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WELCOME

We are deeply grateful to our generous sponsors whose support makes this meeting possible: Eli Lilly &
Company, Merck Research Laboratories; Pfize
NeuroPhage Pharmaceuticals, Inc.; Genentech; Satori Pharmaceuticals Inc.; PsychoGenics; Baxter
Healthcare Corporation;
thank our exhibitors an
to all of our speakers and chairs for the hard work they do to accelerate drug discovery for Alzheimer’s
disease and related dementias.

Engaging the next generation of research scientists in this field is more important than ever and we are
pleased to announce our 2012 Young Investigator Scholarship winners. We encourage you to visit their
poster presentations which will be displayed throu

To help us plan an even better conference in 2013, please complete the survey to provide us with
feedback and suggestions.
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Executive Director and Chief Science Officer
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ABOUT THE ALZHEIMER’S DRUG DISCOVERY
FOUNDATION

CONQUERING ALZHEIMER’S THROUGH DRUG DISCOVERY

Our mission: To accelerate the discovery of drugs to prevent, treat and cure Alzheimer’s

disease, related dementias and cognitive aging.

Founded in 1998 by Co-Chairmen Leonard and Ronald Lauder, the Alzheimer’s Drug Discovery

Foundation (ADDF) awards grants to leading scientists conducting breakthrough drug discovery and

early clinical research.

The ultimate goal of our unique organization is to support the science that will drive the development of

drug therapies for Alzheimer’s.

WHAT WE’VE ACCOMPLISHED

 The ADDF has granted more than $51 million to fund 370 Alzheimer’s drug discovery

programs and clinical trials in academic centers and biotechnology companies in 18

countries.

 Many of the ADDF’s grants are structured as loans or investments which provide a return that

can be reinvested in new grants. From $12.7 million invested to date in biotechnology company

grants, $2.4 million has come back to the ADDF so far as returns on investment – and

has been committed to new research.

OUR CONFERENCES

The Alzheimer’s Drug Discovery Foundation organizes two annual international scientific conferences as
part of our ongoing efforts to increase researchers’ knowledge about Alzheimer’s disease and the drug
discovery process. The conferences promote networking to catalyze the exchange of ideas and foster
alliances that accelerate the development of new treatments for AD.

Our annual International Conference for Alzheimer’s Drug Discovery, held in the fall, focuses on the
discovery and development of drugs targeting Alzheimer's disease and related dementias. The Drug
Discovery for Neurodegeneration conference, held in the winter, is designed to educate scientists on the
process of translating basic neuroscience research into innovative therapies.

The Alzheimer’s Drug Discovery Foundation also plans smaller “catalyst conferences” that center on a
relevant topic in the field of neurodegeneration.
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PROGRAM
Sunday, September 9

5:00−7:00 On-Site Pre-Registration

Monday, September 10

8:00 – 8:30 Registration & Continental Breakfast

8:30 – 8:50
Welcome & Opening Remarks
Howard Fillit, MD, Alzheimer’s Drug Discovery Foundation

8:50 – 9:30
Plenary: Clinical Development of Neuroprotective Peptide, Davunetide
Michael Gold, MD, Allon Therapeutics Inc.

I. Neuroprotection: Aβ, Tau, and Mitochondria Function
Chair: Diana Shineman, PhD, Alzheimer’s Drug Discovery Foundation

9:30 – 9:35 Session Overview: Diana Shineman, PhD, Alzheimer’s Drug Discovery Foundation

9:35 – 9:55
Orally Active Bioavailable Metal Attenuating Compounds for Alzheimer’s Disease
Peter F. Kador, PhD, University of Nebraska Medical Center

9:55 – 10:05 Q&A

10:05 – 10:25
Development and Efficacy Evaluation of Novel Immunotherapy for Human Tauopathies
Kun Ping Lu, MD, PhD, Beth Israel Deaconess Medical Center, Harvard University

10:25 – 10:35 Q&A

10:35 – 11:05 BREAK

11:05 – 11:25
Dynamic Disease Monitoring Network Biomarkers for Tracking Frontotemporal Dementia
William Seeley, MD, University of California, San Francisco

11:25 – 11:35 Q&A

11:35 – 11:55
Behavioral Efficacy of Anti-Abeta42 Oligomer Small Molecules
Susan Catalano, PhD, Cognition Therapeutics, Inc.

