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Operator:	Welcome and thank you for standing by. At this time all participants are in a listen-only mode until today’s question and answer session.

	At that time you can press Star 1 on your touch-tone phone to ask a question. I would like to inform all parties today’s conference is being recorded. If you object to that for any reason you may disconnect at this time.

	I would now like to turn the conference over to Amy Wiatr-Rodriguez. Amy you may begin.

Amy Wiatr-Rodriguez:	Great. Thank you. I am Amy Wiatr-Rodriguez with the Administration on Aging within the Administration for Community Living. And I’ll be moderating today’s Webinar, Alzheimer’s Research Updates which is the third and final Webinar in our three-part series this year.

	Before our speakers begin, we have a few housekeeping announcements.

	First, if you have not done so, please use the link included in your email confirmation to get on to WebEx so that you cannot only follow along with the slides as we go through them but also ask your questions when you have them through the chat feature.

	If you don’t have access to the link we emailed you, you can also go to www.webex.com, click on the Attend button at the top of the page, and then enter the meeting number which is 662743841. That’s 662743841.

	Please use the name and email address you used to register and please make sure you are signing in instead of reregistering for this event.

	If you have any problems with getting into WebEx please call WebEx Technical Support at 866-569-3239. That’s 866-569-3239.

	As our operator mentioned all participants are in listen-only mode however we welcome your questions throughout the course of this Webinar.

	There are two ways that you can ask your questions. First you can use that chat function in WebEx. You can type your questions and we’ll sort through them and answer them as best we can when we reach our Q&A portion.

	In addition after the presentations you can ask your questions through the audio line. When that time comes the operator will give you instructions how to queue up to ask your questions.

	If there are any questions we can’t answer during the Webinar we’ll follow-up to answer them or if you think of any questions after the Webinar you can email them to us at amy.wiatr@acl.hhs.gov or to any of the email addresses that are included in the PowerPoint slides that are the basis for this Webinar.

	As the operator mentioned we are recording the Webinar. We’ll post the recording and a transcript on the AOA website as soon as possible.

	The slides are currently posted online and the Web address for those slides is in a message that was sent via the WebEx Chat feature and also was emailed to you earlier today.

	New this year and based on attendee feedback, we are able to offer free continuing education. This slide includes the accreditation statements for CNE, CEU and CECH continuing education.

	The next two slides include the applicable disclosure statements.

	Please note that presentations and content will not include any discussion of the unlabeled use of a product or a product under investigational use with the exception of Dr. Craft’s discussion on intra-nasal insulin. She will be discussing an ongoing clinical trial of intranasal insulin for the treatment of Alzheimer’s disease.

	Dr. Craft’s research study receives investigational devices and drugs at no cost and with no restrictions from Kurve Technology for device and Eli Lilly for insulin and placebo.

	In addition please note Dr. Brinton’s relationship with Sage Therapeutics biotech partnership and her patents for PhytoSERMs and Allopregnanolone for neurodegenerative disease.

	This slide provides Web links you need to access in order to complete the evaluation and post-test to get your continuing education.

	Please note that there are no fees to receive this continuing education.

	Slide 6 and the following one, 7 give more specific instructions on how to access the CE website. And this slide provides contact information on how you can receive help with any questions in accessing the continuing education.

	Continuing education for all of the Webinars in our 2014 ACL/CDC/NIA Webinar series will continue to be available beyond the live event.

	So if you or any of your colleagues missed one of the earlier Webinars or missed today’s Webinar they can still access the materials and receive CEs.

	Our topic today is Alzheimer’s research updates. You’ll hear a variety of approaches and focus areas from our four featured speakers.

	Before we go into their presentations, I’d like to ask Jennifer Watson of the NIA, the National Institute on Aging, to highlight some brand-new materials that are now available for wide distribution.

	We are announcing the availability of the materials for the first time on today’s webinar and the materials are part of an initiative involving ACL, CDC, and NIA called Recruiting Older Adults into Research or ROAR. So, Jennifer?

Jennifer Watson:	Hi everybody. I just wanted to take a moment as Amy said to remind you or let you know for the first time about the Recruiting Older Adults into Research materials that we’ve now posted online.

	We have been working together at ACL, CDC and NIH to develop strategies and materials to get the word out about healthy aging and research participation through the Aging Services and Public Health Networks in collaboration with researchers.

	So a number of organizations tried out our preliminary set of materials and gave us a lot of great feedback. And we’ve now updated the materials and posted them online at the URL you see here which is www.nia.nih.gov/health/publication/roar-toolkit.

	And those are now available for you to use. And the materials that are posted online today include a user guide that includes social media messages and frequently asked questions, a short and a long PowerPoint presentation including speaker notes and two flyers.

	And what I really want to emphasize is that these materials are customizable for you. Feel free to use them in a way that seems appropriate for your audience whether reordering the slides or using whatever slides from either slide set that you would find most applicable.

	And we really strongly encourage localization of the information. So we left space in all the materials for you to insert local information for your audience.

	So we will be promoting these more widely now and we hope that you will try them out even if you just try out sending out a social media message through your networks, through your e-alerts, through your newsletter or through your online social media channels. We would really appreciate it. And let us know how it goes and what works for you.

	Next slide, please. I just want to remind you too that the one easy action step that we’re recommending and encouraging older adults to take as a way to provide an entry into a lot of different types of research studies is signing up with ResearchMatch which is a matching service funded by NIH.

	You see here the top part of the homepage for researchmatch.org/roar. And you can also see the screen that you get if you click on get more information.

	We’re promoting because we’re starting with Alzheimer’s research. We’re also promoting the Alzheimer’s Prevention Registry and the Alzheimer’s Association TrialMatch Service.

	I will remind you that you must have an email address to sign up for ResearchMatch, but ResearchMatch has graciously offered a toll-free phone number for people to get help with signing up online.

	I also want to remind you that one other resource that we talked about in the first of the three Webinars, and that is the Brain Health Resource.

	That was also jointly developed by ACL, NIH, and CDC. And it’s an excellent resource for presenting evidence-based information on how older adults can keep their brains healthy as they age.

	And that resource is located on the ACL Web site. And we can put the URL for that in the chat feature and any materials that we send out. But it’s www.acl.gov/get_help/brainhealth.

	So with that I will turn it back to Amy to introduce the other speakers.

Amy Wiatr-Rodriguez:	Great, thank you so much Jennifer. Now I am pleased to introduce our featured speakers today. Roberta Diaz Brinton, PhD, MA, and the R. Pete Vanderveen Chair in Therapeutic Discovery and Development, and a professor of pharmacology and pharmaceutical sciences at the University of Southern California, and the winner of the 2010 Presidential Citizens Medal for her work as the Director of USC’s Science Technology and Research Program.

	We also have Suzanne Craft, PhD a Professor of Gerontology and Geriatric Medicine at Wake Forest University School of Medicine as well as the Co-director of the Roena B. Kulynych Center for Memory and Cognition Research.

	We have Anne Murray, MD MSc, a Professor of Medicine and Geriatrics at the University of Minnesota’s Medical School. She’s also a Geriatrician, Epidemiologist, Associate Medical Director of the Minneapolis Medical Research Foundation’s Berman Center for Clinical Research and the lead US Geriatrician for the NIA’s Aspirin and Reducing Events in the Elderly, or ASPREE, Research Study.

