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Supplementary Figure 1. APP and sAPPa levels in transfected cells

A. APP protein levels are higher in SHSY-5Y, N2a and CHO cells transfected with APP
relative to cells transfected with an empty vector control. Actin was used as a loading control.
B. APP levels are increased in SH-SYS5Y APP cells exposed to increasing concentrations of
rotenone for 48 h. Actin was used as a loading control. C. Schematic of co-culture experimental
setting. Control SH-SYSY cells were seeded in 24-well culture plates (main well) and control
or APP-over-expressing SH-SYSY cells were plated into Thincert inserts (insert) to allow
secreted APP fragments to move freely between culture populations by diffusion while

preventing direct interaction of both cell types.



D. sAPPa levels are higher in medium collected from the main well or insert from control/APP

co-cultures. Data show mean + SD, n >4, Student’s ¢ test, ** P < 0.0/, *** P < (0.001.
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Supplementary Figure 2. APP does not protect against cyanide toxicity.

A. Human neuroblastoma SH-SYS5Y, mouse neuroblastoma N2a or non-neuronal CHO cells
transfected with APP (APP) or empty vector control (control) were exposed to increasing
concentrations of potassium cyanide (KCN) for 48 h and cell survival was determined by the
trypan blue exclusion assay. B. Caspase 3 activity is not altered in SH-SY5Y cells expressing
APP relative to control SH-SYS5Y cells following exposure to KCN. C. ATP cellular levels

decrease at similar levels in control and APP SH-SYSY cells upon exposure to KCN. Data

show mean + SD, n > 3, Student’s ¢ test.
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Supplementary Figure 3. MAPK signaling does not mediate APP-associated protection

from rotenone toxicity.

Over-expression of APP in SH-SYSY cells did not significantly alter the rotenone-induced
activation of p38 (A), JNK (B), c-Jun (C) or ERK (D) signaling pathways. Representative blots
and densitometric analyses show activated (phosphorylated, p-) protein levels compared to

basal protein levels of control cells. Data show mean + SEM, n > 4, Student’s ¢ test.
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Supplementary Figure 4. Retinas from the APP”- mouse do not have overt structural
abnormalities.

Histological analysis of baseline retinal cross-sections revealed no overt structural
abnormalities in APP”~mice. ONL: outer nuclear layer; OPL: outer plexiform layer; INL: inner

nuclear layer; IPL: inner plexiform layer; GCL: ganglion cell layer.



