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ABOUT THE ALZHEIMER’S DRUG DISCOVERY FOUNDATION

MISSION

The Alzheimer’s Drug Discovery Foundation’s (ADDF) sole mission is to rapidly accelerate the discovery
and development of drugs to prevent, treat and cure Alzheimer’s disease (AD), related dementias and
cognitive aging.

The Alzheimer’s Drug Discovery Foundation was established in 2004 to expand upon the programs
initiated by the Institute for the Study of Aging (ISOA) Inc., a private foundation founded by the Estée
Lauder family in 1998. We use a venture philanthropy investment model to bridge the global funding gap
between basic research and later-stage development, recycling any return on investment to support new
research.

The ADDF has granted more than $50 million to fund over 340 Alzheimer’s drug discovery programs and
clinical trials in academic centers and biotechnology companies in 18 countries. Scientists funded by the
ADDF have tested over 30 new drugs in people with Alzheimer’s disease. Subsequent to the ADDF’s
critical initial funding, our grantees have received commitments of over $2 billion in follow-on funding from
government, pharmaceutical companies and venture capital firms to further advance their drug 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 around a relevant topic in the
field of neurodegeneration.

Alzheimer’s
Drug Discovery

Foundation
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PROGRAM

Monday, September 26
8:00 – 8:30am Registration & Continental Breakfast

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

8:50 – 9:30
PLENARY: From Academic Discovery Towards an FDA Approval for a Novel Amyloid Imaging Agent
Daniel M. Skovronsky, MD, PhD, Avid Radiopharmaceuticals, Inc.

I. Targeting Tau for Alzheimer’s Disease and Related Dementias
Chair: Illana Gozes, PhD, Allon Therapeutics Inc.

9:30 – 9:35 Session Overview – Illana Gozes, PhD, Allon Therapeutics Inc.

9:35 – 9:55
The Discovery and Preclinical Progress of the Neuroprotective Peptide, davunetide, in the Treatment of
Tauopathies
Illana Gozes, PhD, Allon Therapeutics Inc.

9:55 – 10:05 Q&A

10:05 – 10:25
Modulating the Hsp70/DnaJ Protein Interface to Dictate Triage Decisions for Tau
Chad Dickey, PhD, University of South Florida

10:25 – 10:35 Q&A
10:35 – 11:05 BREAK

11:05 – 11:25
Developing a Tau Imaging Agent for Alzheimer’s Disease
Jeff Kuret, PhD, Ohio State University

11:25 – 11:35 Q&A

11:35 – 11:55
Targeting Tau Oligomers through Immunotherapy
Rakez Kayed, PhD, University of Texas Medical Branch

11:55 am –
12:05 pm Q&A

12:05 – 12:25
Tau Clearance by Autophagy
Karen Duff, PhD, Columbia University

12:25 – 12:35 Q&A
12:35 – 1:30 LUNCH & POSTER SESSION

II. Inflammation, Chaperones and Novel Targets
Chair: D. Martin Watterson, PhD, Northwestern University

1:30 – 1:35 Session Overview – D. Martin Watterson, PhD, Northwestern University

1:35 – 1:55
Design and Refinement of Novel Small Molecule Compounds Targeting Proinflammatory Cytokine
Overproduction: A Potential Disease-Modifying Therapeutic Approach to CNS Diseases
D. Martin Watterson, PhD, Northwestern University

1:55 – 2:05 Q&A

2:05 – 2:25
Optimizing New Drug Candidates for Protein Disulfide Isomerase, A Novel Target for Neurodegenerative
Diseases
Donald C. Lo, PhD, Duke University Medical Center

2:25 – 2:35 Q&A

2:35 – 2:55

Proof-of-Concept That Small Molecule Structure Correctors Are Capable of Abolishing the Detrimental
Effects of Apolipoprotein E4 in Vitro by Inhibiting Domain Interaction
Robert W. Mahley, MD, PhD, Gladstone Institute of Neurological Disease and University of California, San
Francisco

2:55 – 3:05 Q&A
3:05 – 3:35 BREAK

3:35 – 3:55
Tau Lowering Agents for the Treatment of Alzheimer’s Disease
Allen Reitz, PhD, ALS Biopharma, LLC

3:55 – 4:05 Q&A

4:05 – 4:25
Modulation of Ganglioside Catabolism Using Pharmacological Chaperones: A Novel Therapeutic
Approach for Alzheimer’s Disease
Brandon Wustman, PhD, Amicus Therapeutics, Inc.

