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authors infused a large amount of Aβ*56 into 
the brain and used vehicle as the control. In 
view of the inordinately high levels of infused 
Aβ*56, it would seem reasonable to examine 
the effects of other ‘amyloidogenic’ polypep-
tides unrelated to Aβ, or for that matter, solu-
ble Aβ oligomers, such as the stable trimers, on 
the behavioral parameters that were tested. At 
a fundamental level, it will be crucial to iden-

tify the cell-surface target(s) and downstream 
signaling pathways that impact glutamater-
gic neurotransmission6 and Aβ*56-induced 
memory loss (Fig. 1).

Finally, it will be crucial to establish the 
presence of Aβ*56 in humans and validate 
the proposal put forth that Aβ*56 could 
serve as a valuable biomarker for preclini-
cal diagnosis, and ultimately, provide a new 

therapeutic target to “...abort the disease 
before permanent structural changes have 
developed”4.
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The author’s perspective
Fourteen years ago, I decided to study how amyloid-β (Aβ) alters 
brain function as others were investigating how it changes brain 
structure. I have often had doubts about this choice because it 
has been an arduous road. When I began tackling this problem, 
there were no models to study the effects of endogenous Aβ on 
memory. It took such a long time to create a useful transgenic 
mouse model that I did not publish any papers the first three 
years I was at the University of Minnesota, which nearly cost 
me tenure because scientists at UCSF and Columbia wrote 
opposition letters, stating quite correctly that I would not 
receive tenure at their institutions. I was only promoted because 
the dean overrode the Promotions and Tenure Committee’s 
negative recommendation. After we created the Tg2576 mouse 
model in 1996, it took my students and collaborators six 
years to determine the relationship between memory function, 
brain pathology and Aβ levels over the two-year lifespan of the 
mouse. During this time, I ran out of money to support the large 
aging mouse colony I needed for these experiments, and was 
struggling to create a lab infrastructure that could handle the 
volume of mouse breeding and behavioral testing. Fortunately, 
I had a wonderful group of lab technicians who devised a team 
method for generating the mice as well as the behavioral data 
that forms the foundation of our work. In addition, I was given 
two endowed chairs to support the work financially. The Aβ* 
hypothesis was forged in 2001, but to prove it, I needed a method for testing acute cognitive effects of minute quantities of Aβ 
oligomers. Luckily, two collaborators turned their labs over to solving this problem. We also lacked the expertise to find Aβ* and 
were stuck until Sylvain Lesné joined us in 2002. Although Sylvain’s paper underwent the most rigorous set of reviews I have 
ever encountered, the paper that was published is much better than the first version we submitted, a clear testament to superb 
reviewers.

Karen H. Ashe, University of Minnesota Medical School
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