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An experimental drug known as A03, which was
previously developed to treat depression,
increases the levels of the enzyme Sirtuin1, or
SirT1, and improves memory in mice. The mice
were genetically modified to have a protein called
ApoE4, the most common genetic risk factor for
Alzheimer's disease in humans that has been
linked to some forms of the disease. 

More than 10 percent of the general population
has the ApoE4 gene variant, which increases the
likelihood that they will develop Alzheimer's
disease. About two in three people with
Alzheimer's have that variant. Previous research
has found that the ApoE4 variant lowers levels of
SirT1, which promotes the health of brain cells.
Increasing levels of SirT1 in those predisposed to
or with the disease, researchers have
hypothesized, may delay the onset of symptoms
and the buildup of a toxic protein known as tau.
This results in improved cognition in Alzheimer's
patients.

Researchers at UCLA's Drug Discovery Lab first
identified A03 while screening a large library of
drug compounds for their ability to increase levels
of SirT1 in the presence of ApoE4. When they
treated the ApoE4 model mice with A03 for 56

days, they observed increased levels of SirT1 in the
hippocampi of mice—a key area of the brain affected
in Alzheimer's. The mice also showed improvement
on memory tests.

An estimated 5.7 million Americans have
Alzheimer's disease and there is currently no cure
or effective treatment to stop its progression. The
team is conducting further research on A03 to
evaluate its potential for clinical testing in
Alzheimer's disease. The lab is also developing
similar compounds that more effectively increase
SirT1 levels in the brain, and these efforts could
lead to new drugs to treat the disease.

The study appears online in the journal Scientific
Reports. 

  More information: Jesus Campagna et al. A
small molecule ApoE4-targeted therapeutic
candidate that normalizes sirtuin 1 levels and
improves cognition in an Alzheimer's disease
mouse model, Scientific Reports (2018). DOI:
10.1038/s41598-018-35687-8

  Provided by University of California, Los Angeles

                               1 / 2

https://medicalxpress.com/tags/general+population/
https://medicalxpress.com/tags/researchers/
http://dx.doi.org/10.1038/s41598-018-35687-8
http://dx.doi.org/10.1038/s41598-018-35687-8


 

APA citation: Experimental Alzheimer's drug improves memory in mice (2018, December 21) retrieved
28 April 2021 from https://medicalxpress.com/news/2018-12-experimental-alzheimer-drug-memory-
mice.html

This document is subject to copyright. Apart from any fair dealing for the purpose of private study or research, no
part may be reproduced without the written permission. The content is provided for information purposes only.

Powered by TCPDF (www.tcpdf.org)

                               2 / 2

https://medicalxpress.com/news/2018-12-experimental-alzheimer-drug-memory-mice.html
https://medicalxpress.com/news/2018-12-experimental-alzheimer-drug-memory-mice.html
http://www.tcpdf.org

