(®)
2017 2021

ARDS PHD2

The effects of cell-type-specific inhibition of PHD2 in sepsis and ARDS
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We aimed to investigate whether the induction of hypoxic responses in the
specific types of cells constituting parenchymal organs can be a potential therapeutic approach for
sepsis. Our animal experiments have demonstrated that the induction of hypoxic responses in
intestinal epithelial cells protects the intestinal barrier and promotes survival In sepsis.



ARDS

Prolyl Hydroxylase
Von Hippel Lindau VHL

B
LPS
(CLP)
(Hams et al shock 2011)
Cre-ERT2
(1) PHD2
PHD
PHD2  flox/flox
Cre/ERT2
Cre/ERT CAG-Cre/ERT
EGFP/tDsRed)Utr>/Rbrc BRC )
loxP
KRT8-Cre/ERT2 PHD2 flox/flox
HIF
(@) VHL
¢H) HIF
(€H) Cre/ERT2
LPS
LPS
GOT GPT

VHL flox/flox

LPS

HIF
PHD HIF
HIF «
PHD
ARDS
HIF

KRT8-Cre/ERT2

Cre

(C57BL/6N-Gt(ROSA)26Sor<tm1(CAG-

4

VHL

villin-Cre/ERT2

villin-Cre/ERT2-VHL flox/flox

Cystatin-C
LPS
VHL



(1) PHD2
CAG-Cre/ERT

KRT8-Cre/ERT2 PHD2 flox/flox
HIF-1 «o
PHD1 2 3
PHD2
(@) VHL
@) VHL

C57BL/6N-Gt(ROSA)26Sor<tml(CAG-EGFP/tDsRed)Utr>/Rbrc
Cre/ERT2

GFP DsRed
LPS
LPS 24
villin-Cre/ERT2-VHL flox/flox
4 1
VHL
flox/flox VHL flox/flox
D
Plasma Fluorscein
8x10° 8x10°
e CTRL °

6"102' m  VHLKO 6,(105_

4%10°

pg/mL

Arbitrary Unit
N
X
5
hs

Cre

KRT8-Cre/ERT2

HIF

villin-

VHL

VHL flox/flox

LPS

villin-Cre/ERT2-VHL

Plasma cystatin C

il

LPSOh LPS6h LPS24h LPSOh LPS6h LPS24h
Plasma GOT Plasma GPT
1.5%102 A%101 - .
ole
.. ] 3,(101_ b [ ]
1.0%102 u
_ o _ b
° bd D 2x10'-
3 - 5 2x10 o n °
5.0x101 o - H . L
. ° ™1 1x101 [ ]
al=EIh 10
0.0 1 1 1 0 1 1 1
LPSOh LPS6h LPS24h LPSOh LPS6h LPS24h
1. VHL LPS
1 villin-Cre/ERT2-VHL flox/flox

VHL flox/flox LPS

villin-



Cre/ERT2-VHL flox/flox 2

-+« CTRL

=
o
o

Probability of Survival
a1
o
lllllllllllllllllll

o
N

4 6 8

Days elapsed
2. VHL LPS

VHL






