Parkinson’s Disease and Movement Disorders Center
Northwestern University’s Feinberg School of Medicine

Fall 2009 Vol. 10

2009 RESEARCH HIGHLIGHTS:

INTERNATIONAL MOVEMENT
DISORDERS CONGRESS,
JUNE 2009, PARIS

by
Cindy Zadikoff, MD

From June 6-13th, 2009, the 13th annual Inter-
national Movement Disorders Congress took
place in Paris, France. This is a yearly conference
attracting more than 3,000 movement disorders
experts from all over the world. The meeting serves
as an opportunity not only to present new and
interesting research on a variety of topics but also
to generate new research ideas. We would like
to share with you some of the research highlights
presented at the congress.

First, many of our readers have probably heard of,
or participated in, the PARS study, which is a study
that is designed to identify patients who might be
“at risk” for Parkinson’s disease. The study uses
a combination of testing of olfaction (smell) and
advanced imaging techniques. So far, the study
has recruited over 5,000 participants. Preliminary
results suggest that loss of smell, perhaps with
some other early findings, may be an early marker
for Parkinson’s disease.

Along those same lines, several small studies
were presented trying to identify other signs
that might occur very early in the course of
the disease, even before the motor (slowness,
stiffness, tremor) manifestations appear. One study
of 17 patients showed that all patients with tremor
as a major early symptom had one or more signs of
autonomic dysfunction (e.g. lightheadedness,
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constipation, urinary frequency/urgency) prior to
the diagnosis of Parkinson’s disease. Three out of
four patients with walking problems as their major
early complaint had no complaints of autonomic
dysfunction prior to the diagnosis of PD, but did
report such symptoms within 5 years after the

(Article continues on p. 4)




UPDATE ON SURGERY FOR

PARKINSON'’S DISEASE
by
Joshua Rosenow, MD, FACS
Director, Functional Neurosurgery

In the last few months, more studies have been
published documenting the benefits of deep brain
stimulation (DBS) surgery for relief of symptoms
due to Parkinson’s disease. One of the most
significant papers of the last several years was
recently published in the Journal of the American
Medical Association (JAMA). The article reported
on a large (255 patients) study in which patients
with advanced PD were randomized to receive
either continued best medical therapy or DBS
surgery. The DBS patients experienced an increase
of 4.6 hours per day of good “on” time, versus no
change in the medical patients. Moreover, 71% of
the surgical patients had a significant improvement
in their overall motor function, versus 32% of the
medical patients. The surgical patients also had
significant improvements on 7 of 8 PD-related
quality of life measures. However, the surgical
patients did experience more problems that needed
medical care, mostly related to the procedure and
the stimulator settings needing to be adjusted.
We are still waiting for the results from the second
part of the study. The surgical patients were also
randomized to stimulation of one of two brain
targets — either the subthalamic nucleus (STN),
or the internal globus pallidus (GPi). A similar
randomized study was published this year involving
45 patients (23 GPi and 22 STN) and demonstrated
similar motor improvements from stimulation of
either location, and no differences in mood or
cognitive function with stimulation of either target.

While DBS surgery has been used for over 20
years to treat patients with PD and is, at this point,
a well-established therapy, studies continue to look
for ways to reverse the effects of PD using gene
therapy or cell implants. Unfortunately, several of

the therapies that looked most promising
in early studies (in 2007 and 2008) have
failed to pan out in larger trials this year.
These include the Spheramine trial and
the AADC trial. However, a trial involving
the infusion of the gene for glutamic acid
decarboxylase (an enzyme that makes a
transmitter that slows down the nervous
system) is ongoing. We remain hopeful
that this, and other restorative therapies,
can provide a way to reverse PD.

For more information about AADC, please
see page 4 of this Update.
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Roneil Malkani, MD is Northwestern’s first
neurology fellow subspecializing in movement
disorders and sleep disorders. Dr. Malkani is
interested in studying the sleep problems of
patients with movement disorders (such as
Parkinson’s disease, multiple systems atrophy;,
progressive supranuclear palsy, and corticobasal
degeneration). It is his hope that by studying
these issues we can improve the quality of life
of movement disorders patients and also further
understand the diseases, which will lead to a cure.

Northwestern Parkinson’s disease and Movement
Disorders Center is pleased to welcome two new
Research Coordinators to our research team.

Emily Borushko received her BS in Biology
and Psychology from the University of Michigan
in 2005. She earned a Master’s in Public Health
with a concentration in Health Policy and
Management from Boston University’s School
of Public Health. After completion of her MPH,
Emily joined the Neurology Department at
Northwestern University in February 2008. Soon
after, she pursued a more clinical role with the
Parkinson’s Disease and Movement Disorders

(Article continues on p. 5)
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onset of walking problems. One patient never
complained of autonomic problems.

These studies, as well as the PARS study, are
exciting studies that may provide information on how
to identify patients in the early stages of the disease.