11:55 – 12:05 Q&A

12:05 – 12:25
Clinical Evaluation of MSDC-0160 in Subjects with Mild Alzheimer's Disease
Jerry R. Colca, PhD, Metabolic Solutions Development Company, LLC

12:25 – 12:35 Q&A

12:35 – 1:30 LUNCH AND POSTER SESSION

II. Neuroprotection: Synaptic Plasticity and Cognitive Enhancement
Chair: Penny Dacks, PhD, Alzheimer’s Drug Discovery Foundation

1:30 – 1:35 Session Overview: Penny Dacks, PhD, Alzheimer’s Drug Discovery Foundation

1:35 – 1:55 Selective GABA a5 Ligands for Cognitive Enhancement in Patients with Mild Cognitive Impairment
Sharon Rosenzweig-Lipson, PhD, AgeneBio Inc.

1:55 – 2:05 Q&A

2:05 – 2:25 Clinical Development of a Novel Activator of Phosphoprotein Phosphatase 2A for Alzheimer’s Disease
Jeffry Stock, PhD, Signum Biosciences, Inc.

2:25 – 2:35 Q&A

2:35 – 2:55 A New Treatment for Cognitive Disorders
Mauro Costa-Mattioli, PhD, Baylor College of Medicine

2:55 – 3:05 Q&A

3:05 – 3:35 BREAK

3:35 – 3:55 In Vivo Characterization of Novel mGlu5 PAMs in Aged Rats
Jerri M. Rook, PhD, Vanderbilt Center of Neuroscience Drug Discovery

3:55 – 4:05 Q&A

4:05 – 4:25 CRF1 Receptors as a Novel Target for Slowing Age-Related Neurodegeneration
John G. Csernansky, MD, Northwestern University

4:25 – 4:35 Q&A

4:35 – 4:55 Two Novel Compounds for the Treatment of Alzheimer’s Disease
Marguerite Prior, PhD, The Salk Institute

4:55 – 5:05 Q&A

5:05 – 5:10 Closing Remarks
Howard Fillit, MD, Alzheimer’s Drug Discovery Foundation

5:10 – 7:00 NETWORKING RECEPTION AND POSTER SESSION
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Tuesday, September 11

8:00 – 8:30 Continental Breakfast

8:30 – 9:10 Plenary: Brain Bioenergetics and Aging: Therapeutic Strategies for Intervention
Russell H. Swerdlow, MD, University of Kansas School of Medicine

III. ApoE and Vascular Targets
Chair: Rachel Lane, PhD, Alzheimer’s Drug Discovery Foundation

9:10 – 9:15 Session Overview: Rachel Lane, PhD, Alzheimer’s Drug Discovery Foundation

9:15 – 9:35
Optimizing Drug Like Compounds that Increase ApoE Release from Human Astrocytes to Treat Alzheimer’s
Disease
Rick Jack, PhD, Madera BioSciences, Inc.

9:35 – 9:45 Q&A

9:45 – 10:05
Preventing Leukocyte Adhesion and Impaired Cerebral Blood Flow as a Treatment Strategy for Alzheimer’s
Disease
Nozomi Nishimura, PhD, Cornell University

10:05 – 10:15 Q&A

10:15 – 10:35
Discovering Small Molecules to Increase Lipidation of ApoE
Cheryl Wellington, PhD, University of British Columbia

10:35 – 10:45 Q&A

10:45 – 11:10 BREAK

11:10 – 11:30
Targeting ApoE and ApoE Receptor Pathways for Alzheimer’s Disease Therapy
Guojun Bu, PhD, Mayo Clinic

11:30 – 11:40 Q&A

11:40 – 12:00
Development of Peptidomimetic ApoE/Abeta Binding Inhibitors as an Effective and Non-Toxic Therapeutic
Approach for AD
Thomas Wisniewski, MD, New York University School of Medicine

12:00 – 12:10 Q&A

12:10 – 12:30
Identification of Small Molecules That Can Prevent Mitochondrial Dysfunction Associated with the Generation of
Apolipoprotein E Fragments in Neurons
Robert W. Mahley, MD, PhD, The J. David Gladstone Institutes

12:30 – 12:40 Q&A

12:40 – 1:25 LUNCH AND POSTER SESSION

IV. Biomarkers to Accelerate Clinical Development
Chair: Howard Fillit, MD, Alzheimer’s Drug Discovery Foundation

1:25 – 1:30 Session Overview: Howard Fillit, MD, Alzheimer’s Drug Discovery Foundation