4:25 – 4:35 Q&A

4:35 – 4:55
Heat Shock Protein 90 in Neurodegenerative Diseases
Gabriela Chiosis, PhD, Memorial Sloan Kettering Cancer Center

4:55 – 5:05 Q&A

5:05 – 5:10
Closing Remarks
Diana Shineman, PhD, Alzheimer's Drug Discovery Foundation

5:10 – 7:00 NETWORKING RECEPTION & POSTER SESSION
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Tuesday, September 27
8:00 – 8:30 am Continental Breakfast

8:30 – 9:10
PLENARY: Enhancing CNS Uptake of Biologics through Molecular Engineering
Ryan J. Watts, PhD, Genentech

III. Neuroprotection and Synaptic Enhancement
Chair: Howard Fillit, MD, Alzheimer's Drug Discovery Foundation

9:10 – 9:15 Session Overview – Howard Fillit, MD, Alzheimer’s Drug Discovery Foundation

9:15 – 9:35
Tricyclic Pyrone Compounds and Axonal Trafficking Dysfunction in AD
Eugenia Trushina, PhD, Mayo Clinic College of Medicine

9:35 – 9:45 Q&A

9:45 – 10:05
Targeting Neuronal Calcium Signaling to Halt AD-linked Synaptic Dysfunction
Grace E. Stutzmann, PhD, Rosalind Franklin University School of Medicine

10:05 – 10:15 Q&A

10:15 – 10:35
Klotho Enhances Oligodendrocyte Maturation and Myelination
Carmela R. Abraham, PhD, Boston University School of Medicine

10:35 – 10:45 Q&A

10:45 – 11:15 BREAK

11:15 – 11:35
Mapping the Binding Site of HDAC 2 for the Design of Novel HDAC Inhibitors Lacking Zinc Binding Group
Pavel A. Petukhov, PhD, University of Illinois at Chicago

11:35 – 11:45 Q&A
11:45 am–
12:05 pm

Targeting the Neuronal Calcium Sensor (NCS) Protein, VILIP-1, for Cognitive Impairment in CNS Disorders
Karl-Heinz Braunewell, PhD, Southern Research Institute

12:05 – 12:15 Q&A

12:15 – 12:35
Efficacy of Herbal Extract, Tetramethylpyrazine, for Alzheimer’s Disease
Zhiqun Tan, MD, PhD, University of California, Irvine

12:35 – 12:45 Q&A
12:45 – 1:45 LUNCH & POSTER SESSION

IV. Accelerating Clinical Trials for Alzheimer’s Disease through Biomarkers
Chair: Tim West, PhD, C2N Diagnostics

1:45 - 1:50 Session Overview – Tim West, PhD, C2N Diagnostics, Inc.

1:50 – 2:10
A Novel Application of Stable Isotope Labeling for Disease Detection and Clinical Trials in Alzheimer’s
Tim West, PhD, C2N Diagnostics

2:10 – 2:20 Q&A

2:20 – 2:40
TOMM40 Genetic Biomarker: Accelerating Drug Development for Alzheimer’s Disease and Frontotemporal
Dementia
Allen D. Roses, MD, FRCP (hon.), Duke University

2:40 – 2:50 Q&A

2:50 – 3:10
CSF Biomarkers of FTLD-TDP and FTLD-Tau: A Multi-Center Study
William Hu, MD, PhD, Emory University School of Medicine

3:10 – 3:20 Q&A
3:20 – 3:50 BREAK

3:50 – 4:10
Use of Targeted Multiplex Proteomic Strategies to Identify Plasma and Cerebral Spinal Fluid-Based
Biomarkers in Alzheimer’s Disease
Judith Siuciak, PhD, The Biomarkers Consortium, Foundation for the National Institutes of Health

4:10 – 4:20 Q&A

4:20 – 4:40
Pilot Trial of Metformin in the Prevention of Alzheimer’s Disease
José A. Luchsinger, MD, MPH, Columbia University

4:40 – 4:50 Q&A

4:50 – 5:00
Closing Remarks
Howard Fillit, MD, Alzheimer's Drug Discovery Foundation
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2011 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 2011 Young Investigator Scholars are:

