Ping Hui, Sapporo, Japan

2. Development of CNT-01 - rrrverrevreeenn Ken-ichi Hirano, Osaka, Japan

3. Publication policy and global collaboration for the international registry for NLSD/TGCV
4. Discussion for the announcement for the Third International Symposium

March 14, 2015/TKP Garden City Shinagawa ‘ 3
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Triglyceride deposit cardiomyovasculopathy
— To overcome this intractable disease a
day sooner —

Proﬁle

198545, A B RFEEHEHE. KEKEEZARA
o 20044E, TEEEAEL BhE.

20084, PGSR IS REL S . MBS LIRE
FERETHEESEMES L LT BREELL BHL
) @0, CNTHFZEE 2 5,

PRSI ERCGAHMERE (BT, TGCV) 3. g
Fz4 O PFRDSE O OB X Y B L HRRER
ZTH%5 (N Engl ] Med 2008) o il B USRS IR 1C
IR ER L. EREOAE. RNER. BIEOERE
ZRETERTH 2 (BEur Heart J. 20144, 2014b) o IEE L
BTiE, ERBZINVF—FETHLESEEHROMBA
RFBEIC LY, TCER BUHEN) L=iVF-F&

(Energy failure) 24U 2% (E#EHROEMLY 4 &
V) o (Biochem Biophys Res Commun. 2014) . #li%
B ATCERME L METGHEILT LB L i
MEET D, BEAFHE TGCVHIEEOFEHE [1HT
VEZOWRZERT A] Thb. Firld. 2ZOHL
WEER OB ERELEET S E L BT, TCCVEMIKE
LIZHISTERBRBEEL LT, TEBFREZEETHIE
ERETRR, ERAICBNTERONE, 270w
TARBWT, FMOEEINRERD FEEKRPOC)
BB, BEREPORYRBERS 2R LA LI LD
by ENEEAET HEES (BT — FCNT01) %M
Y5, LE I EIRER. k@iﬁﬂ—[ﬁ—?—" i I o B b
B B BBEECMPELE ARG, RBREEICEERE R
% Firstin-human FE% %73{@'9"%0 ARG S &
NTWBRERESIC DV THIRRS,

o B —
Kenichi Hirano

N Ny N F e 1 o R ol R S

Laboratory for Cardiovascular Disease, Novel, Non-invasive,
and Nutritional Therapeutics (CNT), and Department of
Cardiovascular Medicine, Graduate School of Medicine, Osaka
University, Osaka, Japan

Physician-scientist for internal medicine and lipidol-
ogy

Principal Investigator for the Japan Triglyceride
Deposit Cardiomyovasculopathy (TGCV) Study
Group

Organizer for International Registry for Neutral
lipid storage disease/TGCV

Abstract

(http://www.tgev.org/r/home.html)

Triglyceride deposit cardiomyovasculopathy
(TGCV) is a novel clinical entity we found among
cardiac transplant recipients in Japan (N Engl J
Med. 2008). TGCYV is characterized by the massive
accumulation of TG in both myocardium and coro-
nary arteries (Eur Heart J. 2014a and 2014b). In
this disorder, intracellular abnormal metabolism of
long chain fatty acid (LCFA), an essential energy
source for normal heart, results in lipotoxicity and
energy failure. This vicious cycle of LCFA leads to
heart failure and coronary artery disease (Biochem
Biophys Res Commun. 2014). It is noteworthy that
tissue TG contents are not always correlated with
plasma TG levels in this disorder. The mission of
our study group is to overcome this intractable dis-
ease one day sooner. In order to develop a novel,
non-invasive, and nutritional therapeutics for this
cardiovascular disease (CNT), we examined the ef-
fect of dietary therapy with medium chain fatty ac-
ids, showing the improvement of symptoms in both
TGCV patients and model mice (proof of concept).
Furthermore, because we identified the powerful
component to reduce intracellular TG among nu-
trients in the dietary therapy, we are developing a
drug designated CNT-01 containing the therapeutic
nutrient. Scientific concepts innovated in this study
will also be discussed.
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(Triglyceride deposit cardiomyovasculopathy, TGCV)
© 20085 . hAEDEELFEERHD
FELE-FRESHZ,
o DFHRUEIREBARICHIEEHAERET S,
BESADSEE, HAREDODLDFE., DEFE
(PaaRE., EXRE)  RIDELEZEHEINTLS,
o BRASIA/NF—ZHFOEHD L e |
#ETSS | -

(Hirano K, et al. N EnglJ Med. 2008) |

TGCViFEE

- HIFMRNDORBEREICLY. TGHAERET S,
- HIRANDOTCEEELMIETGEIX. BT LE
ML, B{ERDEE. (KREELHBEHEMNLLY,

DEBABEIFMIID &512H-oT,
IBRrERE PR EL T . BATLES,
LWhiE, “DROBH“THSD.
(Hirano K. J Atheroscler Thromb. 2009)
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HNTGH REELLCFAR A DPositive feedback
(BEEHAo)L) ICEETSEHEEEIRILE—FE

TERiH -
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LCFA 2havkRy7 Hydrolysis

1 PPARy

(Hirano K, et al. Biochem Biophys Res Commun. 2014)

TGCVDILFFTGEFELCFAR BIES

 European
~ Heart Journal

BMIPPL Y F

(Hirano K, et al. Eur Heart J. 2015)
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International Regist% Study of Neutral Lipid Storago Discase (NLSD) / 2011 Kyoto
'!l;l"iglycarlde Deposnt e S
Diseases

ardiomyovasculopathy {TGCV) and Related

. é’ :
wontact ' THEF(RST!“TERNAT!ONALSYMPOSIUMM :
Triglyzende Depos:t(ardmmyovasculopathy :
- Neutrai Lipid Storage Disease.

2013 Osaka

= 'THE Znd INTERNATIONAL SYMPOSIUM on
Triglyceride Deposit Cardiomyovasculopathy
N tral L!pld Storage Disease*

2015 Tokyo (EAH , BAfE)

OUR MISSION IS TO
COME TGCV

The heart from a 25-years-old male

(ki provided by Or. Tonaka) Jordans' anomaly in peripheral leucocyte

Tegistey Home

What is MLSR/TGEY study

Steering Committoe

EEEREA N—

Austria: Rudolf Zechner
China: Yun Yuan
France: Pascal Laforet, Karim Wahbi, Robert Salvayre,
Ann Negre-Salvayre
Italy: Marcello Arca, Daniela Tavian, Elena Pennisi, Corrado Angelini
Japan: Ken-ichi Hirano, Kunihisa Kobayashi, Shu-Ping Hui
Netherland: Matthijs Hesselink
UK: Rita Horvath
USA: Salvatore DiMauro, Sean M. Wu, Rosalind A. Coleman

Management for eCB system: Takako Jyouno

* Thane phetos were Modiy pecvbind trom Dr. Mikhia Taasta,
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