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The pathogenesis of Alzheimer disease is associated with the accumulation of beta-amyloid
peptide (AB) derived from amyloid precursor protein (APP) by cleavages at B- and Y-secretase
sites.  Alpha-secretase cleavage within the AB peptide domain of APP generates non-

amyloidogenic soluble APPQL (sAPPQL) which then is released into the extracellular compartment.
The regulation of these two pathways is critical for pathogenesis of Alzheimer disease. Fermented
papaya preparation (FPP) was previously showed to have beneficial effect to neuronat cells but
there is no report on the effect of non-processing papaya. The present study was therefore
focused on investigating the neuroprotective effect of papaya water extract. Two types of ripe
papaya, Kakdum and Holland, were selected to test their activity on the release of sAPP into the
culture medium of differentiated human SH-SY5Y neuroblastoma cells. Raw Kakdum extract was

also tested since raw papaya has been widely used in Thai cooking. Soluble APP was determined
by western blotting using monoclonal antibodies against N-terminal APP, Af3(1-16) and AP3(36-42)

to detect sAPP, sAPPOL and sAPPB, respectively. The effect of these three extracts on
intracellular acetylcholine esterase (AChE) activity was also measured since the regulation of sAPP
release was involved with ACh receptor. The result showed that the activity of AChE in SH-SY5Y
cells was inhibited by both ripe papaya extracts in a dose dependent manner. Raw papaya extract
could inhibit intracellular AChE activity only at high concentration (5 mg/ml). After incubating SH-
SYSY cells with each papaya extract, the release of sAPP and sAPPQl was reduced comparing to

un-treated cells. Ripe Kakdum extract dramatically inhibited sAPP release while raw Kakdum and

ripe Holland showed the similar result. The sAPPB release induced by papaya extracts did not
much different from control in this study. The reduction of sAPP release into culture medium was
partially due to the increase in cell viability and the improvement of plasma membrane stability.

These data indicate that papaya extract seem to have neuroprotective effect by strengthening

neuronal cell membrane and consequently reducing APP processing which then could reduce

échances of Aﬁ peptide formation.





