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The third annual Clinical Trials in Alzheimer’s Disease (CTAD) meeting opened on 3 November, 2010, at the Hôtel-Dieu Saint Jacques in Toulouse, France, bringing together an international community of experts to discuss the current status of clinical trials for Alzheimer’s disease, and develop strategies for future trials that will focus increasingly on intervening in the earliest stages of the disease, or even preventing disease, before memory impairment and dementia have begun.

Dr. Michael Weiner of the University of California, San Francisco (USA) delivered the keynote address. Dr. Weiner is the principal investigator for a large study called the Alzheimer’s Disease Neuroimaging Initiative (ADNI), which was established in the United States in 2004 to define markers of the disease that could be used to follow disease progression in clinical trials. In recent years, ADNI has become a global initiative, with related studies established in Australia, Europe, and Japan, with plans for another study in China. A worldwide, coordinated effort using similar methods and with data-sharing across all study sites will, according to Dr. Weiner, provide more information about disease mechanisms and diagnostic criteria, but also could ultimately enable the design of trials aimed at preventing the disease.  Results from ADNI and other studies have confirmed what had been long suspected, that the disease begins long before detectable signs are apparent and that effective intervention will therefore need to begin in the earliest stages of the illness.
The ADNI study has identified a number of biomarkers that can identify disease long before symptoms appear. While many of these markers can only be measured using advanced imaging and biochemical approaches that are not readily available in most clinics, they do offer hope that there may be ways of determining who is likely to develop the disease and thus who may be a good candidate for preventive therapy.  

Dr. Weiner’s presentation was followed by a discussion that summarized a symposium held earlier in the day, which focused on developing a strategy for conducting international collaborative studies for preventing Alzheimer's disease. This was the fourth “Leon Thal Symposium,” established in memory of Leon Thal, a leader in the effort to develop treatments for AD, who died in a plane crash in 2007.  Earlier symposia led to the establishment in 2008 of an organization called “Prevent Alzheimer’s Disease by 2020” or “PAD 2020”, which has as its mission the development of a global strategy to prevent AD within the next decade Previous symposia were held in Las Vegas, Nevada; Barcelona, Spain; and Jerusalem, Israel.
Dr. Zaven Khachaturian, president of PAD 2020 acknowledged the audacity of the goal to prevent AD by 2020, but noted that “if we don’t do this, if we are not bold in our thinking and go beyond current ways of thinking, we’re not going to achieve the goal of preventing Alzheimer's disease. Yes, it’s a bold and outrageous goal,” he said, “but what choice do we have?”
In order to realize this goal, the scientific community will have to mobilize significant financial and infrastructural resources across the globe, said Dr. Khachaturian. One of the first steps, according to Dr. Ron Petersen from the Mayo Clinic in Minnesota, will be to recruit large cohorts of asymptomatic and presymptomatic individuals to participate in studies of potential interventions. Only by validating the idea of either preventing disease or even having an impact on the clinical or asymptomatic spectrum will we be able to make a true impact on this disease, said Dr. Petersen. 
Identifying the study participants is only the first step, however. Next will be identifying measures that are sensitive enough in the presymptomatic stages of the disease to identify subtle impairments. Dr. Peter Snyder of Brown University in Rhode Island has conducted a survey of available instruments with the goal of finding those that could be used in a variety of community settings without imposing too heavy a burden on participants. He will discuss the results of his survey in a session at the CTAD meeting on Thursday.  
Finally, there will be the problem of data management. Dr. Ara Khachaturian said that PAD 2020 has developed a collaboration with the supercomputing center at the University of Nevada, Las Vegas, to develop strategies and models to make sense of the huge amounts of data that will be collected in preventive studies.
Establishing a large cohort, developing appropriate measures, and managing the data efficiently are only three steps toward realizing PAD 2020’s overall objective -- to facilitate clinical trials that can be accomplished efficiently and effectively. According to Zaven Khachaturian, conducting a trial today, without these necessary infrastructure improvements, would require 10-15 years, making such a trial financially impossible. Moving forward will require a massive global effort, he said. Indeed, with PAD 2020 functioning as a coordinator, it might make the most sense to initiate such trials in the European Union, where a multi-country program could be established as a bellweather, with the United States and other countries following their example. 