	And Laura Gitlin, PhD, the Director of the Center for Innovative Care in Aging and a professor at Johns Hopkins University School of Nursing and School of Medicine where she specializes in non-pharmacologic approaches in dementia care.

	At this point I’d like to turn it over to Dr. Roberta Diaz Brinton with the University of Southern California. Dr. Brinton?

Dr. Roberta Diaz Brinton:	Good morning everyone and thank you for joining us and a special thanks to NIA and particularly Dr. Nina Silverberg for organizing this and giving us the opportunity to share our research with you.

	The first slide shows my disclosures. We can go to the title slide, next slide, please.

	So part of our research in fact a great deal of our research has tried to understand the mechanisms by which the aging brain develops Alzheimer’s disease.

	And the title, “Alzheimer’s phenotypes of risk,” really has emerged from several decades of research and understanding that there are multiple phenotypes of risk which then means that there are multiple therapeutic opportunities to prevent and treat the disease.

	Next slide, what I will be talking about very briefly today is our programs of research that have spanned discovery to translational and now clinical trial work.

	Next slide, to return to that issue of multiple etiologies. The challenge for us was to take a look at what are the risk factors of developing Alzheimer’s disease. And that appears in that word cloud to the left and understanding that as it turned out that there are multiple etiologies and multiple risk factors.

	And that’s depicted in that slide where there are the three types of people at the top.

	And the idea is that each phenotype is - it has its own etiological mechanism by which they are at risk for Alzheimer’s disease and to take that phenotype and now interrogate chemical space for therapeutics that target that etiology and that mechanism of disease.

	And the next slide gives a brief description of what we have learned from this process.

	Next slide and essentially what we have learned is that the transitions of the aging brain that lead to Alzheimer’s pathology is actually a set of sequential system level adaptations.

	What was quite remarkable to us is that the aging brain is actually a very dynamic brain. It’s a dynamic brain that actually has backup survival mechanisms and that the brain is actually using these backup mechanisms as a way to address these pathological systems.

	That further, that female and male brains bioenergetically age differently which was more different than I anticipated.

	And I won’t have much time to talk about that today. It’s an area of research that is evolving. But it was quite surprising to us how different they are.

	Another key aspect that has emerged from our research and I think from a large body of research is that perturbing one component of the system, taking a therapeutic with a very well defined target, does not result in a course correction.

	What it results in is an adaptation to that intervention. And that it becomes a different functioning system.

	Lastly that there are windows of opportunity that therapeutics regardless of how phenomenal they are likely to have a limited window of opportunity and that one type of therapeutic will not fit all for all time. So that’s the take home message of my entire talk.

	Next slide, so we were quite interested in a particular phenotype of risk. And that is the aging female brain.

	The greatest number of persons with Alzheimer’s disease are women, postmenopausal women specifically. And we know that women have a twofold greater lifetime risk of developing Alzheimer’s disease.

	And from a therapeutic target perspective as well as an understanding of the mechanisms that lead to disease, investigating the aging female brain has turned out to be very, very informative.

	Next slide, so when we think about the aging female brain it differs from the male brain because of the menopausal transition.

	There is a lot of attention now to andropause. But andropause is still very, very different than menopause.

	And what we were quite interested in is whether this menopausal transition state that begins in the perimenopause and actually can inform us of about mechanisms that lead to Alzheimer’s risk.

	What was also interesting to us is to think about the clinical manifestations of the perimenopausal transition. And they are listed here from hot flash, insomnia, cognitive deficits, mood disorder, depression and inflammation.

	Many of the symptoms are actually neurological in nature.

	So we have begun and have conducted research over many years to try to understand this transition state and what are the phenotypes that emerge from this transition state.

	Next slide gives you a summary of what we have learned about estrogen action in the brain. Menopause as we all know is associated with the decline in estrogen.

	And the bottom line here, the take-home message is that estrogen is a bioenergetic system regulator. It has left nothing to chance. It promotes glucose uptake into the brain, glucose metabolism in the brain and the generation of ATP from that glucose metabolism system. It regulates key aspects of that entire system.

	I bring that up because in the next slide what we see is a pattern of gene expression that results during normal menopausal aging. This is from the mouse brain.

	But essentially what we find is that following and during the transition there is a decline in glucose metabolism that is sustained for the rest of that animal’s life. There is a decline in mitochondrial function. In parallel, there is a rise in fatty acid metabolism pathway in the brain and beta amyloid processing suggesting that those two pathways are linked.

	Moreover suggesting that if we are thinking about preventing the disease that’s targeting these early events of decline in glucose metabolism and decline in mitochondrial function may in fact have therapeutic benefit to prevent the disease, so then the question becomes who is at risk for the disease and how can we identify those persons at risk?

	Next slide, we know that 11% of all persons over the age of 65 are at risk for developing Alzheimer’s disease.

	What we did is take our basic science understanding of the menopausal transition and the metabolism challenge that occurs during the transition and began to ask can we actually identify persons who are at risk in what we would call a healthy population?

	And this was work done with Dr. Wendy Mack and Howard Hodis who are leading the Elite Trial funded through NIA.

	And the next slide shows the outcome of that result. This is work from Jamaica Rettberg in my laboratory.

	And essentially what in this healthy population we were able to identify three clusters of individuals.

	In green it shows that this is the healthy metabolic profile. Cluster two is a high blood pressure profile. All of these people were within the normal range and essentially these are people at cardiovascular risk and then the third population who had a poor metabolic profile.

	The bottom line is that for each of these populations at risk this cardiovascular and metabolic risk population they were within the healthy range but they were always in the wrong - at the wrong end of that healthy range.

	And so what we did is develop a set of biomarkers, a panel of biomarkers based on these indicators that you see here listed on the right side of the slide.

	So the question is, is how does that impact a marker of neurological function?

	And if you go to the next slide what we found is that individuals in green who are in cluster one have normal cognition and memory function and executive function whereas the persons in blue in the metabolic cluster are already showing a significant decline.

	The persons with the high blood pressure or vascular disease risk are in-between those two populations suggesting that we can identify persons early in this process.

	Translationally, the next slide, we have developed a therapeutic intervention that is a nutraceutical, what we term phytobetaserms.

	These phytoserms are a formulation of three molecules that target estrogen receptor beta in brain. We know that while there’s a fair amount of epidemiological data suggesting safety or efficacy in preventing Alzheimer’s disease, women are concerned about taking estrogen therapy.

	So we developed a formulation that targets estrogen receptor beta, which has many of the properties of estrogen in the brain but is anti-proliferative in the breast and the uterus.

	And what’s shown here is the timeline and the development plan. And we now, next slide, actually enrolled our last participant in the phytoserm trial and which is a Phase 2 clinical trial that was recruiting women who had two symptoms of the perimenopause. One is hot flashes and the other is subjective memory complaints.

	So those data outcomes of the trial should be forthcoming early in 2015.

	So the next slide starts with an opportunity that was a serendipitous discovery of Allopregnanolone and its functions as a regenerative therapeutic.

	And the outcome of many decades of work again indicates that Allopregnanolone is likely to be an effective therapeutic early in the disease process and not in the late stages of the disease. And that’s depicted there.

	In the next slide this is a summary of the mechanistic work that was the underpinnings of our clinical trial showing that the mechanism of Allopregnanolone action in neural stem cells depicted on the left side is - it’s actually a very interesting mechanism that ultimately leads that is dependent upon the GABA chloride channel complex as well as L-type calcium channel and that this mechanism, this dual mechanism, leads to activation of the cell cycle in a very specific set of cells. And these are neural stem cells.

