Characterization and progression of heart failure with preserved ejection fraction in SDT fatty rats.
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PURPOSE AND OBJECTIVES
The Spontaneously Diabetic Torii (SDT) fatty rat is a well-

established type-2 diabetic model with multiple
comorbidities. However, the onset and spontaneous
progression of cardiac dysfunction is not yet reported.
We assessed the natural evolution of cardiac function in
SDT fatty at different ages starting at 7-week of age.

METHODS
Lean Spargue Dawley (n=6)

D SDT fatty (n=6)
L 7-week old

5-week-old malerats

12-week chow 1?/18—weekold|

W5-6 W12-13
U 4 ¥
rE(hOCaFd\Ography »Echocardiography

rEchocard[ography
3 Lialils merular f
rate (FITC

»Glon ration »Glo

iltration

»Urine parameters
»Blood parameters

+
»Invasive hemodynamics
» Vascular function

( isolated thoracic aorta)

» Urine parameters »Urine

»Blood parameters

paran 5
»Blood parameters

CONCLUSION

e
Physiogenex

=_a CLEA Japan, Inc.

CLER

-® Sprague Dawley -@- SDT fatty
2 e
@ 600
o
]

o3
-g 3 400
oD
SE
2 2001
i S ———=
P
0
T T 1
7 12 18
50 . Weelif of age

2 a0

E L4

E 304

3 s

E 20 ¢

&

& 107

o0
T T 1
7 12 18
Weeks of age
600 ***E
4 3,4501 !
3 ® ° !
£'5 150 :
g ? ' Fkk
5 = 100 : o ®
)

S 1
ER ° '

0 : [
Cystatin C Kim-1
(ug/24h) (ng/24h)

Ejection fraction (%)

E/A ratio

Arterial pressure (mmHg)

254

0.5

50

o

-® Sprague Dawley

7 12 17
Weeks of age

Weeks of age

-
@
S

*

(mm Hg)
2

LV end-systolic pressure
o
o

0
Systolic

(*) Student’s t-test or Sidak's multiple comparisons following 2-way ANOVA

E'/A' ratio

IVRT (msec)

40

[
=]
1

2.0q

1.5+

1.0

0.5+

0.0-

o SDT fatty

r T 1
7 12 17

Weeks of age
20

(mm Hg)
s o

LV end-diastolic pressure
(3]

0

4 }Systolic

} Diastolic

LV posterior wall (mm)
N

7 12 17
Weeks of age
30
ok okok
.

220
= o
e
w - o 5
i 10

o

Relaxation
(% of max precontraction)

9 8 7 6 5
Acetylcholine concentration
(Log, M)

SDT fatty rats developed diastolic dysfunction characterized by a restrictive profile combining compliance, relaxation impairment and higher
filling pressure along with hypertension. This type 2 diabetic model seems a very promising model to translate the metabolic syndrome clinical
HFpEF phenogroups and is consequently a relevant model to evaluate drugs targeting HFpEF.



