Final Day of the 4th International Conference on Clinical Trials for Alzheimer’s Disease  
San Diego, California, November 5, 2011

The fourth international conference on Clinical Trials for Alzheimer's Disease (CTAD), which brought together some 525 AD investigators from more than 17 countries, concluded on Saturday, November 5th in San Diego, California.

Down syndrome and AD
One of the most eagerly anticipated presentations of the conference was delivered by Mary Sano, Ph.D., from the Mount Sinai School of Medicine in New York. Sano presented data from the largest clinical trial to focus on slowing the progression of AD in individuals with Down syndrome (DS). People with DS develop AD much more frequently and at an earlier age than is typical, yet there is an enormous unmet need for treatments appropriate for this special population. In a randomized, double-blind, placebo controlled trial at 21 sites in 5 countries, Vitamin E or placebo was given to over 300 individuals over the age of 50 who have DS.  Vitamin E was chosen as the treatment to be tested because it is an anti-oxidant, and oxidative stress is thought to contribute to the development of AD.  

Trial subjects were evaluated every six months over the three-year study using the Brief Praxis Test, a measure of cognition that has been shown to demonstrate deterioration over time in aging DS populations. Another outcome measure called the Clinical Global Impression of Change (CGI-C) was also adapted for this population, and several other outcome measures were also tested. However, there were no differences between the drug and placebo group over the course of the study on any of these measures.

Despite the failure to show a benefit from Vitamin E, the trial represented a milestone in addressing the problem of AD in DS. “The most important aspect of this trial is the methodology,” said Sano. “We were able to test a trial network of residential sites delivering care for individuals with Down syndrome, and were able to conduct a fairly rigorous clinical trial.” This bodes well for future trials, since the measures used to evaluate efficacy were sensitive, although the treatments were ineffective. 

Protection patient safety in clinical trials
Most of the new drugs developed recently as potential disease-modifying treatments for AD have focused on amyloid, the protein that is deposited in the brain as plaques and presumably drives neurodegeneration.  However, concerns have been raised during clinical trials of amyloid lowering agents about the build up of fluid in the brains of treated patients, a condition called vasogenic edema (VE). As a result of these concerns, a panel of experts from pharmaceutical companies, academic institutions, and regulatory agencies was convened by the Alzheimer's Association to review existing data about vasogenic edema and make recommendations about how to proceed with future clinical trials.  This expert panel published the results of their deliberations in July of 2011 in the journal Alzheimer's & Dementia, and presented their findings at CTAD.  
One of the outcomes of the expert panel was to rename the phenomenon “Amyloid-Related Imaging Abnormalities” (ARIA) to differentiate it from other pathological events that may result in fluid retention in the brain. This new nomenclature is important and reflects the fact that when VE occurs as a result of anti-amyloid therapy, it tends to be transient and reversible after withdrawal of the treatment. Moreover, after VE resolves, resumption of the anti-amyloid therapy can often be done safely. 

As a result of the findings of the expert panel, the FDA reissued guidance for safety monitoring in accordance with recommendations made by this group.  “This was one of the best examples of collaborative partnership between industry, patient advocacy, and regulatory bodies,” said Maria Carrillo, Ph.D., Senior Director of Medical and Scientific Relations at the Alzheimer's Association.

Collaboration key at CTAD
The ARIA expert panel reflects the same collaborative spirit that drives CTAD. Paul Aisen, M.D., Director of the Alzheimer's Disease Cooperative Study (ADCS) and one of the leaders of the CTAD organizing committee said he was encouraged by the progress CTAD has made since it began four years ago. “The problems that people working in the clinical trials arena face are very daunting, but over the last few years I believe that the extent of precompetitive cooperation among companies, and cooperation among academics internationally, has provided some workable solutions to the difficulties of conducting trials in AD.”  CTAD started as a small meeting in Montpellier, France in 2008, but has grown steadily in size and prominence, said Aisen.  Now, he said, companies and academics are lining up to present their primary data at CTAD. “That enriches the whole process and allows us to bring the best people together to discuss results and to seek better plans for progress in the future.” 
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