1:30 – 1:50
Effects of Brain Beta-Amyloid on Postoperative Cognition
Marek Brzezinski, MD, PhD, University of California, San Francisco

1:50 – 2:00 Q&A

2:00 – 2:20
Safety/Tolerability and Effects on Cognitive Impairment, Impaired Cerebral Cortical Metabolism and Oxidative
Stress of R(+)Pramipexole Administered to Subjects with Early Alzheimer’s Disease
James P. Bennett, Jr., MD, PhD, Virginia Commonwealth University

2:20 – 2:30 Q&A

2:30 – 2:50
Imaging Agents for Diagnosis of Tauopathic Neurodegenerative Diseases
Jeff Kuret, PhD, Ohio State University

2:50 – 3:00 Q&A

3:00 – 3:20 BREAK

3:20 – 3:40
[18F]-THK523, a Novel In Vivo Tau Imaging Agent
Victor L. Villemagne, MD, Austin Health

3:40 – 3:50 Q&A

3:50 – 4:10
High Resolution Quantitative Magnetization Transfer Imaging in Entorhinal Cortex
Ying Wu, MD, NorthShore University Health System Research Institute

4:10 – 4:20 Q&A

4:20 – 4:40
TDP-43 and Tau as Cerebrospinal Fluid Biomarkers to Discriminate Frontotemporal Dementia Subtypes
Marcel M. Verbeek, PhD, Radboud University Medical Center, Nijmegen

4:40 – 4:50 Q&A

4:50 – 5:00
Closing Remarks
Howard Fillit, MD, Alzheimer’s Drug Discovery Foundation
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13th International Conference on Alzheimer’s Drug Discovery

2012 ADDF YOUNG INVESTIGATOR
SCHOLARSHIPS

Congratulations to the recipients of the ADDF Young Investigator Scholarships! These
scholarships recognize the early achievements of talented young investigators by offering them the
opportunity to attend this conference and present posters of their work. Please visit the poster
presentations during the breaks, lunch and networking reception.

The 2012 Young Investigator Scholars are:

Tao Ma, New York University - New York, NY, United States
Glucagon-like Peptide-1 Cleavage Product Glp-1 (9-36) Amide Rescues Synaptic Plasticity and Memory Deficits in
Alzheimer Model

Antonett Madriaga, University of Illinois at Chicago - Chicago, IL, United States
Photoaffinity Labeling of Hdacs in Sh-sy5y Proteomes

Kelly Moore, University of South Carolina - Columbia, SC, United States
Inhibition of Alzheimer's-associated Abeta Aggregation by Gold Nanoparticles

Smita Mukherjee, University of Pittsburgh Medical School - Pittsburgh, PA, United States
A New Method for Quantifying The Chemical Heterogeneity of ABeta Peptides in Human Brain Using
Immunoprecipitation in Combination with Liquid Chromatography/mass Spectrometric Analysis

Olalekan Ogundele, Bingham University College of Medicine - Nassarawa, Nigeria
Microtubule Polymerization Properties of Vitamin D3 (1, 25 Dihydroxy Cholecalciferol) in Fish Scale Melanocytes:
A Model for the Study of Vitamin D3 in Mtpt Induced Parkinsonism.

Katie Robinson, University of Pennsylvania - Phildelphia, PA, United States
Characterization of Thromboxane Receptor-mediated Signaling: Insights into Novel Therapeutic Strategies for
Alzheimer's Disease

Cristina Rodriguez-Rodriguez, University of British Columbia - Vancouver, BC, Canada
Thioflavin-based Multifunctional Molecules with Potential Dual Function as Diagnostic and Therapeutic Agents for
Alzheimer's Disease

Kasturi Roy, Saha Institute of Nuclear Physics - Kolkata, India
Characterization of Aicd-grb2 Vesicle Trafficking

Isaac Schiefer, University of Illinois at Chicago - Chicago, IL, United States
Furoxans (1, 2, 5 Oxadiazole-n-oxides) as Novel No/cgmp/creb Signaling Neuroprotective and Procognitive Agents

Mitsuru Shinohara, Mayo Clinic - Jacksonville, FL, United States
Brain Regional Distribution of ABeta and Molecules or Markers Related To ABeta Metabolism in Non-demented
Individuals