	And the outcome of our research shows that Allopregnanolone promotes neurogenesis and alagogenesis, the cells that generate white matter in the brain. And because of its effect on cognitive function, synaptogenesis.

	It also reduces the inflammatory markers in the brain as well as activating mechanisms this LXR, PXR is important for cholesterol homeostasis in the brain.

	And the next slide is a summary of our behavioral data. And I will just quickly mention that you see in the red bars that at the bottom of the slide that these are the untreated triple transgenic Alzheimer’s mouse model animals.

	And the top slide or the top row are animals treated with Allopregnanolone in blue have a learning and memory function restored to the normal wild type animals’ performance.

	The next slide gives us our developmental timeline for developing Allopregnanolone as a therapeutic. And we are now currently recruiting for our Phase 1 multiple ascending dose clinical trial.

	The next slide gives you an indication of the safety for Allopregnanolone. Actually Allopregnanolone is a metabolite of progesterone. And it achieves very high levels during the third trimester of pregnancy.

	So Allopregnanolone has actually undergone the most rigorous safety testing there is, which is safety in a reproductive age female with fetus.

	The next slide I’d like to just pass by two slides and saying that our therapeutic target is actually those people who have either the preclinical stage or MCI or probable or early Alzheimer’s disease so again early in this process when the brain still maintains regenerative capacity.

	And the next slide is a description of our clinical trial and our primary outcomes which will essentially be safety in both men and women in persons with diagnosed mild cognitive impairment due to Alzheimer’s or early Alzheimer’s disease.

	And because of the existing safety data the FDA has allowed us to treat individuals for three months.

	The next slide shows our secondary exploratory outcomes which are essentially these outcomes on brain imaging, all of them MRI-based essentially looking at volume measurements, white matter integrity and default mode as well as cognitive function.

	So my last slide summarizes again what we have learned from this research and which this research has very much informed our approach to therapeutics that prevents and delays the development of the disease. Again that therapeutics will have a limited window of opportunity. One type of therapeutic will not fit all for all time but that targeting those windows of opportunity should lead to greater efficacy to prevent and treat the disease.

	And the last slide, I acknowledge my colleagues in this endeavor and our supporters. So thank you.

Amy Wiatr-Rodriguez:	Thank you so much Dr. Brinton. That was wonderful. I know we’ll have lots of questions in the Q&A portion.

	Next we’re going to hear from Dr. Suzanne Craft at Wake Forest University. Dr. Craft?

Dr. Suzanne Craft:	Thank you. Good afternoon everyone and I do want to start also by thanking the organizers of the Webinar, Amy Wiatr-Rodriguez from the Administration for Community Living and Nina Silverberg from NIA.

	Next slide, you’ve seen these disclosures already but next slide.

	So here are the points that I hope to cover in my talk today in which I will be describing a novel view of a major pathway to the development of Alzheimer’s disease, the epidemic of insulin resistance and conditions which are known to be related to insulin resistance and ask the question how does insulin resistance and its associated conditions like diabetes and hypertension increase the risk of developing Alzheimer’s disease?

	And further if we are able to treat the insulin resistance that may underlie this increased risk will we be able to provide some therapeutic benefit to patients with Alzheimer’s disease?

	Next slide, so insulin resistance is a condition that occurs when insulin can no longer carry out its normal functions. And we’ve learned quite a lot in the last decade about the role that insulin plays in many important brain functions.

	And in a healthy brain, insulin promotes blood flow and increases the use of energy in the brain as well as increasing levels of a chemical that are used for communication by brain cells and in doing so ultimately results in the increase in brain activity.

	And insulin also has some very important protective effects. And in particular, insulin can protect against the negative effects of toxic proteins like amyloid which as you’ve just heard is a protein that can attack neurons.

	It is one of the main abnormalities that’s found in the brains of patients with Alzheimer’s disease. And functionally, insulin appears to have a facilitation effect on memory. So insulin in a normal healthy brain carries out all these various functions.

	Next slide, please. But what happens when insulin is prevented from carrying out these functions? And this is common in the condition known as insulin resistance.

	And quite simply the term insulin resistance just means that cells in the body or the brain are no longer able to respond normally to insulin.

	And it’s a very, very common condition caused by a number of occurrences such as poor diet, physical inactivity, being overweight or obese, experiencing chronic stress, experiencing chronic sleep disruption. And then there are some genetic causes as well.

	So as you can see these are very common experiences that people have. I know I’ve experienced at least four of these in the last 24 hours alone and I’m sure many of you in the audience have as well.

	And in part because of how common these promoters of insulin resistance are, conditions that insulin resistance causes are increasing exponentially.

	And the medical conditions that are most well-known that are caused by insulin resistance are type two diabetes and prediabetes, as well as obesity.

	And unfortunately more than 2/3 of the adults in the United States over 60 years of age have one or more of these conditions. So that’s really what we mean when we talk about this becoming an epidemic.

	And then again in the last decade or so very, very good work done, very good population science and epidemiology being carried out showing us that insulin resistance and diabetes, prediabetes and obesity increase your risk of developing Alzheimer’s disease.

	Next slide, please, so this association begs the question of if we are able to overcome this insulin resistance, if we’re able to help the brain function more normally with respect to insulin would we be able to treat or improve the symptoms of Alzheimer’s disease?

	And so about seven or eight years ago we came upon a strategy for doing this which is to boost brain insulin through the administration of insulin through the nose.

	So insulin administered through the nose reaches the brain very rapidly within 15 minutes without changing blood sugar or insulin. And it flows along the channels you just saw that follow nerves adjacent to the upper nasal cavity.

	And so we asked the question in early studies if we were able to provide insulin directly to the brain via intranasal administration, would we normalize brain insulin and improve memory for adults with Alzheimer’s disease?

	Next slide, please, so one of the studies that we’ve finished within the last couple of years aimed at testing this hypothesis was the Study of Nasal Insulin to Fight Forgetfulness or SNIFF. It’s very important to have a study to have a good acronym, a good catchy acronym.

	So our SNIFF study involved 104 adults who had very early Alzheimer’s disease. And they were assigned to receive either an inactive substance, a placebo or one of two doses of insulin, a 20 unit dose or a 40 unit dose for a period of four months.

	And we administered the insulin with a specialized device that is developed to enhance its delivery to the brain. And it was a very simple study in which participants received tests of memory and other cognitive functions at baseline and then after four months of treatment.

	They also received tests of daily function, how well they were able to carry out their daily activities as well as a test of brain energy use, an FTG PET Scan.

	Next slide, please, so here are the results of that study. And what you’re seeing on the left is the decline in cognition over the four-month period such that a higher score means that there was more decline.

	And the black bar is the placebo group, the green bar is the 20 unit dose group and the blue bar is the 40 unit dose group.

	And as you can see the placebo group declined over time and the two insulin treated groups declined much less. In fact statistically they did not change at all so they were stable over that period.

	And on the right you see a measure of decline in daily functioning, again a higher score meaning that there was more decline. And we see the same pattern, the placebo group declining over time while the 20 unit group declined much less and the 40 unit group did not decline at all.

	So these were very encouraging data for us and we were even further encouraged in looking at the PET scan, the brain scan data in the next slide.

	So what you’re seeing here is change in brain energy use over the four month period such that a yellow hotspot reflects a decrease in energy use over time.

