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The mission of the
Parkinson's Disease Foundation
is two-fold: to understand and find the
cure to Parkinson's disease and related
movement disorders; and, for as long
as this search continues, to ensure that
those individuals and families who live
with Parkinson's are able to achieve

and maintain the best possible

quality of life.
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Letter from LEADERSHIP

Dear Friend:

With pleasure and with pride, we share with you this report of the
activities of the Parkinson’s Disease Foundation (PDF) for 2008.

For PDF, this has been a year of investment in the Parkinson’s commu-
nity. In 2008, we devoted over $8 million to programs that funded promis-
ing Parkinson’s research while supporting those individuals who live with
the disease.

At the heart of PDF’s work continues to be the participation of people
with Parkinson’s. Their perspective ensures that our work is on target and
meets the needs of the Parkinson’s community.

While the year, by and large, has been gratifyingly successful — in the
research that we have funded that has brought us closer to better under-
standing Parkinson’s and in the education and advocacy programs that
have informed and empowered people living with Parkinson’s — we all
acknowledge the work that still needs to be done and the economic situa-
tion that will have ramifications for all of us.

Still we remain optimistic — thanks to sound financial management
and the continuing generous contributions of our donors. We hope that as
we remain committed to finding a cure for Parkinson’s disease, you will
also renew your own commitment to supporting our work.

It is because of you that we were able to achieve so much this year and

we thank you for your generosity.

Sincerely yours,

foirn hibiong Betall (2 O KRl

Robin Anthony Elliott Lewis P. Rowland, M.D.

Executive Director President, Board of Directors



Investments in RESEARCH

Central to PDF’s mission is funding
Parkinson’s research of the highest caliber.
Through our diverse research programs,
there is a single underlying objective: to
identify the best scientific investments. The
projects that were chosen this year reflect
this focus on excellence. They also demon-
strate PDF’s unique capacities to be a con-
sistent supporter of dedicated Parkinson’s
programs, while also remaining nimble and
responsive to new opportunities. Total ex-
penditures on scientific research this past
fiscal year reached $5.9 million, compared
with $4.9 million in the previous year.

Supporting Leading Parkinson’s
Research Centers
The centerpiece of PDF’s research pro-
gram is our Center Grants Program, which
provides funding to select teams specializ-
ing in Parkin-
son’s disease
(PD). PDF cur-
rently supports
the research
programs of
three major ac-
ademic centers
— Columbia
University
Medical Center
in New York,
Rush University Medical Center in Chicago
and Weill Cornell Medical Center in New
York. The following are some of the recent

accomplishments of these teams of scientists.

COLUMBIA UNIVERSITY MEDICAL CENTER
PDF’s largest research grant — $2.7 mil-
lion in 2008 — supported its ongoing part-
nership with the Center for Parkinson’s
Disease and Other Movement Disorders at

Columbia University Medical Center. The
center comprises six main laboratories as
well as clinical study and training programs.

Genetics and Parkinson’s

What role does genetics play in Parkin-
son’s? This question is the focus of one as-
pect of the work of Karen Marder, M.D.,
and her colleagues. Their research includes
the study of a mutation of the gene known
as Parkin, an inherited mutation which is
often associated with the early onset of
Parkinson’s. Family members of people who
have both the Parkin gene mutation and
Parkinson’s are often concerned about their
risk of also developing the disease, especially
if they too have the same Parkin mutation.

Much as having high cholesterol does
not guarantee a heart attack, having the
Parkin mutation does not guarantee a PD
diagnosis. But what are the risks? In a re-
port authored by Yuanjia Wang, Ph.D., Dr.
Marder’s lab sought to address this ques-
tion directly with a clinical study.

Among the study population, the re-
searchers found that relatives of people with
PD who did not carry the Parkin mutation
were at no greater risk for the disease; how-
ever, relatives who did carry the mutation
were estimated to have a slightly increased
risk of developing PD. Dr. Marder and her
colleagues are now working to refine their
estimates of risk among Parkin carriers in a
larger, multi-center study.

Validity of Spiral Analysis in Early Parkinson’s
Could simple quantitative measures of
motor dysfunction help the process of diag-
nosing and possibly predicting Parkinson’s?
Automated diagnostic tools are important
because most individuals with Parkinson’s
disease are initially diagnosed by a primary
care physician who may not recognize the



signs and symptoms of PD without a test.
Seth Pullman, M.D., is addressing this
issue by studying the manner in which people
with Parkinson’s draw an Archimedean spiral
on top of a computer tablet. The spiral is
then digitized and analyzed according to ex-
perimentally tested mathematical algorithms.
In a small
study, Dr. Pull-
man and his col-
leagues found a
strong correlation
between the re-
sults yielded using
his experimental
technique and
those achieved by
applying the Uni-
fied Parkinson Disease Rating Scale
(UPDRS), the leading conventional tech-
nique of assessing and measuring the
advance of Parkinson’s disease.

