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Abstract Methods
The presence of Beta-Amyloid (AB) containing . : . ——

plagues in the brain is one of the histological Fly Strains: QregonR flies were used as the wildtype control ar.1d .

hallmarks of Alzheimer's Disease. B-secretase (BACE) numb*/CyQO flies were from Bloomington Stock Center. UAS-Vein flies o0

is the enzyme responsible for producing this AR were a gift of Amanda Simcox (University of Ohio), and UAS-dBACE ’

cleavage product and has also been shown to affect flies were from the Kretschmar lab at OHSU. UAS-dBACERNA! were .
myelination and general neuronal activity. obtained from the Vienna Drosophila Resource Center. °

Observations from geriatric medicine suggest that .

there may be an increase in seizure activity associated Mechanical Stimulation of Seizures: Male flies were kept on standard
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with Alzheimer’s Disease. Preliminary data suggests food at 23°C and starved 3 hours prior to testing. To observe bang-

that both over- and under-expression of BACE sensitive seizure phenotypes, flies were vortexed for 8 seconds at a : -
contributes to mechanically stimulated seizures in medium setting, after which seizure duration was recorded. Flies seizing ’

Drosophila. In vertebrates, seizure activity has been for 3 seconds after removal from the Vortexer were counted as =

correlated with many factors including Neuregulin
production and Na* Pump activity. Both of these
proteins have also been shown to require BACE
activity for proper function. However, their roles in
BACE related seizures remains unknown. Here we are
following up on this preliminary study and exploring

“seizing”.
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the roles of Vein (the Drosophila homolog of 2 -

Neuregulin) and Numb (a negative regulator of the "

Notch Pathway). We have confirmed that any 8 e

perturbation in dBACE (Drosophila BACE) levels o : g 6o

causes a significant increase in age related seizures, E e ol )

suggesting that that BACE levels must be tightly I =

regulated. In addition an increase of Vein levels also < . S

cause an increase in seizure amounts and durati . ; . 3 ol

suggesting that BACE, at least in part, | : EE " . 5. - :

through this signaling pathwe &~ . . - i -,
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Discussion and Future Directions
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