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ABSTRACT

Amyloid {3 peptide (AB) is associated and causative of several disorders. It is the
major component of senile plaques found deposit in the brain and leptomenings of patients
with Alzheimer’s disease (AD). AB is generated from amyloid B precursor protein (APP)
via the activity of two proteases, B- and y-secretases. Overproduction of AB and/or the
failure of clearance mechanisms, can lead to self-aggregate of AP into oligomers.
Balancing of physiological AP level has been proposed as a strategy to reduce the
accumulation of AB and slow down the progression of AD. Recently, transthyretin (TTR),
a major distributor protein for thyroid hormone (TH) in human plasma was identified for
its neuroprotective activity against Ap toxicity. The chimeric TTRs with higher proteolytic
activity than human native TTR were recent constructed and their potent to disrupt A is
partially under investigated in vitro. To reveal whether and how the protein could be used
as therapeutic agents for AD in such a way of cell therapy, the chimeric TTR producing
cell was constructed by using pCl-neo expression vector as the carrier for the TTR gene to
be expressed in 3 types of human cells including neuroblast, fibroblast and lymphoblast.
Based on RT-PCR and sandwich ELISA, the results showed that the chimeric TTR gene
was successfully transfected into the human cells and the gene product was synthesized
and extracellular secreted as a fully biologically active TTR. In comparison among cell
types, neuroblast provided the highest synthesis level of the recombinant protein. The
proteolytic activity of the recombinant TTR was confirmed by in vitro and in situ

degradation of AB1-42.
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