	And I think you can see fairly clearly that in the placebo group there is several regions of the brain where there was highly significant change over time.

	And in either of the two insulin treated groups there was no change and in fact there was some enhancement over time although that’s not captured in this slide.

	So we were again very encouraged by both seeing changes in brain energy as well as cognition and in daily function.

	Next slide, please, so in terms of what’s down the road in terms of next steps for intranasal insulin as an Alzheimer’s therapy on the basis of this study we were funded to carry out a large multi-site trial that has begun.

	And if the trial were successful this would lead us to be able to seek FDA approval for insulin as a treatment for AD.

	And we’re currently in the process of trying to adapt our methods to this large multi-site arena which has given us a lot of great experience in what it will take to roll this out as a widespread treatment. So that has been a very valuable part of this process as well.

	Next slide, please. So the other important aspect of this story is that this view that insulin resistance is a factor that promotes Alzheimer’s development is that it suggests some very clear opportunities for prevention.

	We can identify insulin resistance in the conditions that it causes very early in midlife. And we know that the most common causes are quite amenable to intervention. So those are poor diet and lack of physical activity.

	And we and lots of people think that the expanding prevalence of insulin resistance related conditions is due to changes within our society that center around the reduction of physical activity and an increased intake of saturated fat so the Western diet versus the Mediterranean diet such that if Mona Lisa moved from her Mediterranean home to the Western part of the world she would experience changes that might result in this picture being hung in the museum.

	So in addition to just suspecting that this is the case there’s very good epidemiology now suggesting that lack of physical activity and poor diet in midlife in particular can increase one’s risk of Alzheimer’s disease.

	Next slide, so here is one example of how our diet has changed so dramatically. And this is from the National Nutritional Council.

	You can see in the upper panel the pounds of sugar consumed per person per year which even just as recently as the last 20 years have increased more than 1/4.

	And now we are consuming over 100 pounds of sugar per year so 2 pounds per week and that our calorie intake has increased over 400 calories a day and just since 1980 so these are huge changes in eating behavior.

	Next slide, and we carried out a study in which we looked at the effects of just one month of a bad diet, high saturated fat, high sugar diet compared with a good diet that had the same amount of calories but was low in saturated fat and sugar.

	And we saw that these diets had very remarkable effect on Alzheimer’s brain markers that we measured in the spinal fluid.

	So you’re seeing here change in spinal fluid amyloid higher means it got higher and it got much higher with the bad diet and was actually lowered with the good diet.

	And these changes were accompanied by parallel changes in inflammation. So one month of a bad diet can have a huge impact on Alzheimer’s markers and inflammation in the brain.

	Next slide, please. So what about physical activity? We certainly have changed our patterns and are much less physically active than we were.

	Next slide, and what we know is that exercise is the most potent intervention for improving insulin function. And it has a number of different effects of positive effects on the brain including increased energy metabolism, increased brain volume and protection against memory impairment.

	And the six month trial of aerobic exercise improved brain volume in older adults. And another trial carried out by Laura Baker in our group showed that it improved cognition in adults with early AD.

	Next slide, please, so this has led to a NIA supported multi-site exercise trial that’s starting this spring which will enroll adults with mild cognitive impairment.

	And if this trial were to be successful and show improvement it would result in exercise being able to be prescribed as a potential intervention for patients with mild cognitive impairment and early AD.

	Last slide, so in summary our work has focused on the premise that insulin resistance and the conditions that it causes increase your risk of age-related cognitive decline and Alzheimer’s disease and that the great expansion of number of people with these conditions and the context of a population that’s aging foreshadows potential public health concerns with respect to increasing the prevalence of Alzheimer’s disease and other dementias.

	But the message we believe is ultimately a hopeful one because we can identify insulin resistance and its associated conditions.

	And this approach may offer a powerful prevention strategy for optimizing brain health and cognitive health and ultimately lead to strategies for preventing, delaying or treating Alzheimer’s disease. Thank you.

Amy Wiatr-Rodriguez:	Great. Thank you so much Dr. Craft. Now we’re going to hear from Dr. Anne Murray with the University of Minnesota. Dr. Murray?

Dr. Anne Murray:	Hello. Thank you everybody for being here today. I’m very excited to be a part of this really fascinating presentation.

	I’m going to be switching gears quite dramatically to talk about a large clinical trial. This is the NIA ASPREE Trial which is ASPirin in Reducing Events in the Elderly.

	And we’re going to be talking specifically about the challenges of minority recruitment within the NIA ASPREE study but also be talking about the study design objectives of ASPREE.

	At the end I will very briefly talk about a separate study that I’m conducting to try to understand why patients with kidney disease have such high rates of cognitive impairment.

	Next slide, the ASPREE study was really designed to see whether 100 milligrams dose of enteric coated aspirin in 19,000 healthy participants age 70 and older or 65 and older if they are minorities, if it might extend the duration of dementia and disability free life, that is healthy independent life and whether the potential benefits particularly GI bleeding and hemorrhagic stroke outweigh the risks. I’m sorry, whether those potential benefits outweigh the risk of severe GI bleeding and hemorrhagic stroke.

	Next slide, the ASPREE study is quite unique in terms of previous clinical trials in that the primary endpoint is to prolong independence.

	It’s actually a composite endpoint prolongation of dementia free and disability free life so that cardiovascular events are secondary outcomes and not a primary outcome.  You may be aware that most previous aspirin trials have cardiovascular disease or mortality as the primary outcome. This is truly a geriatric trial.

	The secondary endpoints include fatal and nonfatal cardiovascular events, fatal and nonfatal cancer, cognitive decline, that is 10 point decline on the three MS, disability on the grip strength on ADLs and then major hemorrhagic events.

	Next slide, ASPREE is the largest international trial ever funded by NIA. There are 19,000 participants and we have almost achieved that goal.

	In the United States we will be recruiting 2,500 and in Australia 16,500.

	Eligibility includes healthy participants ages 65 and older with no ADL disability, dementia, cardiovascular disease events or stroke and a life expectancy greater or equal to five years.

	Participants are randomized to either daily aspirin or placebo for about five years. They must be willing to cease current aspirin use if they are taking aspirin.

	In addition NIA charged our study with a mandate to recruit minorities early on in the study and as the study progressed.

	Next slide, please, so why the minority focus in recruitment for the United States? Well very few minorities in Australia exist. In fact most of them are several different types of Asians including Indian Asians and Southeast Asians but they make up a very small percentage of the total population.

	So to maintain diversity, the US was charged to recruit a large percentage of minority participants. And in August 2011 we were asked to cease Caucasian recruitment after we’ve been recruiting for two years and begin exclusively recruiting minority participants.

	As a result we experienced significant challenges with recruitment and a very steep learning curve on how to focus on different ways of recruiting different minority populations in each different community.

	So for over two years US has exclusively recruiting minorities and we sought advice from consultants, government agencies, successful sites, successful studies and community leaders.

	And in June of 2013 US Caucasian recruitment was reopened at selected sites that had been previously successful in recruiting Caucasians.

	Next slide, so this is a timeline of our recruitment. We began with 14 original sites in June of 2010. We stopped Caucasian recruitment in August 2011.

	And then in order to enrich minority recruitment we added 14 additional sites in October of 2011 and another 12 additional sites in December 2012.

	And some of those sites were what were called MB-CCOP sites or National Cancer Institute funded clinical trial sites.

	In June 2013 we were allowed to reopen Caucasian recruitment. And that has continued.

