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Ischemic and oxidative
stress screening.
SAR screening.

During reperfusion, cell damage is compounded by the increase in inflammation and free radicals, inducing cell death. Reducing Prlmary Screenlng: H9C2 Ce”S SUbJeCted to 48h ISChemIa o 1h OXIdatlve stress o l i I ' T 2

BACKGROUND RESULTS

Myocardial infarction (M) is characterized by the loss of cardiomyocytes that are replaced by non-contractile scar tissue.
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cardiomyocyte death would reduce scar formation, improve cardiac function, and reduce the risk of heart failure. Viability 10°M 90 -
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We have previously shown that Celastrol, a compound isolated from an oriental medicinal plant and known as a modulator of HSP90 2 90 1
activity, activates HSF1, limits infarct size, and preserves heart function in a model of permanent ischemic myocardium. Celastrol induces : 80I:I:I:l:l:I:i:'i|:|]:l_|_i_i_i_i_k
overexpression of HSPs, including the potent cardiac antioxidant factor Heme-Oxygenase 1 (HO-1, or HSP32). : .
_ . . Animals where pre-treated with Celastrol or DMSO (Control), 60 -
St AR AP ImE D g, & S P £ 4§

80 -

%Normoxia 100%

70 ~

60 -

Viability index

b\'\’\ D & qq',\ o g lonomycin lo+Cyclosporin lo+Celastrol
(9

(‘0 \O

Sl . then subjected to permanent ischeia for 2 weeks. LA I I S N I M N G A Operetta: High content screen Compared to control, Celastrol and other of the Compared to control, Celastrol pre-treatment
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3 B) Celastrol pre-treatment preserves cardiac function after ompared to control, some compounds, including commercially available Celastrol protect form ischemia (N=6) . In the : I :
N 2weeks of permanent ischemia. (Short axis, 2D images , P e ’ P o g y P f , (N=6) on H9c2 cells subjected to I/R Stress (N=6) following ionomycin 5nM challenge. *p<0,02.
taken before and after 2 weeks of cardiac ischemia). microscopic image (Taken by the high content screen Operetta system) the green represent alive cells, and the red dead
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ischemia/reperfusion (I/R) stress, using high throughput screening equipment and validation in appropriate cell lines (iPSC-derived human o - o w0 I e Preliminary results (N=2) of screening (I/R
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Prlmary Screenmg in H9c2 cells (Vlablllty followi ng 2 components of I/R damage) Compared to control, some of the tested compounds, including commercially available Celastrol induce the activity of the
Live/Dead Live/Dead heat shock element (HSE) and the antioxidant response element (ARE), as measured by the expression of inducible
H,0, (0 to 1 mM) 1h in . Ischemia(<1% 02) 48h in . luciferase in transfected H9|c_|20c1ells (N=6). ACKNOWLEDGEMENTS DISCLOSURES
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All of the compounds tested induce HO-1 expression. On the other hand, protective compounds also induce HSP70
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