Shiri Stempler, Tel Aviv University School of Medicine - Tel Aviv, Israel
Prediction of Drug Targets in Alzheimer's Disease by Perturbations of Metabolic Networks

Maria Telpoukhovskaia, University of British Columbia - Vancouver, BC, Canada
Toward Development of Novel Chelators as Potential Drugs for Alzheimer's Disease
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FUNDING OPPORTUNITIES

2012 General Request for Proposals (RFP) and Funding Priorities

The Alzheimer’s Drug Discovery Foundation’s (ADDF) General RFP funds drug discovery and
development research programs in the field of Alzheimer’s disease, related dementias and cognitive
aging in academic centers and biotechnology companies worldwide. Funding averages $150,000 per
year and must be justified based on the scientific work plan. In some cases, multi-year proposals can be
considered. Next Deadline: October 10th (Letter of Intent (LOI) due prior to October 3rd)

Program to Accelerate Clinical Trials (PACT) for Alzheimer’s Disease

The ADDF has created the Program to Accelerate Clinical Trials (PACT) to increase the number of
innovative drugs tested in humans at the crucial proof-of-concept stage for Alzheimer’s disease. This
program will fund biomarker-based pilot clinical trials for Alzheimer’s disease. The ADDF will provide
funding for up to $1,000,000 per application. Next Deadline: October 10th (LOI due prior to October 3rd)

2012 ADDF/ LBDA Lewy Body Dementia Biomarker Research Award

The ADDF and The Lewy Body Dementia Association (LBDA) are issuing an RFP for the 2012
ADDF/LBDA Lewy Body Dementia Biomarker Research Award. This award will provide selected
programs with up to $100,000 for one year of support to catalyze a research project focused on
developing innovative biomarkers that aid in early diagnosis, detection and disease monitoring of Lewy
Body Dementia. Deadline: October 10th (LOI due prior to October 3rd)

Accelerating Drug Discovery for Frontotemporal Degeneration

Research investigating the pathologic mechanisms of neurodegeneration in frontotemporal dementias
(FTD) and related disorders is advancing, creating new potential targets for drug discovery. The ADDF
and The Association for Frontotemporal Degeneration (AFTD) seek to accelerate and support drug
discovery for FTD and related disorders through this RFP. ADDF/AFTD will provide grants for one-
year duration (up to $150,000 each) with the possibility of follow-on funding. Deadline: September 20th

(LOI due prior to September 13th)

For more information or to apply for funding, please visit:
www.alzdiscovery.org/index.php/research-programs/grant-opportunities

For program related inquiries,
please contact:

Diana Shineman, PhD
Director, Scientific Affairs
Phone: 212-901-8007

dshineman@alzdiscovery.org

For application submission inquiries,
please contact:

Niyati Thakker
Grants Manager

Phone: 212-901-8019
nthakker@alzdiscovery.org
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A New Treatment for Cognitive Disorders

Mauro Costa-Mattioli
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How memories are stored in the brain is a question that has intrigued mankind over many generations. While
neuroscientists have already made great strides, indentifying key brain regions and relevant neuronal circuits, many
questions regarding the specialized molecular and neuronal mechanisms underlying memory formation remain
unanswered. Post-translational modifications of synaptic proteins could explain transient synaptic processes, such as
short-term memory (STM) and the early phase of LTP (E-LTP, lasting 1-3 hours), but new protein synthesis is
required for long-lasting ones, such as LTM and the late phase of LTP (L-LTP, lasting several hours). I will focus on
our recent findings: a novel signaling pathway that regulates the conversion from short- to long-term memory, brain
rhythmicity and L-LTP.
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Marguerite Prior, PhD, The Salk Institute

Dr. Marguerite Prior joined the Cellular Neurobiology Laboratory of Professor David Schubert
at the Salk Institute in May 2010 as a Postdoctoral Research Associate. Dr. Prior received her
Ph.D. from University College Dublin, Ireland in 2007, working on Prion Diseases under the
direction of Dr. Hillary McMahon. She began her postdoctoral training as a research fellow in the
department of Neuroscience at the Lerner Research Institute, Cleveland Clinic under the
direction of Dr. Riqiang Yan, an expert in the Alzheimer’s field relating to both the BACE
enzyme and the role of reticulon proteins in the formation of dystrophic neurites. During this
time she received a fellowship from the Alzheimer’s Health Assistance Foundation (AHAF) to
investigate the relationship between plaques and dystrophic neurites. Following the completion

of this project she moved to Professor Schubert’s lab in La Jolla to work on a novel neurotrophic and cognitive
enhancing drug for Alzheimer’s disease. Dr. Prior has received two young investigator scholarships from the ADDF
in the past and is currently funded through an award from the ADDF.

