cholesterol, HDL-C)

(High density lipoprotein

HDL
(endothelial lipase, EL)(Z. M PNEGHIE-CH MR e & 5 pEA: -
HDL
HDL EL HDL-C
EL
HDL
EL HDL—C
EL 26A1 48A1
EL ELISA Rk R L7z, »XIT, Mg+ EL
EL
EL
EL ¥R - JEMEAY HDL-C
EL
HDL-C EL
HDL
EL HDL
EL EL
HDL EL HDL—C
EL HDL-C
[5.6]
EL
High-density lipoprotein cholesterol, EL
HDL-C
HDL EL
BOFHL T - RIFIEICR D 5560 & H HDL EL
HDL PEA= - AREN 3
HDL

HDL
HDL

EL

PEA WS DR AR Y —F AL
[1-4] EL  HDL

HDL

EL
WRIE B ORIE - ERIZB W T ED L 5



75%

EL EL

1D EL
EL-c-myc/pHBAP-3-ne0o  plasmid CHO
hEL-myc/CHO

hEL-myc/CHO 53A5

EL 2-12E

53A5

EL BALB/c
EL
[7]

2) EL

EL 26A1 48A1
Sandwich ELISA s ,

EL

[71 EL
hEL-myc/CHO 53A5 EL

5-3B 2-12E

[7]

3) EL
EL

EL

EL 48A1
EL

Bis-BODIPY FL C11-PC,

Invitrogen , Carlsbad, CA, USA
(&l

4 EL  HDL
EL
EL P EE {5 & =L CRP
HDL-C
EL R -{& M1
75¢0GTT EL

5 EL  HDL
HDL-C

EL
HDL

30

EL
HDL
HDL
1) EL
EL
26A1
48A1
2) EL
EL 26A1 48A1
Sandwich ELISA s ,
3) EL
EL 26A1 48A1
Sandwich ELISA s ,
EL
[71 EL
hEL-myc/CHO 53A5 EL
5-3B 2-12E
1)
EL ELISA
EL 320
+ 9.0 32.3 —1193.7 pg/mL
EL
EL
EL
1000
EL HDL-C
HDL-C
EL
EL
HDL-C
EL LDL-C
2) EL
EL
EL
EL HDL-C
EL HDL-C
LDL-C



CRP
EL
HDL-C
EL CRP
EL
EL

EL

3) EL AL -1EPEDZAL & iHIEE O PR
EL

EL
HDL-C EL
CRP
EL EL
Angptl3
Angptl3
EL
HDL-C
RLP-TG EL
HDL-C
75g0GTT EL EL
4) EL HDL
2mg 1 EL
15% HDL-C 12%
HDL
HDL
HDL
PON1
EL HDL
EL 2% - 3EMEAN ML HDL-C
EL mass
HDL-C
EL 30 ~1200
pg/mL HDL-C

30—~100 mg/dL

[71 EL

EL 1.5 —3.5 Unit
(el
HDL-C
EL
EL
HDL
HDL-C
50% 50%
EL HDL
EL HDL-C
CETP  apoA-I
HDL
EL
[°]
EL HDL-C
EL JREE - TEPED B IE « DEEITE
HDL-C
EL
HDL-C
HDL-C EL
HDL-C
HDL

dysfunctional HDL
EL Z PH -0l L

HDL
EL
HDL
[6,10] HDL
EL
HDL
HDL
EL
HDL
HDL
EL
[11]



EL R -1EMEIE,
HDL-C
EL
HDL-C
EL

1.

1) Sun L, Ishida T, Miyashita K, Kinoshita
N, Mori K, Yasuda T, Toh R, Nakajima
K, Imamura S, Hirata K. Plasma
activity of endothelial lipase
impacts high-density lipoprotein
metabolism and coronary risk factors
in humans. J Atheroscler Thromb. In
press.

2) Sasaki-Miyamoto M, Yasuda T, Monguchi
T, Nakajima H, Mori K, Toh R, Ishida
T, Hirata K. Pitavastatin increases
HDL particles functionally- preserved
with cholesterol efflux capacity and
anti-oxidative action in dyslipidemia
patients. J Atheroscler Thromb. 2013;
20: 708-16.

3) Nakajima H, Ishida T, Satomi-Kobayashi
S, Mori K, Hara T, Sasaki N, Yasuda T,
Toh R, Tanaka H, Kawai H, Hirata K.
Endothelial Lipase Modulates Pressure
Overload-Induced Heart Failure
Through Alternative Pathway for Fatty
Acid Uptake. Hypertension. 2013; 61:
1002-7.

4) SunL, IshidaT, Okada T, Yasuda T, Hara
T, Toh R, Shinohara M, Yamashita T,
Rikitake Y, Hirata K. Expression of
endothelial lipase correlates with
the size of neointima in a murine model
of vascular remodeling. J
Atheroscler Thromb. 2012; 19:
1110-27.

5) Ishida T, Miyashita K, Shimizu M,
Kinoshita N, Mori K, Sun L, Yasuda T,
Imamura S, Nakajima K, Stanhope KL,
Havel PJ, Hirata K. ELISA system for
human Endothelial lipase. Clin Chem.
2012; 58: 1656-64.

