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Molecular mechanism _in atheroprotective effects by the enzymes that control
membrane sphingolipid levels
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In mice in which the metabolic enzyme was s%stematically deleted,
atherosclerotic lesions were significantly increased by loading with a cholesterol diet. And, it was
thought that the enzyme present in bone marrow-derived cells, particularly macrophages, were
strongly involved. This enzyme might have atheroprotective role.

After macrophages take up unnecessary or modified lipids, they change to foam cells and deposit in
arterial blood vessels followed by blood flow problems. By the analysis of lipid uptake and
degradation functions, lipolysis-related autophagic pathways may be mainly impaired in enzyme
deleted macrophages.



€y

(Mo )
(&) SK 2 SK1,SK2
-1- (51P)
S1P
S1P1 S1P5 5 G
S1P
(©) SK SK1,SK2
SK
S1P Sk2 (SK2K0) ApoE
SK2 SK2
(€D)
@ S1P ,S1P
(€D) ApoE SK2
(@) ( ) ( )
PCR mRNA
(€D) SK2KO
( ; ) SK1KO )
SK2KO , WT
i ) .
WT ( )
WT  SK2KO
(@) SK S1P S1P1
(Poti F, Atherosclerosis 2015)
S1P
SK2KO S1P 2
S1P1 S1p
(3) Sk2 S1P

Mo (Xiong Y,JBC



2013)

Mo
(Ouimet M, Cell Metabolism
2011)
SK2KO p62
SK2KO WT WT WT
©) SK2KO0
Mep SK2
LDL
Mep SK2KO
WT
®) Mep SK2KO0
WT ( )
’ M
® SK2 .
(6) Mo SK SK1 SK2
SK2
SK1 SK1
(SK1-Tg; Cardiovasc Res.2010,85;484-93.)
SK1
5
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Novel indispensable role of and isoforms of class Il PI3K for uterine smooth muscle
contraction and labor
Azadul Kabir Sarker, Sho Aki, Kazuaki Yoshioka, Koji Kuno, Kazuhiro Ishimaru, Noriko
Takuwa, Yoh Takuwa

54 2018 6 3

Class Il phosphoinositide 3-kinase isoforms PI3K-C2a and PI3K-C2(3 play essential
roles in pinocytosis in vascular endothelial cells
Aung Thuzar Khin, Yoshioka Kazuaki, Aki Sho, Pham Quynh Hoa, Sarker Kabir Azadul, Islam
Shahidul, Ishimaru Kazuhiro, Takuwa Noriko, Takuwa Yoh

95 2018 3 28

Myotubularin-related protein 4 (MTMR4), a phosphoinositide 3"-phosphatase, regulates
endolysosome integrity and autophagy flux in human lung alveolar epithelial A549 cells
Pham Quynh Hoa, Yoshioka Kazuaki, Azadul Sarker Kabir, Aung Thuzar Khin, Islam Shahidul,
Aki Sho, Ishimaru Kazuhiro, Takuwa Noriko, Takuwa Yoh

95 2018 3 28

-1- (S1P)

27 2017 8 19



€y

@



