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* Aneurysmal subarachnoid hemorrhage (aSAH) comprises e 0 6h 1

5—-7% of all strokes and remains a cause of high mortality | [ AQ administration 0.d. )
and morbidity

* Neurological injury secondary to intracerebral
hemorrhage is associated with hemoglobin breakdown

* Hypoxia-inducing factor prolyl hydroxylase domain
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Therapeutic window for adapatquin: 6 h post-injury
ICA Perforation *

W N
="

N Y
—_— A

N
— 2, .

CS7BL/6 mice

(HIF-PHD) metallo-enzymes prevent hemoglobin-induced
brain injury

* HIF-PHD inhibition suppresses the Activating Transcription
Factor 4 (ATF4) ferroptosis-mediated pathway

HYPOTHESIS

Timeline of experiments and behavioral testing. Modified from
Karuppagounder et al. (2016)

Adaptaquin has the potential
to prevent neurological

Adaptaquin could inhibit ferroptosis-mediated
neurological injury secondary to aSAH

injury by inhibiting direct
iron-mediated ferroptosis

* Determine the efficacy of adaptaquin treatment in
different cell types exposed to iron-based injury in
subarachnoid hemorrhage including primary cortical
neurons, endothelial cells, and smooth muscle cells.

* Determine the dosage, timing, and efficacy of
adaptaquin therapy in a mouse model of severe
subarachnoid hemorrhage. Adaptaquin treatment
could be differentially protective at various times
during the course of subarachnoid hemorrhage.

e We will determine the treatment effect observed in
the mice at 1, 3 and 7 days with Rotarod and
Adhesive removal behavioral tests.

Endovascular perforation model of murine severe
subarachnoid hemorrhage. Biihler et al. (2014)
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EXPERIMENTAL DESIGN
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