Robin Barry Chan, PhD, Columbia University

Yi-Fang Chuang, MD, Johns Hopkins Bloomberg School of Public Health

Paige Elizabeth Cramer, BS, Case Western Reserve University

Kieren JM Egan, BS, University of Edinburgh

Akina Hoshino, BA, University of Maryland-Baltimore

Ali Jawaid, MD, University Hospital Zurich

Serene Keilani, PhD, Mount Sinai School of Medicine

Christopher Stephen Lewis, BS, University of Oklahoma

Tao Ma, MD, PhD, New York University

Carolina Andrea Oliva, PhD, Center for Aging and Regeneration CARE & Pontificia Universidad
Católica de Chile

Marguerite Prior, PhD, Salk Institute for Biological Studies

Naoki Tajiri, PhD, University of South Florida College of Medicine

Michael J. Van Kanegan, PhD, Duke University Medical Center

Jason V. Wallach, BS, University of the Sciences

Kyle C. Wilcox, PhD, Northwestern University

Jiaqi Yao, MD, PhD, Weill Cornell Medical College

Daria Zamolodchikov, BA, The Rockefeller University
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o large portfolio of behavioral paradigms
o quantitative histological evaluation of drug effects
o biochemical
o wide spectrum of molecular biological methods

JSW has tested hundreds of drug candidates and treatment approaches for AD
models.
Highest level of quality (GLP

JSW gratefully acknowledges the support provided by the Alzheimer’s Drug Discovery
Foundation.

www.jsw
Tel: +43 316 258111

is one of the leading experts in transgenic disease moels of neurodegenerative

maintains large colonies of well characterized mouse and rat moels covering
amyloid, tau and combined pathologies.

offers a unique in vivo drug sccreening
chemical entities, biologics or gene therapies.
A real “one stop shop” for your drug development program in AD.

large portfolio of behavioral paradigms
quantitative histological evaluation of drug effects
biochemical analyses of brain and CSF samples
wide spectrum of molecular biological methods

has tested hundreds of drug candidates and treatment approaches for AD

Highest level of quality (GLP

gratefully acknowledges the support provided by the Alzheimer’s Drug Discovery
Foundation.

www.jsw-lifesciences.com
Tel: +43 316 258111

www.

A Dynamic Online Community Devoted to Alzheimer’s Disease Research

Visit
date on the latest scientific and medical news,
the opinions of today’s thought leaders in
field, and other offerings, including:



























And much more...

is one of the leading experts in transgenic disease moels of neurodegenerative

maintains large colonies of well characterized mouse and rat moels covering
amyloid, tau and combined pathologies.

offers a unique in vivo drug sccreening
chemical entities, biologics or gene therapies.
A real “one stop shop” for your drug development program in AD.

large portfolio of behavioral paradigms
quantitative histological evaluation of drug effects

analyses of brain and CSF samples
wide spectrum of molecular biological methods

has tested hundreds of drug candidates and treatment approaches for AD

Highest level of quality (GLP-certified)

gratefully acknowledges the support provided by the Alzheimer’s Drug Discovery

lifesciences.com
Tel: +43 316 258111

www.

A Dynamic Online Community Devoted to Alzheimer’s Disease Research

Visit our award
date on the latest scientific and medical news,
the opinions of today’s thought leaders in
field, and other offerings, including:

Annotated citation index of scientific research

Research news

Live discussions

Expert commentaries on the latest findings

Research models

Antibody directory

AlzGene database (www.alzgene.org)

AlzRisk database

Drugs in clinical trials

Grant directory

Company database

Conferences

Research jobs

And much more...

is one of the leading experts in transgenic disease moels of neurodegenerative

maintains large colonies of well characterized mouse and rat moels covering
amyloid, tau and combined pathologies.

offers a unique in vivo drug sccreening
chemical entities, biologics or gene therapies.
A real “one stop shop” for your drug development program in AD.

large portfolio of behavioral paradigms
quantitative histological evaluation of drug effects

analyses of brain and CSF samples
wide spectrum of molecular biological methods

has tested hundreds of drug candidates and treatment approaches for AD

certified) –

gratefully acknowledges the support provided by the Alzheimer’s Drug Discovery

www.A

A Dynamic Online Community Devoted to Alzheimer’s Disease Research

our award-winning website to stay up to
date on the latest scientific and medical news,
the opinions of today’s thought leaders in
field, and other offerings, including:

Annotated citation index of scientific research

Research news

Live discussions

Expert commentaries on the latest findings

Research models

Antibody directory

AlzGene database (www.alzgene.org)

AlzRisk database

Drugs in clinical trials

Grant directory

Company database

Research jobs

And much more...