6)

)

2.
D

HDL-C
2012;4:4-5.

HDL
The Lipid.2013;10:41-50.

Ishida T, Hirata K. Role of
endothelial lipase in high-density
lipoprotein metabolism in humans.
The 81st Congress of the European
Atherosclerosis Society (EAS 2013),
Lyon, France.

2) Mori K, Ishida T, Miyashita K,

3)

4)

5)

6)

Kinoshita N, Nakajima H, Yasuda T, Toh
R, Kawata M, Sakamoto S, Nakajima K,
Hirata K. Increases of Serum Mass of
Endothelial Lipase Impact Plasma
High-Density Lipoprotein-Cholesterol
Concentrations in Acute Myocardial
Infarction. The 81st Congress of the
European Atherosclerosis Society (EAS
2013), Lyon, France.

Ishida T. Endothelial Lipase would be
a molecular target for HDL-raising
therapy. 2013 Workshop on Innovation
and Pioneering Technology (WINPTECH)
2013.

Ishida T, Mori K, Yasuda T, Hirata K,
Miyashita K, Kinoshita N, Nakajima K,
Stanhope K, Havel PJ. Postprandial
Increases of Circulating Mass of
Endothelial Lipase Impact Plasma
High-Density Lipoprotein-Cholesterol
Concentrations. American Heart
Association Scientific Sessions
2012,Los Angeles, USA.

Ishida T, Miyashita K, Kinoshita N,
Seito S, Hirata K, Nakajima K.
Establishment of a novel,
high-sensitive ELISA system for human
endothelial lipase. International
Symposium on Atherosclerosis HDL
Satellite symposium 2012.

Ishida T, Toh R, Sun L, Yasuda T,
Hirata K. Role of endothelial lipase
in HDL metabolism and atherosclerosis
in humans. 79th European
Atherosclerosis Society Congress
(Gothenburg, Sweden, 2011)

Ishida T, Mori K, Sun L, Yasuda T,
Hirata K. Plasma mass and activity of
endothelial lipase are associated



with coronary risk factors in humans.
The XVI International Symposium on
Atherosclerosis (1SA2012) 2012.3.27
Sydney, Australia.

8) Ishida T, Miyashita K, Kinoshita N,
Seito S, Hirata K, Nakajima K.
Establishment of a novel,
high-sensitive elisa system for human
endothelial lipase. HDL Satellite
symposium 2012. Cairns, Australia.

9)

Generation of a high-sensitive and
reliable ELISA system that can
quantitatively measure human serum
mass of endothelial lipase. 44
2012.7
10)

Pitavastatin increases '"functional"
high-density lipoprotein cholesterol
in dyslipidemic patients. 44
2012.7
11)

HDL

) 12 NO
(2012,6)

[1] Hirata K, Dichek HL, Cioffi JA, et al: Cloning of a unique lipase from endothelial cells
extends the lipase gene family. J Biol Chem. 1999;274:14170-5.
[2] Jaye M, Lynch KJ, Krawiec J, et al: A novel endothelial-derived lipase that modulates HDL

metabolism. Nat Genet. 1999;21:424-8.

[3] Yasuda T, Ishida T, Rader DJ. Update on the role of endothelial lipase in HDL metabolism,

reverse cholesterol transport, and atherosclerosis.

[4] Choi SY, Hirata K, Ishida T, et al.
2002;43:1763-9

CircJ. 2010;74:2263-70.

Endothelial lipase: a new lipase on the block. J Lipid Res.

[5] Ishida T, Choi S, Kundu RK, et al. Endothelial lipase is a major determinant of HDL level. J

Clin Invest. 2003;111:347-55.

[6] Kojima Y, Ishida T, Sun L, et al. Pitavastatin decreases the expression of endothelial lipase
both in vitro and in vivo. Cardiovasc Res. 2010;15:87:385-93

[7] Ishida T, Miyashita K, Shimizu M, et al: Enzyme-linked immunosorbent assay system for
human endothelial lipase. Clin Chem. 2012 ;58:1656-64.

[8] Sun L, Ishida T, Miyashita K, et al: Plasma activity of endothelial lipase impacts high-density

lipoprotein metabolism and coronary risk factors in humans.

[9] Hirata K, Ishida T, Matsushita H, et al:

J Atheroscler Thromb. In press.

Regulated expression of endothelial cell-derived

lipase. Biochem Biophys Res Commun. 2000;272:90-3.

[10] Sasaki-Miyamoto M, Yasuda T, Monguchi T, et al. Pitavastatin increases HDL particles
functionally-preserved with cholesterol efflux capacity and anti-oxidative action in
dyslipidemia patients. J Atheroscler Thromb. 2013;20:708-16.

[11] Hara T, Ishida T, Kojima Y, et al: Targeted deletion of endothelial lipase increases HDL
particles with anti-inflammatory properties both in vitro and in vivo. J Lipid Res.

2011;52:57-67.



