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Elucidation of novel molecular mechanisms and therapeutic targets of
hypertriglyceridemia
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The molecular mechanism of hypertriglyceridemia is not fully understood, so
we do not have adequate therapeutic agents. In insulin deficient status, the plasma level of
triglycerides is lower in hormone-sensitive lipase (HSL) deficient mice than in wild-type mice. The
current study was aimed at elucidating the novel molecular mechanisms and therapeutic targets of
thertriglyceridemia. HSL-deficient mice and some other lipolytic gene deficient mice were used in
this study. Under various statuses (insulin-deficient, treated with triton WR-1339, challenged with
olive oil or medium chain triglycerides), we examined the plasma level of triglycerides and gene
expressions. Novel molecular mechanism independent of lipoprotein lipase (LPL) was suggested, and
which are currently under investigation.



@1
(T6)

CAMP-PKA

(HSL)

(Osuga et al.
Proc.Natl.Acad.Sci.USA 2000; Okazaki et
al. Diabetes 2002)

(LPL)
(Tavangar K et al.,
J.Clin_Invest.,1992)

TG
LPL
) HSL
TG
(S12)
TG
HSL TG
TG
HSL
genotype LPL
triton WR-1339
TG LPL
LPL
LPL post heparin
plasma  LPL genotype
TG LPL
HSL
TG
®
MCT(medium chain
triglycerides)
TG rescue

@) LPL MCT

TG
( CM
TG )
TG
TGRL
CM
VLDL
VLDL
STZ
CM
CM
STZ
high sucrose(HS)
TG
TG
HS
( D TG
TG
CM
300 —
250 E: fi;:t
i%zoo
= 150
'—
§% 100,
# 50
OBFfH]  SEFR] 6 B
Bl A&l LA LROER
CM
HSL
TG
MCT TG
CM
MCT TG rescue



HSL TG rescue 2
TG
(&Y (Osuga et
al., PNAS, 2000) HSL
®
10 13 STZ
STZ day4
350mg/dl
(©)) HSL
triton
WR-1339
MCT
©)
LPL
Angptl3 Angptl4 Gpihbpl Lmfl
LPL RT-PCR
(DLPL LPL
LPL  LPL
HSL TG
TG
TGRL
CM
LPL CM
LPL
( X)
HSL
RT-PCR
genotype
HSL
X
TG

LPL
@
TG
HSL
LPL
TG
VLDL
TG CM
(3)MCT
MCT TG rescue
dose response
MCT TG rescue
HSL
TG rescue
TG
“4) CM
TG
CM
HSL
3
Mikio Takanashi, et al.

“ Amelioration of streptozotocin-induced
diabetic hypertriglyceridemia in the
absence of hormone-sensitive lipase” ,
American Heart Association Scientific
Sessions 2016, November 12-16 2016, New
Orleans (USA)



47
2015 7 9-10

58
2015 5 21-24

€Y
TAKANASHI, Mikio

70610799