is one of the leading experts in transgenic disease moels of neurodegenerative

maintains large colonies of well characterized mouse and rat moels covering
amyloid, tau and combined pathologies.

offers a unique in vivo drug sccreening platform to evaluate the effects of new
chemical entities, biologics or gene therapies.
A real “one stop shop” for your drug development program in AD.

large portfolio of behavioral paradigms
quantitative histological evaluation of drug effects

analyses of brain and CSF samples
wide spectrum of molecular biological methods

has tested hundreds of drug candidates and treatment approaches for AD

– Years of experience

gratefully acknowledges the support provided by the Alzheimer’s Drug Discovery

ALZ

A Dynamic Online Community Devoted to Alzheimer’s Disease Research

winning website to stay up to
date on the latest scientific and medical news,
the opinions of today’s thought leaders in
field, and other offerings, including:

Annotated citation index of scientific research

Expert commentaries on the latest findings

AlzGene database (www.alzgene.org)

is one of the leading experts in transgenic disease moels of neurodegenerative

maintains large colonies of well characterized mouse and rat moels covering

platform to evaluate the effects of new

A real “one stop shop” for your drug development program in AD.

quantitative histological evaluation of drug effects
analyses of brain and CSF samples

wide spectrum of molecular biological methods
has tested hundreds of drug candidates and treatment approaches for AD

Years of experience

gratefully acknowledges the support provided by the Alzheimer’s Drug Discovery

LZFORUM

A Dynamic Online Community Devoted to Alzheimer’s Disease Research

Subscribe
access to each installment of essential
reading for scientists at the leading edge of
Alzheimer’s disease research.

Stay on top of breaki
neurodegenerative
wide as covered by our experienced news
team. We are tracking discoveries from the
blockbusters to the obscure. Our reporters
ferret out the important details, place them in
context, and as

implications of the new work.

Participate
regularly commenting on new research,
asking
and wrestling over contradictions through

out our pages.

Join
renowned
storm controversial new topics in real time.

winning website to stay up to
date on the latest scientific and medical news,
the opinions of today’s thought leaders in the

Annotated citation index of scientific research

Expert commentaries on the latest findings

is one of the leading experts in transgenic disease moels of neurodegenerative

maintains large colonies of well characterized mouse and rat moels covering

platform to evaluate the effects of new

A real “one stop shop” for your drug development program in AD.

has tested hundreds of drug candidates and treatment approaches for AD

Years of experience – Scientific

gratefully acknowledges the support provided by the Alzheimer’s Drug Discovery

office@jsw
Graz, Austria

ORUM

A Dynamic Online Community Devoted to Alzheimer’s Disease Research

Subscribe to our weekly email digest for easy
access to each installment of essential
reading for scientists at the leading edge of
Alzheimer’s disease research.

on top of breaki
neurodegenerative
wide as covered by our experienced news
team. We are tracking discoveries from the
blockbusters to the obscure. Our reporters
ferret out the important details, place them in
context, and ask probing questions about the

implications of the new work.

Participate in the community of scientists
regularly commenting on new research,
asking questions, discussing interpretations,

wrestling over contradictions through

out our pages.

our live discussions hosted by
renowned researchers to debate and brain
storm controversial new topics in real time.

is one of the leading experts in transgenic disease moels of neurodegenerative

maintains large colonies of well characterized mouse and rat moels covering

platform to evaluate the effects of new

has tested hundreds of drug candidates and treatment approaches for AD in vivo

Scientific excellence

gratefully acknowledges the support provided by the Alzheimer’s Drug Discovery

office@jsw-lifesciences.com
Graz, Austria

ORUM.org

A Dynamic Online Community Devoted to Alzheimer’s Disease Research

to our weekly email digest for easy
access to each installment of essential
reading for scientists at the leading edge of
Alzheimer’s disease research.

on top of breaking developments in
disease research world

wide as covered by our experienced news
team. We are tracking discoveries from the
blockbusters to the obscure. Our reporters
ferret out the important details, place them in

k probing questions about the

implications of the new work.

in the community of scientists
regularly commenting on new research,

questions, discussing interpretations,
wrestling over contradictions through

discussions hosted by
researchers to debate and brain

storm controversial new topics in real time.

is one of the leading experts in transgenic disease moels of neurodegenerative

maintains large colonies of well characterized mouse and rat moels covering

platform to evaluate the effects of new

in vivo

excellence

gratefully acknowledges the support provided by the Alzheimer’s Drug Discovery

lifesciences.com
Graz, Austria

.org

A Dynamic Online Community Devoted to Alzheimer’s Disease Research

to our weekly email digest for easy
access to each installment of essential
reading for scientists at the leading edge of

ng developments in
disease research world-

wide as covered by our experienced news
team. We are tracking discoveries from the
blockbusters to the obscure. Our reporters
ferret out the important details, place them in

k probing questions about the

in the community of scientists
regularly commenting on new research,

questions, discussing interpretations,
wrestling over contradictions through-

discussions hosted by
researchers to debate and brain-

storm controversial new topics in real time.



