(®)
2013 2014

CD36

Elucidation of the mechanism of cardiomyopathy in CD36 deficiency and development
of a novel therapy
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We analyzed wild type (WT) mice and CD36 knockout (KO) mice under the pressure
overload due to transverse aortic constriction (TAC). By applying a TAC, the survival rate was
significantly lower in KO than in WT mice. KO mice with TAC showed an increased hypertrophic and fibrotic
changes in cardiomyocytes than in WT mice with TAC. KO with TAC showed reduced left ventricle fractional
shortening and resulted in heart failure with systolic dysfunction. We prepared iPS cell from healthy
control(n=5) and CD36 deficiency(n=4) with or without cardiomyopathy. We are inducing differentiation
from iPS cells to cardiomyocytes. We are analyzing phenotype of cardiomyocytes derived from them.
Moreover, we are developing a novel therapy for the abnormal cardiomyocytes derived from CD36 deficient
patients with cardiomyopathy. We have reported these data in the scientific meetings and submitted as an
original article written in English.

CD36 iPS



(1).
B
(2). CD36
CD36
CD36

CD36 0.3

BMIPP
FDG-PET
CD36 40
6
CD36
CD36
(CD36KO)
CD36
(

)

(3). CD36
WT CD36KO
CD36
ex Vvivo
CD36KO
(4).iPS
iPS

iPS

CD36

CD36
CD36

CD36

CD36

WT CD36KO0 TAC

PET/MRI  NMR

gRT-PCR
microarray
Western Blot

CD36
CD36
iPS
iPS

(1).CD36 KO

TAC
27
TAC(severe-TAC) WT
KO
1 25
TAC(mi ld-TAC)
mild-TAC

KO
TAC12 KO
WT

KO



CD36

PET/MRI
NMR

(D)

severe-TACHE1T % 028 B il ® Kaplan—Meier 4 75 fi2 #}

SHFE

1((‘)’/E;) ) WT sham(n=7),KO sham(n=8)

] ]

80 - WT severe-TAC(n=14)
60 -

1 *Log Rank P=0.0018
407 compared with WT TAC
20 7 KO severe-TAC(n=10)*

0 : : | . |

0 5 10 15

20
sham F 2 d severe-TACF i iFiB B

CD36 2 iPS
5 iPS
( 9 iPS
CD36
CD36 iPS
CD36
4
f-ERREMTY /8 iPS(TiPS

% AmETiPsHife CD36R1GHE B & B TiPSHHRE

D DEE B

Ezr?ﬁ*%ﬁfitmm EZEHEw B

EEPREEE (mm)
W0
s _ 60 «
4 _ 50 —
N 20
20
2 20
1 10
0 o
sham 123f  mild-TAC 1238 sham 12381 mild-TAC 1238f% sham 12381 mild-TAC 12387
* P<0.05 * P<0.05

mild-TACHE{T #1258 #% 28+ 2 DR L AEOE R

WT mild-TAC 12;:8 % KO mild-TAC 1288

VY
[ (WZ4=FN
24 x20

RHEACERRLLE (%)

K422
ryonL
ZEBx200

WT mild-TAC KO mild-TAC
128 128

*P<0.05

. iPS
4 (D36 2
2 5

0

3
Myocardial Energy Production
is Preserved by Increased Utilization
of Glucose and Ketone Bodies in CD36
Knockout Mice
78 2015
4 24 26
Myocardial energy production
is preserved through increased
utilization of glucose and ketone
bodies in long-chain fatty acid
transporter CD36-knockout mice
46
2014 7 10 1
Impaired Cardiac Function in
Long-chain Fatty Acid Transporter CD36
Knockout Mice in a Pressure Overload
Condition
78
2014 3 21 23
Pressure Overload Induces
Hypertrophy and Impaired Cardiac
Function in Long-chain Fatty Acid
Transporter CD36 Knockout Mice
American Heart Association Scientific
Sessions 2013
2013 11 16 20
0




€Y
NAKATANI ,Kazuhiro

50648813

@

®