Understanding the Death of Dopamine Cells

The movement effects of Parkinson's
disease occur when the dopamine-produc-
ing cells in the brain begin to malfunction
and die. Unraveling the mechanisms that
lead to the death of these cells may help
guide the development of new therapies
for the disease.

Using a gene therapy approach, Robert
Burke, M.D., has previously demonstrated
that the over-expression of Akt, a key cellular
enzyme, prevents the death of dopamine
cells. Now, in two different avenues of re-
search, he and his colleagues have expanded
the understanding of the molecular cascade
that causes these neurons to die.

In one approach, Lloyd Greene, Ph.D.,
has independently demonstrated the impor-
tance of Akt in preventing cell death. He
and his colleagues identified a gene,
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RTP801, which is activated in cellular
models of Parkinson’s disease and indi-
rectly suppresses the protective activity of
Akt. Dr. Greene is currently seeking to un-
derstand how the expression of the gene is
regulated and to identify chemical com-
pounds that would inhibit its activity, thus
preventing the death of neurons.

In another area of investigation, Dr.
Burke’s group has shown that two protein
regulators of cell signaling, known as JNK
2/3, are required for dopamine neurons in
the substantia nigra region of the brain to
die. By identifying these key steps in the cell
death cascade, it is possible to design drugs
that interfere with this cascade and thereby
the progression of PD.

In addition to understanding the process
by which dopamine neurons die, it is critical
to identify how these processes are initiated
in the first place. David Sulzer, Ph.D., has
recently generated a new hypothesis on
what triggers their demise.

Termed the “multiple hit hypothesis,”
Dr. Sulzer believes that alpha-synuclein,
combined with elevated levels of calcium
and dopamine inside the cell, is the reason
that dopamine neurons are selectively lost
in PD. By developing novel means of meas-
uring dopamine in the cell, Dr. Sulzer’s team
was able to support this multiple-hit
hypothesis. Their work suggests possible
multiple targeting strategies that may lead
to the protection of dopamine neurons.
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RUSH UNIVERSITY MEDICAL CENTER

In 2008, PDF’s grant of $350,000 to the
Rush University Medical Center Movement
Disorders Program in Chicago was supple-
mented by Rush’s own private fundraising,
for a total of $600,000 in funding for Par-
kinson’s research.

Gene Therapy in PD

At Rush, the translational research pro-
gram on gene therapy, directed by Jeffrey
H. Kordower, Ph.D., (laboratory wing) and
Leo Verhagen, M.D., Ph.D., (clinical wing),
completed enrollment and one-year follow-
up of a multi-center sham-operated con-
trolled clinical trial of human neurturin in
people with Parkinson’s.

The gene therapy technique was per-
fected by Dr. Kordower in the laboratory
over the past several years and involves a
viral vector-gene transfer for production of
growth factors aimed at nourishing brain
cells affected by PD.

Unfortunately, as often happens in sci-
ence, the Phase II clinical trial of this treat-
ment (CERE-120), failed to show efficacy.
However, as also happens in science, one
setback can sometimes serve as the spring-
board for other opportunities. In this case,
this disappointing trial experience is being
incorporated into a new National Institutes
of Health (NIH) sponsored gene therapy
trial of GDNE, a growth factor closely re-
lated to neurturin.

PD-Related Task Force Outcomes

Over the past year, several contribu-
tions to the PD community have drawn on
the work of the Rush team.

One of these is a new and improved
version of the Unified Parkinson’s Disease
Rating Scale, termed the Movement Disor-
der Society-UPDRS. This scale is used to
monitor a person’s PD progression. This

effort involved the evaluation of over 800
people with PD at all stages of the disease
and includes the largest representation of
minority subjects ever recruited in a PD
clinical trial. It is hoped that this more re-
fined and inclusive UPDRS will result in
faster and more efficient development of
new treatments for PD.

In a related series of initiatives, the Task
Force on Rating Scales for Parkinson’s Dis-
ease, under the direction of Christopher G.
Goetz, M.D., has produced reports pub-
lished in Movement Disorders on anxiety,
apathy and dysautonomia rating scales. The
team is also working to develop scales in such
areas as cognition, sleep disorders, pain,
motor fluctuations, fatigue, dyskinesia and
dopamine dysregulation syndrome — com-
plications that are experienced by many
people with PD.

People with PD have
long recognized the
potential of dance to
temporarily reduce
their PD symptoms.
Researchers are
now examining this
phenomenon. Kath-
leen Shannon, M.D.,
has worked with Hubbard Street Dance
Chicago to bring dance therapy into the
Rush program. People with PD partick
pate in dance and rhythm therapy while
Dr. Shannon'’s research team of rehabilita-
tion specialists, neurologists and
neurophysiologists design protocols for
testing and documenting the outcomes
of these activities.

Kathleen Shannon, M.D.
Associate Professor
Rush University Medical Center


















The Parkinson's Disease
Foundation thanks the following
individuals, families, foundations

and corporations for their
support of its work in research,

education and advocacy.



Recognition of DONORS

The following are the names of individuals, families, foundations and corporations who have made
cumulative gifts of $500 or more between July 1, 2007 and October 31, 2008.
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