12th International Conference on Alzheimer’s Drug DiscoveryInternational Conference on Alzheimer’s Drug DiscoveryInternational Conference on Alzheimer’s Drug DiscoveryInternational Conference on Alzheimer’s Drug Discovery 13



14

OPPORTUNITIES FOR FUNDING

PROGRAM TO ACCELERATE CLINICAL
TRIALS (PACT)

The Alzheimer's Drug Discovery Foundation
(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 primarily fund
biomarker outcome-based, Phase IIa pilot
clinical trials for Alzheimer’s disease, although
other clinical applications may also be
considered.

THE ADDF/BELFER APOE THERAPEUTICS
INNOVATION PROGRAM

The Alzheimer’s Drug Discovery Foundation
(ADDF) and the Robert A. and Renée E.
Belfer Family Foundation established The
ADDF/Belfer ApoE Therapeutics Innovation
Program to accelerate the development of
novel therapeutics specifically designed to
target apoE pathological mechanisms. This
program will support both preclinical and
clinical stage programs.

GENERAL REQUEST FOR PROPOALS
The 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. The ADDF does not support basic research and solely

allocate funding towards translational research efforts.

QUARTERLY DEADLINES FOR ALL PROGRAMS
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
Assistant Director, Scientific Affairs

Phone: 212-901-8007
dshineman@alzdiscovery.org

For application inquiries, please contact:

Niyati Thakker
Grants Assistant

Phone: 212-901-8019
nthakker@alzdiscovery.org

Alzheimer’s
Drug Discovery

Foundation
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both peptides reduced toxin-related neuronal damage and tau hyperphosphorylation (Curr Pharm Des.
2011 Jul 5. [Epub ahead of print]). Studies in neuron-enriched cultures subjected to ischemia suggested
that the effects on tau hyperphosphorylation were coupled to caspase 3 activation. Studies in a rat model
of cognitive impairment associated with diabetes showed in vivo protection against glial apoptosis coupled
with synaptic protection (synaptophysin). Furthermore, T2 magnetic resonance imaging revealed atrophy in
the prefrontal cortex of the diabetes rat group, which was prevented by davunetide (NAP) treatment and
paralleled protection against impairment of spatial memory (Neurobiology of Disease, 2011, in press).
Further, in a model of amyotrophic lateral sclerosis, davunetide (NAP) treatment protected against brain
damage as detected by T2 and diffusion tensor imaging (DTI). Davunetide is currently being tested in a
Phase II/III clinical trial assessing safety and efficacy in patients with progressive supranuclear palsy (Allon
Therapeutics Inc., Trial identifier NCT01110720), a sporadic neurodegenerative disorder characterized by
extensive tau pathology.

Support: Allon Therapeutics Inc., AMN Foundation, CFTAU/Montreal Circle of Friends.
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Tau oligomers represent a neurotoxic entity that forms prior to NFTs and has emerged as
pathogenic tau species in neurodegenerative tauopathies and a possible mediator of amyloid
toxicity in AD. Recent findings from animal models of tauopathies suggest that tau oligomers play a key
role in eliciting behavioral impairments. We
This antibody does not recognize the soluble functional tau or mature tau tangles and has a high affinity to
tau oligomers. We used TOMA to vaccinate two animal models the (JNPL3) overexpressing
tau protein P301L and the Tg2576 overexpressing human APP with the Swedish mutation, in both models
single TOMA injection reversed the phenotypes. Biochemical and immunohistological analyses revealed
that the improvement coincides with reduct
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oligomers without affecting the plaques load, this novel finding indicate that the relation bet
tau is more complex than previously depicted.
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acute CNS injuries such as traumatic brain injury or ischemia. Therefore, targeting the relevant glia
signaling pathways involved in proinflammatory cytokine overproduction may be a viable, disease-
modifying, therapeutic approach. The goal would be restoration of homeostasis by attenuating excessive
cytokine production back towards basal, without pan-suppression of all glia responses, using appropriate
doses and intervention time windows relevant to pathology progression.