	Next slide, to give you an example of how different recruitment is in Australia compared to the United States, Australia is using a practice-based recruitment and this graphic describes that.

	They have the benefit of a unified health care system and medical records so that by contacting their general practitioners or GPs the Australian ASPREE staff in the left-hand box can contact the GPs and then the GPs will contact their patients as participants.

	The GPs already have the eligibility criteria and have been very active in recruiting participants. And they also receive a small fund for recruiting the participants.

	This has been remarkably efficient and effective at recruiting to the point where on average they have been recruiting between 300 and 400 participants a month.

	Next slide, in contrast, the US is dependent on multiple ways of community-based recruitment. We can work with sites that have previously conducted clinical trials and we have done that in many with many of the initial sites including Wake Forest. But we also encourage sites to use the methods that work for them the best. And that includes mailing and postcards.

	They really do work for some sites. The return is usually about 3% but it usually it really does work for some of the largest sites.

	Media, television, newspaper community presentations at senior living associations that are assisted living facilities, churches, clinic referrals, flyers, and health fairs.

	But what we have learned is that we have to keep in mind that all of these approaches must be very culturally specific for each community and each culture being addressed.

	Next slide, please. This map depicts the 40 sites that are distributed within the US. And those four sites are also distributed to four hubs.

	The Berman Center which is located here in Minneapolis at Hennepin County Medical Center. HealthPartners is also located in Minneapolis and they have about five sites in their network. The University of Texas has a very large proportion of sites and then Chicago Rush. Each of those hubs has several sites that they are coordinating.

	Overall Texas, Detroit, Ann Arbor and Chicago have the highest percentage of minorities and have been most successful in recruiting minorities.

	As you can see most of the sites are strewn over the mid and eastern part of the country. But we do have one site at Stanford that has been very successful.

	Next slide, thus far we have recruited over 18,200 participants. In the US, about 2,300 and in Australia 15,900. And we anticipate completing recruitment by the end of this year by December 2014.

	The pie chart depicts a distribution of the minorities we’ve recruited of - I’m sorry of all races that we’ve recruited. So in the blue are Caucasian at about half, 33% have been African-American, 16% Hispanic and then a small percentages of other races including Asian-Americans, Indian and a combination of races.

	Next slide, so what we’ve learned in the challenges in the minority recruitment are first that while minority recruitment is often advocated by many different studies and agencies there’s still very little support either financially or within a healthcare system for minority participation.

	Minority recruitment is very resource intensive and expensive. And what we have found is that there are not adequate resources for really successful and expedient minority participation.

	It’s very important to establish partnerships and long-term relationships with key community resource people and view these relationships as investments.

	It’s important to learn how people access and use health care especially when it comes to individual minorities so health literacy is one of those pieces of accessing healthcare.

	Most importantly we have learned that you need to build trust. You need to build a trusting relationship with the people in the clinics that you’re recruiting.

	We also need to learn why people aren’t as trusting. African-Americans have above five times the odds of having the highest distrust as far as Caucasians.

	And Hispanic adult children and grandchildren provide healthcare knowledge. They also desire a personal relationship with the doctor. So, different patients need different approaches for recruitment. And lastly it’s very effective to share study results at community functions.

	Next slide, this slide describes a study that I’ve been conducting for the past three years. This is the - sorry, this is the NIA BRINK Study BRain IN Kidney Disease Memory Study.

	This is a longitudinal epidemiologic study of cognitive impairment in stroke and chronic kidney disease at four sites in the Twin Cities in Minnesota.

	Our goal is to recruit 400 chronic kidney disease patients most of whom will have a GFR less than 45, and 130 non-CKD, non-Chronic Kidney Disease, controls with an EGFR of 60 over.

	Our primary goal is to pursue why chronic kidney disease patients have two to three times higher rates of cognitive impairment and pathophysiology of those higher rates.

	We know that they have tremendously elevated levels of inflammation and microvascular disease as well as region specific areas of atrophy that may be consistent with Alzheimer’s disease.

	The challenge is trying to understand the multiple etiologies and the relative contribution of each of these etiologies to these high rates of cognitive impairments so that we can prevent them.

	We are measuring cognitive function with a 45 minute cognitive battery, physical function, stroke incidence and prevalence, serum and urine biomarkers including (APOE4) and inflammatory maximum data stress biomarkers, ages and F2 isoprostane.

	We are also obtaining brain MRIs in one half of the cohort to look at structural imaging and then DTI.  And most recently we have added a pilot study to look at gas challenge stimulation using 3T arterial spin labeling to look at the vascular reactivity in the brains of these patients compared to their kidneys.

	The goal is to try to understand to what extent does the vascular pathology and endothelial dysfunction in the brand parallel that of the kidneys.

	Our initial analyses have indicated that there’s a higher risk of cognitive impairment in the African-Americans in our study with chronic kidney disease compared to Caucasians. And that risk appears to be at least fivefold.

	So to try to understand why that is we just obtained a new NIMH/ NIA supplement to pursue the causes of that higher cognitive impairment by adding additional African-Americans with brain MRIs, new biomarkers and literacy tests.

	We are also embarking on a new study to try to understand the effect of hemodialysis initiation on the brain and on cognition. That is not mentioned on this slide here but that’s another R1 that we are extending our study to.

	So the bottom line is that we are using chronic kidney disease patients as a model of accelerated aging and perhaps a model of accelerated vascular cognitive impairment.

	But we are still trying to determine to what extent Alzheimer’s disease may play a role on whether the vascular cognitive impairment may contribute to Alzheimer’s disease in these patients.

	Next slide, I’d like to especially thank the ASPREE team at the Berman Center in Australia. And those members are listed there Dr. Grimm, Richard Grimm is the PI in the US and Dr. John McNeil is the PI in Australia. I am the US geriatric PI.

	Some people with more minority experience for those who are seeking more advice include Neelum Aggarwal who’s a neurologist and epidemiologist at Rush.

	Karen Graham and Raj Shah both at Rush. Karen has been especially helpful and Raj has been very innovative in his recruitment methods in community senior centers and living facilities, Darrick Lam MSW from the US Administration on Aging and Mildred Hunter, the Office of Minority Health.

	I’d like to thank NIA for sponsoring this and for offering me to be a speaker. Thank you.

Amy Wiatr-Rodriguez:	Wonderful. Thank you so much Dr. Murray.

Dr. Anne Murray:	Sure.

Amy Wiatr-Rodriguez:	And now we’re going to hear from Dr. Laura Gitlin with Johns Hopkins University. Dr. Gitlin?

Dr. Laura Gitlin:	Good afternoon everybody. And I would like to thank the previous speakers. I learned quite a lot and also to the organizers and specifically Nina Silverberg for her vision of including non-pharmacologic approach in dementia care.

	I’m going to ask you to switch gears. We’ve been talking about prevention primarily. And we’re going to switch gears now to talk about care so the next slide, please.

	And before I do that I’m going to - I want to thank my many funding sources. And I’ve been involved in non-pharmacologic research for the past 25 close to 30 years and am very grateful to the support that I’ve received for the work that I’ll be presenting to you today.

	Next slide, so I’m going to be talking about the role of non-pharmacologic approaches in caring for people with dementia and their families.

	And then I will touch upon some of the recruitment strategies and the recruitment challenges that are very much a part of this work. And it will pick up on the thread that Dr. Murray presented just a moment ago.

