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ABSTRACT

Currently, >5 million people in the United States have been diagnosed with Alzheimer's disease, with projected disease
growth shown to be significant throughout the world. There is much interest in adding to the current symptomatic therapies
with medications that slow the progression of the underlying disease process, including focusing on mitochondrial abnor-
malities are involved in aging and in age-related neurodegenerative disease. Mitochondria are cytoplasmic organelles
responsible for life and death. Extensive evidence from animal and clinical studies suggests that mitochondria play a criti-
cal role in aging, cancer, diabetes, and neurodegenerative diseases, such as Alzheimer's disease, Parkinson's disease, and
Huntington’s disease. Investigators have begun focusing research efforts on developing therapies targeted to the mitochon-
dria, such as molecules that protect mitochondria and neurons from the toxicity aging and mutant proteins.

In this Expert Panel Supplement, Stephen Salloway, MD, MS, reviews the history of Alzheimer's disease as well
as current treatments, including medication mechanisms of action; P. Hemachandra Reddy, PhD, discusses research
that has elucidated features of mitochondria which are associated with cellular dysfunction in aging and neurodegen-
erative diseases, mitochondrial abnormalities, and potential mitochondrial therapeutics in Alzheimer's disease; and
Rachelle S. Doody, MD, PhD, reviews data regarding the effects of prospective treatment, dimebon, on patients with
mild-to-moderate Alzheimer's disease and its unique mechanism of action.
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EXPERT PANEL SUPPLEMENT

An expert panel review of clinical challenges in neurology

Accreditation Statement
This activity has been planned and implemented in accor-
dance with the Essential Areas and policies of the Accreditation
Council for Continuing Medical Education (ACCME)
| through the joint sponsorship of the Mount Sinai School
L of Medicine and MBL Communications, Inc. The Mount
wounr su - SiNAI School of Medicine is accredited by the ACCME to

SCHOOL OF

sesiene provide continuing medical education for physicians.

Credit Designation

The Mount Sinai School of Medicine designates this edu-
cational activity for a maximum of 2 AMA PRA Category 1
Credits™. Physicians should only claim credit commensurate
with the extent of their participation in the activity.

Faculty Disclosure Policy Statement

It is the policy of the Mount Sinai School of Medicine to
ensure objectivity, balance, independence, transparency, and
scientific rigor in all CME-sponsored educational activities. Al
faculty participating in the planning or implementation of a
sponsored activity are expected to disclose to the audience any
relevant financial relationships and to assist in resolving any con-
flict of interest that may arise from the relationship. Presenters
must also make a meaningful disclosure to the audience of their
discussions of unlabeled or unapproved drugs or devices. This
information will be available as part of the course material.

Statement of Need and Purpose

Alzheimer’'s disease is a progressive brain disorder
that affects cognitive, behavioral, and functional abili-
ties. Patients progress from mild cognitive impairment
to death in a span of 10 years. No currently available
treatment has proven effective in stopping the deteriora-
tion of brain cells in Alzheimer's disease. While much
research continues to focus on the amyloid hypothesis of
disease generation, as investigators gain insight into the
underlying biology of Alzheimer's disease, new theories
and therapeutic targets have emerged. Although the cur-
rently-approved treatments for Alzheimer'’s disease have
demonstrated modest effects on cognition, activities of
daily living, and global measures of functioning versus
placebo, they only temporarily stabilize or slow the pro-
gression of deterioration. None of these agents result in
sustained improvement in a patient's condition.

Mitochondria represent an emerging therapeutic focus.
Mounting evidence suggests that these key cell compo-
nents—responsible for generating cellular energy, regulating
intracellular calcium levels and oxidative changes, and regu-
lating cell death—play an important role in aging and neu-
rodegenerative diseases. Neurons appear to be particularly
sensitive to mitochondrial dysfunction, which researchers
believe to be an early event in the course of neurodegenera-
tive diseases such as Alzheimer's. Medicines which target
the mitochondria are currently being investigated for their
possible clinical utility in Alzheimer's disease treatment.

Learning Objectives
At the completion of this activity, participants should be
better able to:
¢ Review current treatments for Alzheimer's disease and
their mechanisms of action
¢ QOutline the suggested rote of mitochondria in aging and neu-
rodegenerative diseases, particularly Alzheimer’s disease
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¢ Discuss recent evidence regarding the efficacy of an
agent targeting the mitochondria in the treatment of
Alzheimer's disease

Target Audience
This activity is designed to meet the educational needs of

neurologists.

Faculty Affiliations and Disclosures

Stephen Salloway, MD, MS, is director of neurology and
the Memory and Aging Program at Butler Hospital, and pro-
fessor of clinical neurosciences and psychiatry at the Warren
Alpert Medical School of Brown University, both in Providence.
Dr. Salloway is a consuitant to Athena, Bristol-Myers Squibb,
Eisai, Elan, Medivation, Merck, Myriad, and sanofi-aventis; is
on the advisory board’s of Bristol-Myers Squibb, Eisai, and
Pfizer, has received research support from Bristol-Myers
Squibb, Eisai, Elan, GlaxoSmithKline, Forest, Myriad, Pfizer,
and Wyeth; and has received honoraria from Athena, Eisai,
Elan, Forest, Novartis, and Pfizer. Dr. Salloway discusses unap-
proved/investigational treatments for Alzheimer's disease.

P. Hemachandra Reddy, PhD, is a scientist in the Division
of Neuroscience at the Oregon National Primate Research
Center in Beaverton. Dr. Reddy reports no affiliation with or
financial interest in any organization that may pose a conflict of
interest. Dr. Reddy discusses unapproved/experimental uses
of dimebon in the treatment of Alzheimer’s disease.

Rachelle S. Doody, MD, PhD, is Effie Marie Cain Chair in
Alzheimer’s Disease Research and director of the Alzheimer’s
Disease and Memory Disorders Center at the Baylor College
of Medicine in Houston, Texas. Dr. Doody is a consultant
to, is on the advisory board of, and owns stock options in
Medivation. Dr. Doody discusses unapproved/experimental
uses of dimebon in the treatment of Alzheimer's disease.

CME Course Director James C.-Y. Chou, MD, is associate
professor of psychiatry at Mount Sinai School of Medicine. Dr.
Chou has received honoraria from AstraZeneca, Bristol-Myers
Squibb, Eli Lilly, GlaxoSmithKline, Janssen, and Pfizer.

Samuel Gandy, MD, PhD, is professor of psychiatry at
Mount Sinai School of Medicine. Dr. Gandy is a consultant to
Amicus and Diagenic, is on the Data and Safety Monitoring
Board of Wyeth, and receives research support from Forest.

Activity Review Information

The activity content has been peer-reviewed and
approved by Samuel Gandy, MD, PhD.

Review Date: August 1, 2009.

Acknowledgment of Commercial Support
Funding for this activity has been provided by an educa-
tional grant from Medivation and Pfizer Inc.

To Receive Credit for this Activity

Read this Expert Panel Supplement, reflect on the informa-
tion presented, and complete the CME posttest and evaluation
on pages 19 and 20. To obtain credit, you should score 70% or
better. Early submission of this posttest is encouraged. Please
submit this posttest by August 1, 2011 to be eligible for credit.

Release date: August 31, 2009
Termination date: August 31, 2011

The estimated time to complete this activity is 2 hours.
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