Two Novel Compounds for the Treatment of Alzheimer’s Disease

Marguerite Prior

The Salk Institute, San Diego, CA, USA

At present, there are few drugs that improve the memory deficits associated with normal aging and none that
prevent cognitive decline in chronic neurodegenerative conditions such as Alzheimer’s disease (AD), which is the
most common cause of dementia in the elderly affecting more than 24 million people worldwide. Historically, the
search for a treatment for AD has been focused on the amyloid beta peptide (A) that mediates familial Alzheimer’s
disease pathology. However, given that age is the greatest risk factor for AD, our laboratory has explored an
alternative drug discovery paradigm to select drug candidates for neurodegenerative disease that is based on efficacy
in cell models of multiple age-associated pathologies rather than exclusively amyloid metabolism. This scheme has
identified an exceptionally potent, orally active, neurotrophic compound (J147) that facilitates memory in normal
rodents, prevents behavioral and synaptic protein loss in AD transgenic mice, and reverses cognitive loss in aged
transgenic AD mice. J147 is also neurogenic in both very old and young mice and reduces the significant loss in
dendritic spines that occurs with age. Strikingly, we have found that the neurotrophic and memory-enhancing
activities of J147 are associated with the induction of brain derived neurotrophic factor (BDNF), a growth factor
that is reduced with age and in AD brain, that is required for normal cognitive function, and is implicated in
neurogenesis. J147 has the medicinal chemical properties of a good CNS drug and our data so far suggests that J147
has potential for the treatment of AD. However, in order to have a backup compound for J147, we have recently
been generating some derivatives of J147 using SAR driven chemistry. One derivative of J147 with similar potency
but superior pharmacological properties is currently being tested in AD transgenic mice for its ability to reverse AD
behavior and pathology.
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that allow us to more efficiently and accurately quant
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Selected compounds from in vitro screening will be further tested in AD mouse models to address their efficacy in
modulating apoE expression, A
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[18F]-THK523, a Novel in Vivo Tau Imaging Agent

Victor L. Villemagne,1,2

1. Centre for PET, Austin Health, Melbourne, Australia
2. The Mental Health Research Institute, Melbourne, Australia

Definitive diagnosis of tauopathies such as Alzheimer’s disease (AD), some variants of frontotemporal lobe
degeneration, progressive supranuclear palsy and corticobasal degeneration, is still reliant upon post-mortem
examination of the human brain. Furthermore, these diseases are often difficult to differentiate clinically due to
overlapping phenotypes, especially at early stages of their development. In vivo imaging with PET will allow new
insights into tau deposition in the human brain, facilitating research into causes, diagnosis and treatment of
taupathies, as is now available for Aβ. We have characterized 18F-THK523, a novel tau imaging ligand developed at
Tohoku University in Sendai, Japan, assessing its selectivity and specificity for tau pathology both in vitro and in vivo.
In vitro binding studies demonstrated that 18F-THK523 binds with higher affinity to a greater number of binding
sites on recombinant tau compared with Aβ1-42 fibrils. Autoradiographic and histofluorescence analysis of human
AD hippocampal brain sections, demonstrated that THK523 co-localized with immunoreactive tau pathology, but
failed to highlight Aβ plaques. In small animal PET studies, there was higher brain retention of 18F-THK523 in tau
transgenic (rTg4510) mice compared with their wild-type littermates or APP/PS1 mice. The preclinical examination
of THK523, with its high affinity and selectivity for tau pathology both in vitro and in vivo, indicated that 18F-
THK523 fulfilled ligand criteria for human PET studies. Initial human PET studies comparing 18F-THK523 and 11C-
PiB have shown that 18F-THK523 does not bind to Aβ in AD. In contrast with the 11C-PiB PET scans, there were
no distinctive visual features in the 18F-THK523 PET scans differentiating the groups being studied. Despite this,
significantly higher cortical retention in the parietal, frontal and hippocampus, albeit much lower than the observed
with 11C-PiB, was detected in AD patients when compared to healthy controls and patients diagnosed with
Semantic Dementia. Further studies are needed to confirm these initial findings.
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