	So obviously dementia is a worldwide epidemic and a cure really is in sight. The wonderful work that we’ve heard so far is incredibly promising. And even as those preventive strategies come to light, there will be millions of people worldwide and in our country who will still have the disease.

	And as you’re aware this disease is protracted and over - it occurs over a long period of time.

	And most people with dementia live at home and they actually die at home. And they live alone or with others and are cared for by family members.

	And we know from many years of NIA funded research the incredible impact of this disease on family well-being.

	And so we really must balance our efforts in looking for prevention in cures with also looking for strategies to provide some kind of support to a person with dementia who’s living at home and their family members.

	Now some of the most challenging symptoms in dementia which occur really right at the very beginning at the early stages are functional dependencies that increase over the trajectory of the disease, a whole wide range of behavioral symptoms such as agitation and aggression and other neuropsychiatric symptoms that also begin very early on in the mild cognitive phase to the severe stage and caregiver burden. And there is an emerging research showing that as early as the diagnosis or early symptoms of memory loss and other kinds of cognitive changes, families will express a lot of anxiety and burden.

	And so these are three primary areas that haunt people with dementia. And we really don’t have a care system that has adequately addressed these areas. And this is where clearly a non-pharmacologic approach can be very, very helpful.

	As a matter of fact we just finished two reviews of randomized trials, one focusing on different ways of supporting people with dementia.

	And I frankly was surprised to see that there were 48 well-crafted randomized trials targeting people with dementia with a wide range of very positive outcomes including decline in behavioral symptoms, functional dependence, improvement of quality of life.

	And in another review that we just finished we’ve identified over 150 caregiver intervention studies specific to dementia caregiving and again showing very important positive outcomes.

	Now I’m going to be highlighting some of those studies that my team and I had been conducting. But the point is that we have an emerging and actually robust body of knowledge that is right for translation and for the development of clinical management tools and systems of care.

	Next slide, please, so I’m just going to give you a whirlwind tour of some of the non-pharmacologic approaches that we have tested.

	And the first is a study funded by the National Institute on Aging in which we wanted to target head-on the reduction of behavioral symptoms because that is one of the major areas that families will find to be most distressful.

	And at the moderate stage of the disease families can be managing an average of ten to 12 of these kinds of symptoms as I said before the repetitive questioning and shadowing and all different forms of agitation.

	And we know that these behaviors are a consequence of obviously the brain disease but also more than that. Because cognitive changes cannot explain the behavioral manifestations that families are managing.

	And it really represents an interaction of the changes that are occurring to the person with dementia as well as their physical environment that they’re interacting in and also their social environment meaning how the family members are interacting and providing care.

	And so we use what we call triadic concept of looking at the person with dementia and what’s going on with them, whether they have slept, their pain, if they have underlying infections, whether they are adequately engaged, if they have fear and so forth.

	We look at family members and how they’re interacting in setting up their care routine and we look at the physical environment.

	And using that triadic concept in Project ACT we tested an 11 session approach by which we had a nurse conduct a medical examination of the person with dementia in their home to rule out dehydration and also to draw blood and urine to look at underlying infections that may be contributing to the behavioral symptom.

	And also to sit down and talk to the family caregiver about ways that they could de-stress themselves and take better care of themselves and also to look at medical history the person with dementia and their medication profile.

	And all of those results were discussed with the caregiver and also with the attending physician of the person with dementia.

	And that’s accompanied by a series of about nine sessions by an occupational therapist who works with the family member to identify the constellation of behaviors that are occurring and then identifying the one that’s most distressful or poses as an immediate safety concern to the person with dementia or the caregiver.

	And then through a very systematic problem-solving approach coming from the field of psychology, works with the OT, works with the caregiver to try to identify describe the behavior, identify underlying patterns so maybe the behaviors occur at a particular time of day in order to understand what are the triggers in the environment if you will that may be contributing to the behavior.

	And obviously these kinds of triggers can be modifiable. And then also of course in each of the sessions there is continuous support and ongoing education.

	And caregivers are then trained in very simple strategies to communicate more effectively, to set up activities in ways that can support the person with dementia and to arrange their physical environment.

	For example a common strategy would be to de-clutter the environment because it may be very confusing to the person and contributing to agitation.

	And you can see that at a both 16 and 24 weeks although I’m showing you the 16 weeks the outcomes that we are able to reduce the behavior that was most pressing to the family caregiver compared to folks that were in the control group which was a usual care or no contact control group.

	You can also see that the control group does improve a little bit because these behaviors fluctuate. But the ACT group does outperform in terms of the percent who improved in the behaviors and improvement being that the behavior was eliminated or got better.

	And next slide, please, so just by eliminating one of the many behavioral symptoms -- and of course the strategies for that one symptom are definitely generalizable to other symptoms -- you can see on this slide that kind of high impact that we have on different aspects of the family’s well-being.

	We have been able to improve their mood, decrease their burden, decrease their upset with behaviors through actually decreasing the occurrence of behaviors and also their understanding of why behaviors occur.

	These behaviors are not a consequence for example of their husband being spiteful or stubborn or doing things on purpose.

	We’ve been able to improve their management skills. And also we through the nurse component of this intervention we found that 35% of those in the treatment group had an untreated infection or blood disorder that was then managed.

	And I think that this one finding in itself raises some critical issues as to how we should be caring for people with dementia.

	The next slide, please. In our ACT intervention one of the things that we noted is that people sit at home a lot and have nothing to do.

	And we know from previous research that not being engaged and being bored and under stimulated or over stimulated can be a cause of agitation.

	So our next trial where ACT was a Phase 3 we wanted to look at the role of activities specifically to reduce agitation and other kinds of agitated type behaviors in people with dementia.

	And we have money from the National Institute of Mental Health to perform a Phase 2 trial. And this involved eight home sessions by an occupational therapist who conducts a very extensive assessment of the person with dementia identifying not what they can’t do which is what most of our neurological tests do but also what the person is capable to do.

	And we’ve been able to show in this trial that even people with very low MMSEs of under 10, under 2 as long as they’re not at the end stage of the disease that we can always find an activity that can engage the person and keep them connected as part of their family.

	And you can see here that it’s pretty, you know, dramatic reduction in the percent of family caregivers reporting patient agitation at four months for those who received the TAP or the Tailored Activity Program versus a no treatment control.

	Next slide, and this slide just shows again that close to 80% of those in the TAP group reported overall improvement compared to 40% in the control group of all different kinds of behaviors.

	And you can see that only 20% of those in the TAP group had a worsening of overall behaviors versus 60% of those in the control group.

	Next slide, please, the other kind of very important finding from this is the impact on families. Because families have to engage the person through this intervention and they are involved in setting up the activities and so that can take time.

	But by being shown how to use these activities on a daily basis we were able to show that caregivers had benefited by finding a lot of time that they could just use for themselves.

	So we show on the left-hand side that by four months the control group indicated that they were involved almost four hours more over four months in having to do things for the person with dementia whereas those who received TAP reported one hour less of having to do things on a daily basis.

	And on the right side caregivers reported, who received TAP, a reduction of five hours of feeling that they were on duty compared to those in the control group for which there was an increase of three hours of time of their time feeling on duty.

	Next slide, please, this was very encouraging and we have since gotten a Phase 3 trial from the National Institute on Aging to test this on a larger scale.

	And we also show in this slide that this has been picked up by many countries and in different settings that we’re testing it at all different ways.

