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Proprietary Screening Platform is Instructive for
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Neuronal Survival Index
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Neuroprotection from Oxidative Stress-Induced Death
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A SAHA 1.33uM
¢ SAHA 1.4 uM*
LAQ 68 nM*

v TSA12nM

(Bottomset @ 0)

X HCtoxin*
MS 275*

*(Hill slope set @ 1)
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Neuroprotection Potency vs. Whole Cell HDAC Activity

Potent neuroprotective hits showed mostly small effects on whole cell HDAC activity
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Neuronal Survival Ratio

% HDAC Inhibition
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y Neuronal Toxicity of HDAC Inhibitors
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Treatment of cortical neurons: DIV2 - DIV7
No medium change or cmpd replenishment

Protect | Tox 5d Tox 1-2d
TSA (12nM) |70 nM None
SAHA 1.4 uM 2 uM None
LAQ 70 nM 100 nM None
SB No test 2 mM None
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FLISA Assay
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Selection of Compounds for Testing in R6/2

Library of selected HDAC inhibitors
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Compounds are currently being tested in transgenic animals
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