We are using a validated drug discovery engine in which chemistry, pathobiology, and pharmacology are
integrated early in a recursive effort to design and discover novel, orally bioavailable, CNS-penetrant,
selective, small molecule drug candidates that attenuate excessive proinflammatory cytokine production
and improve neurologic end points. One mechanism involved in cytokine overproduction by activated glia
and in neuronal dysfunction is stressor-induced stimulation of protein phosphorylation cascades that
converge on activation of the p38 MAPK family of protein kinases, especially p38alpha MAPK. We are
testing the hypothesis that p38alpha MAPK is a key in vivo contributor to increased CNS proinflammatory
cytokine production and neuronal dysfunction in response to certain disease-relevant stressors, and that
inhibition of p38 MAPK signaling in the CNS can lead to improved neurologic outcomes. Structure and
chemoinformatics assisted drug design started with an existing scaffold and provided a novel standard of
comparison compound with in vivo function. The lead compound serves as the foundation for ongoing
medicinal chemistry refinement and risk reduction activity analyses. Clearly, the p38MAPK targeted drug
candidates might engage the kinase in both glia and neurons, and this dual action via a single molecular
target could add to desired pharmacodynamic effects. We complemented the single molecular target
approach for p38 MAPK by using a fragment expansion, phenotypic screening approach with the goal of
developing novel small molecule candidates that also attenuate proinflammatory cytokine up-regulation but
are NOT p38MAPK inhibitors. These have proved effective in diverse animal models of disease where
proinflammatory cytokine up-regulation has been implicated in pathology progression. Candidates for
clinical development with promising preclinical pharmacological profiles are among the multiple
deliverables from this campaign.

Our results provide a preclinical proof of concept that inflammatory cytokine overproduction and the
associated neuronal dysfunction can be attenuated by use of novel small molecules developed by targeting
distinct glia signaling pathways. Deliverables from the two classes of small molecules offer a potential
complement to existing and emerging therapeutic approaches to CNS disorders that are characterized by
proinflammatory cytokine dysregulation as a mechanism of pathology progression.
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Tau Lowering Agents for

Allen Reitz

ALS Biopharma, LLC

The structural protein tau is implicated in the pathology of Alzheimer’s disease. The heat shock response
is upregulated upon physiological and oxidative stress, and one of the key heat shock proteins implicated
in this process is Hsp70. Hsp70 helps to p
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Our preliminary studies also suggest that modulating ganglioside metabolism can alter APP metabolism,
providing a novel means by which to decrease Aβ generation and increase sAPPα shedding without 
directly inhibiting γ- or β-secretase activity.  We have previously shown that small molecules can be used to 
selectively stabilize and increase enzymatic activity of endogenous wild-type lysosomal hydrolases. Thus,
we believe this research may lead to the development of new, disease-modifying therapies for Alzheimer’s
disease, as well as the rarer LSDs (e.g., Sandhoff, Tay-Sachs) that share a common pharmaceutical
protein target.
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improved cognitive performance in both lines of AD mice. Notably, there was a significant reduction in beta-
amyloid plaques and neuroinflammatory markers in the brain and retina of mice treated with either form of
TMP. Further analysis demonstrated decreased amounts of lipid peroxidation products as well as
oligomeric forms of beta-amyloid in brain lysates from TMP-treated mice. We conclude that TMP reduces
beta-amyloid and neuroinflammation in both the brain and retina and ameliorates cognitive dysfunction in
AD mice. Moreover, our results suggest that natural preparations of phytochemicals may be less
efficacious than their synthetic counterparts.

Acknowledgements: This study is supported by the Alzheimer’s Drug Discovery Foundation.
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TOMM40 is the name for the gene adjacent to APOE on chromosome 19 in LD, contains many
polymorphic markers within
[rs10524523] that is linked on the same strand to an APOE genotype variant. Our published work has
described the relationship to the age of onset of symptoms leading to AD between
variant on each DNA stand and the APOE variant. We have constructed an algorithm based on TOMM40
523 genotypes, APOE genotypes and age that will be tested in combination as a “prognostic biomarker” for
the design of a delay of onset of sympt
subjects, as defined by neuropsychological testing. In Alliance with Takeda Pharmaceuticals, we plan to
evaluate the effect of pioglitazone in delaying the onset of cognitive impairment o
TOMM40
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