	We received a small grant from the Alzheimer’s Association to show a proof of concept of how activity could be at therapeutic approach embedded in a chronic care hospital that is working with - who receives people with dementia who are admitted for aggressive and agitated behaviors.

	And now that a therapeutic approach is being integrated within the treatment along with medication reduction and medication adjustment.

	And so we have three Phase 3 trials, again one by NIA, one in Australia and one supported by the Veterans Administration in Gainesville.

	And we have several what I would just call translational activities because even though we need to build more evidence there are so few opportunities to provide meaningful care to people with dementia that Scotland is trying to roll this out throughout their country and in Brazil as well, and England is pilot testing it, et cetera.

	Next slide, please, well even though we’re proceeding with TAP we felt that ACT and TAP approached the problem of behaviors in different ways. And we’ve had previous funding by NIA to address functional issues in people with dementia.

	And we decided to put this all together in kind of a megadose if you will to address both function and behavior and caregiver well-being. And this was the COPE Trial.

	And just quickly we’ll go through that very similar approach as ACT where we have a collaborative team of a nurse in an occupational therapist who works with the caregiver to identify the most pressing areas of concern and sets up the environment for the caregiver, provides various kinds of adaptive equipment and trains the caregiver to use problem-solving approaches to address all different kinds of problem areas and provide support. It’s very specific training and ways to take care of themselves and so forth.

	And here we show just going through reporting some of the outcomes from this trial. We show small but at the same time good effects for reduction in functional dependence in persons with dementia over a four month period.

	And what we think is happening here is that of course with disease progression we’re not going to stop that. But what we are eliminating is what we would just call excess disability due to the way the caregiver is providing care and/or their physical environment. And we show improvements in activity engagement and quality of life.

	Next slide.

Amy Wiatr-Rodriguez:	Yes and hi Dr. Gitlin. I’m sorry this is Amy. Unfortunately we’re going to have to end the presentation portion so that we can have time for a Q&A.

	So I don’t know if there are any final - I know we weren’t able to get through all your slides, but are there any final statements you want to make?

Dr. Laura Gitlin:	Sure. Yes if you just go to the last slide if you will, it is the slide before. I just wanted to say that we are moving forward with developing these strategies into products. But I just want to mention that slide, please know the slide before, just want to mention...

Amy Wiatr-Rodriguez:	This one?

Dr. Laura Gitlin:	...how challenging recruitment is. And this can just give you an idea of where we’re at with the NIA trial on TAP where from 210 queries we have enrolled 48 people which is, you know, 23% of those who we are able to recruit, you know, meet our criteria and get enrolled.

	So this is just a very challenging area. And we have to pay a lot of attention and a lot of resources to it.

	And then if you just go to the next slide, the next slide, I just want to conclude that our work and many others show that non-pharmacological interventions are very promising.

	We have great evidence for improvements in the areas listed on this slide but our trials are dependent upon recruitment.

	It is a volume business. It takes a lot of effort particularly for minority recruitment to occur but not only for recruitment but also for retention because this is such a high-risk population.

	So I’m sorry I didn’t get through all my slides but I think you got the key messages. So thank you.

Amy Wiatr-Rodriguez:	Oh wonderful. And thank you so much for the information. And absolutely the information there is on the slides for people to look at that are posted even if we didn’t get to go over them on the live Webinar.

	And I know we’ve got a lot of questions coming in now on the chat line so I want to move us into our question and answer session.

	And we do have the availability for people to ask their questions over the phone so I’m going to let our operator, come on and tell us how people can ask questions on the phone.

Operator:	All right this is the operator. What you’ll want to do to ask a question over the phone is you’re going to press Star 1 on your touch-tone phone.

	After you press Star 1 it will prompt you to record your name. You’ll need to record that because it’s required for me to introduce your question into the conference.

	Again if you’d like to ask a question you can press Star 1 and record your name as it is required for me to introduce it into the conference. We’ll stand by while we wait for questions to come in or you can take questions via the Web portion.

Amy Wiatr-Rodriguez:	Yes. And we’re going to do while we’re waiting for questions to queue up on the phone lines I’m going to go to a couple that came in via the chat feature already and I know more are coming in too so please keep them coming.

	The first question I have is for Dr. Craft, I think. And there is a question regarding high rates of diabetes in Native American elderly and if there’s any higher incidence of Alzheimer’s disease in Native American elderly as well as were they represented, were there any Native American elderly represented in SNIFF or other different - what kind of what was the overall ethnic and racial makeup of the participants in the SNIFF trial?

Dr. Suzanne Craft:	That’s a great question. And yes we do know that Native American folks have a very high risk for diabetes.

	Unfortunately we have not been able to study large groups of Native American participants. So I don’t think we can answer any question about their differential risk with respect to how - or their differential response to intranasal insulin.

	I think we did have one participant in SNIFF who was Native American and we had about 10% African-American.

	I should preface this by saying that the study was carried out in Seattle and so our enrollment did match the regional demographics but certainly insufficient to answer the very important questions of whether this would be a treatment from - for that’s effective for folks that are from Native American communities.

Amy Wiatr-Rodriguez:	Sure. Okay and then I want to give a chance too for Dr. Nina Silverberg. Is there anything else that you’d like to add?

Dr. Nina Silverberg:	Yes. I have done some work in the past in the Native American community so I just wanted to add some sort of background information which is that as Dr. Craft stated it is very difficult to recruit Native American participants probably even more than African-American or Hispanic people to participate in research for very good reasons, past historical problems.

	There has been one study from the Kaiser Permanente group which just involved the people who attend their - who use their services.

	And it is suggestive that the rates of dementia are higher in that group. You know, other groups also have a lot of the same risk factors but theirs is quite high and there is some evidence now coming out that it is higher in that group.

	But also some past research has suggested that it was lower but we think that may be because of very small numbers and because of some misconceptions about how people take care of their elders in that community.

	So it’s certainly an area the requires a lot more work and we’re hoping to get more Native American researchers to help us answer those questions.

Dr. Anne Murray:	This is Dr. Murray. I was fortunate today to introduce a Native American Speaker, Dr. Blythe Winchester, who’s a geriatrician in North Carolina who was speaking specifically about how to diagnose dementia using a cultural sensitive approach.

	And one of her preconference comments was that, you know, dementia really has not been something the native community has pursued in the way of compared to other healthcare concerns and that there’s more - there traditionally has been more of an emphasis on babies and children and even adolescents. But they’re finally starting to turn the corner and be more public about their concern and open to interventions.

Amy Wiatr-Rodriguez:	Great. Thank you all so much and also as a reminder last year our Webinar series we did do an entire session on health disparities, diversity and dementia.

	And all of the materials from that are recorded and available on that same Web page as the slides for today’s Webinar are, so people who are interested in that may also want to reference that.

	Let me move on and see if we have any questions that are coming in via the phone line.

Operator:	We do have one question coming in over the phone line from Glafyra Ennis-Yentsch. Your line is now open.

Glafyra Ennis-Yentsch:	Yes. My question has to do with all these research projects. There are a lot of very frail elders who weigh less than 100 pounds.

	And I’m wondering whether these have been included in part of the research or whether you anticipate that they would be able to, you know, participate in the future? Some of them also seem to have rather extensive osteoporosis.

Amy Wiatr-Rodriguez:	This is Amy. I’m not sure if any of our presenters who would like to try to tackle that question?

Dr. Anne Murray:	So this is Dr. Murray. I...

Glafyra Ennis-Yentsch:	In other words for some of the drugs that are out for people with Alzheimer’s now people who weigh less than 110 pounds it’s - they’ve been suggested that they don’t take the medications.

Dr. Anne Murray:	Sure.

Glafyra Ennis-Yentsch:	So I’m wondering whether or not the people that are, you know, very underweight and also frail because of disease for instance osteoporosis whether you would be interested in them participating in the research in the future?

Dr. Anne Murray:	Well I think each study is so individual that the eligibility criteria really have to be individualized especially for frail elderly.

	But I don’t think there is a blanket answer because some medications are just more easily tolerated. A lot of the anticholinesterase inhibitors that are used for Alzheimer’s disease are not well tolerated because especially because of their GI side effects and anorexia.

	But there are other medications that are much more easily tolerated. I don’t know Roberta if you can comment on the tolerance of the investigational medication you’re working with?

	Is she still on?

Amy Wiatr-Rodriguez:	Dr. Brinton?

Dr. Roberta Diaz Brinton:	Yes I’m still here. Sorry I was on mute. So the problem that you really face in these late stage individuals isn’t it - is that an accurate perception that these people are in late stage disease? Is that correct?

Glafyra Ennis-Yentsch:	Some of them but not all of them.

Dr. Roberta Diaz Brinton:	Yes. So I think the use of I don’t - you know, obviously the phytoserms is not targeted to this population. The use of a regenerative therapeutic is this is the first trial ever of a regenerative therapeutics for Alzheimer’s disease and is part of the initiatives from NIA for novel innovative therapeutics.

	We’re in the early stages. Clearly people who are very frail have as was already mentioned multiple challenges and not the least of which is I know how well they’re going to tolerate any therapeutic and from our perspective a development challenge that we’re starting to work on is how do we identify persons who are capable of regeneration in the brain?

	There is no marker, an imaging, brain imaging marker that identifies this regenerative population outside of exposure to radioactivity.

	But what we’re working on is developing an IPS, an Inducible Pleuripotent Stem cell strategy in which we can derive IPS cells from lymphocytes and then expose those IPS cells to in this case ALO to determine whether there is regenerative potential.

	We’re also going to be differentiating these IPS cells to neuro stem cells to ask that question, you know, more completely. It’s early stages. It’s really early stages.

	But I think it’s a really important question because as we all are acutely aware we’re on the clock and time is of the essence both for individuals with the disease and people at risk.

Amy Wiatr-Rodriguez:	Great, thank you so much. And I know we are kind of right at time. If - while we still have a lot of questions though and some I’m wondering if our presenters are amenable to it we’ll take maybe - we’ll do maybe three more questions that have come in so far if that’s okay.

	And again all of this is being recorded so if people can’t stay it will still be available via the transcript and the recording that we will post in about one week.

	So let me move into a couple of the other questions that we’ve received. There is one for Dr. Murray. And there was a question from Bonnie.

	She was wondering if there’s any particular reason that the Midwest and Northwest sites were not included in the ASPREE trials?

Dr. Anne Murray:	One of the primary reasons that West Coast wasn’t included is because the costs were relatively higher there, the recruitment costs and so our budget was quite limited in terms of per capita per recruitment costs so - or payments I should say.

	And also there is simply we had to go where there was the highest concentration of minorities and focused on Chicago and the South and Texas because of that.

Amy Wiatr-Rodriguez:	Okay.

Dr. Anne Murray:	But we would have relished other - actually we did try to talk to UW Seattle and they were not interested and several other sites on the West Coast and I think was largely cost driven.

Amy Wiatr-Rodriguez:	Okay great. Thank you so much.

Dr. Anne Murray:	Yes.


Amy Wiatr-Rodriguez:	I have a question for Dr. Craft. This was from Jennifer. And she was wondering if it mattered for the SNIFF trial if the participants had diabetes and if you could comment about connections between Alzheimer’s and diabetes?

Dr. Suzanne Craft:	Sure. We actually were not able to enroll participants with diabetes into the SNIFF trial. And the reason for that is because they’re taking medications that can interfere with their ability to see the effects of the intranasal insulin.

	Either they’re taking, you know, insulin injections or other anti-diabetic medications which would make it hard for us to see the additional benefits from the intranasal insulin.

	And so I will say that the epidemiology work is fairly convincing now that having either pre-diabetes which is the condition that precedes diabetes usually by ten years or so or having actually crossed the line into diagnosable Type II diabetes increases your risk. And the estimates are anywhere from two to five-fold.

	And likely doing this from a because of a number of different reasons but in part because as I alluded to in my talk interfering with insulin’s normal healthy functions.

	Also diabetics have increased vascular problems, problems with their blood vessels in their brains which can promote the development of Alzheimer’s disease.

	And they also tend to have high levels of inflammation which we also know in the brain can prevent the brain from being able to clear the beta-amyloid and have other negative effects.

Amy Wiatr-Rodriguez:	Great. Thank you so much. And I think with our final question we’ll start with Dr. Gitlin. But maybe some of our other speakers may want to respond to this as well.

	And the question is from Pat. Is their research in the works that could create a way to look at the increased well-being of the people with dementia?

	Much work is done about caregiver burden but what about a way to measure the actual well-being of the people with dementia?

Dr. Laura Gitlin:	Well it’s a great question. And we really need to examine different measurements in order to evaluate the impact of different care strategies for people with dementia.

	There are scales that we can use. The question is at what stage of the dementia are they usable? But there are quality of life scales for example that have shown a good adequate psychometric properties for people at a pretty low level of, you know, cognitive status.

	Then there are of course observational techniques and the use of other kinds of observational video technologies and behavioral coding that our group and others are using in order to provide evidence of benefit in affect and well-being. And so certainly that’s an area that is of concern.

	And I just want to say one more thing that there’s been some recent reviews of the existing caregiver interventions that are really targeting families in helping, you know, that are designed to support them.

	And what is being found is that by supporting the family caregiver it can have a great benefit on the person with dementia and then also the other way around for example as we showed in the Tailored Activity Program.

Amy Wiatr-Rodriguez:	All right. Great. Well I think we’re over time and I just want to thank everybody who presented today. And for all of you who asked questions for those of you that we did not get to answer your questions we will be following up with you individually in as much as we have your name and contact information that you provided to register we will be following up with you.

	So again a huge thank you to our speakers, a special thank you to Nina Silverberg of NIA and also to our ACL intern Kelly Wright for helping organize today’s Webinar.

	And I also want to thank Angie Deokar with the CDC, Karen Graham with Rush Alzheimer’s Disease Center and Jennifer Watson and Charlene Liggins with NIA who also helped to put this Webinar today together.

	Again thank you to everyone who attended, to those of you who asked such great questions.

	If there are any additional questions, if you have any suggestions for future Webinar topics, or you just want to share feedback on whether this Webinar was helpful to you or not we want to hear from you. So please email us. You can use my email address which is amy.wiatr@acl.hhs.gov.

	We want these Webinars to be as useful to you as possible so we really do welcome your suggestions and try to adjust our content accordingly.

	We will send an email out to everybody who registered for today’s Webinar when the recorded materials are available.

	And again we want to thank you for joining us. And this concludes today’s Webinar.

Woman:	Thank you everyone. Bye.

Woman:	Thank you all.

Woman:	Bye-bye.

Woman:	Thank you.

Operator:	That will conclude today’s conference. Thank you for your participation. You may now disconnect.


END