A second highlight of the conference was further
data presented about the ADAGIO study, a study
that is trying to determine whether Rasagiline may
have disease modifying properties. Rasagiline is
in a class of antiparkinsonian drugs called MAO-B
inhibitors. Rasagiline is already available for use
in early and advanced Parkinson’s disease. In the
ADAGIO study, Rasagiline 1 mg was found to be
better than placebo, and patients who started on
Rasagiline earlier in the course of the study did
better than those who started the drug later in the
study. The full results of this research were just
reported in the New England Journal of Medicine.
As presented, the 1 mg dose did do as well as
expected in all areas tested; however, the 2 mg
dose did not. Therefore, while the results suggest
a possible benefit of the early use of Rasagiline,
the fact that the 2 mg dose did not reach all its end-
points means that we cannot definitively conclude
that Rasagiline has disease modifying effects.

The last highlight of the conference to be discussed
here is very early data that AADC (an enzyme
which converts levodopa to dopamine) gene therapy;,
injected into an area of the brain called the putamen,
is safe and tolerated in an open label study of
10 patients with advanced Parkinson’s disease.
Although the results are promising, because this
was a small study and was “open label” (both
patients and their doctors knew what the therapy
was), the results have to be taken with caution.
There are now plans to do a larger, blinded,
placebo-controlled study of AADC gene therapy.

AMERICAN ACADEMY OF
NEUROLOGY MEETING,

APRIL 2009, SEATTLE, WA

by
Aleksandar Videnovic, MD, MSc

1. The duration of PD prior to the onset of motor symp-
toms of the disease is not known. Researchers from
Germany and United Kingdom estimated that this pro-
dromal period may last 20 years. After the prodromal pe-
riod, clinical phase of PD emerges and persists for 10-15
years. There are substantial individual variations for both
of these estimates. Measurements of smell, bowel hab-
its, weight, and sleep pattern may be an appropriate way
to identify at-risk subjects who may be in the prodormal
phase of PD.

2. Available estimates on ethnic variation and geographic
distribution of PD in the United States are inconsistent.
Researchers from St. Louis, MO examined Medicare
data which included over 450,000 PD cases. The great-
est prevalence of PD was found among Caucasians
(158/100.000), followed by Asians (84) and African
Americans (80). Smaller rates for African Americans may
be related to decreased survival. PD is most common in
the Mid-west and Mid-Atlantic regions.

3. Smoking has been associated with a lower risk of PD.
In a large survey of 1,759 patients with PD, Chen and
colleagues found that duration of smoking may be more
important than the amount of smoking in the smoking-PD
relationship. Another important and poorly defined ques-
tion is: how does the smoking affect mortality in patients
with PD? A group of 496 patients from California was
followed for 10 years. Smoking increased the risk of mor-
tality among PD patients and did not appear to slow the
progression of the disease, reported Dr. Van Den Eden
who presented results at the Annual Meeting.

4. Appropriate nutrition is important for all of us. Data
about nutrient intake in PD is limited. Dr. Evatt and col-
leagues attempted to address this issue. They prospec-
tively studied 31 PD patients and 14 age-matched con-
trols and recorded habitual daily intake of all micro- and
macro-nutrients. PD patients consumed more vitamin C
and thiamine. There were no other significant differences
among two groups.

NPF CENTER OF EXCELLENCE

www . parkinsons.northwestern.edu




PHILANTHROPY UPDATE

Through the efforts of Northwestern Memorial
Foundation and the Feinberg School of Medicine
Office of Development, the Northwestern Parkin-
son’s Disease and Movement Disorders Center
has been the recipient of several significant chari-
table gifts in 2009.

» Frank and Donna Porrevecchio hosted a benefit
at Sunday Afternoon Gallery in Winnetka to raise
awareness and charitable support for the center.
At the event, guest speaker, Dr. Tanya Simuni,
shared meaningful remarks about her collabora-
tive isradapine study with Dr. D. James Surmeier.

* Alderman Richard Mell and the Margaret Ann
Mell Foundation have made a generous gift in
support of the center’s first Movement Disorders
Fellow, Roneil Malkani, MD.

* The Paul Ruby Foundation for Parkinson’s Re-
search hosted its third annual Concert for a Cure
which raised more than $52,000. Coupled with the
$25,000 grant the foundation recently won from
Markham Vineyards in California, the foundation
will soon make another very substantial contribu-
tion to the center.

Many, if not all, of these philanthropic gifts were
generated through the active participation of
grateful patients and dedicated community
members who serve on the Northwestern
Parkinson’s Disease and Movement Disor-
ders Center Advisory Council. Advisory council
members volunteer their time and talent, assist in
the promotion of charitable giving when possible,
and gather to receive personal, semi-annual up-
dates from program leadership. If you have an
interest in becoming involved with the advisory
council, please contact Julie Captain at North-
western Memorial Foundation at 312-926-2490
or Barbara Monroe at the Feinberg School of
Medicine at 312-503-0761.

WELCOME!

(continued from page 3)

Center as a Research Coordinator. Her position
includes working with study patients, research
sponsors, and clinical investigators.

Angelica Marconi graduated with Honors from
McGill University in Montreal, Quebec in May
2009, receiving her BA in Psychology with a
concentration in health-related issues in the field of
psychology. After completion of her undergraduate
studies, Angelica began working as a Clinical
Research Coordinator at the Northwestern
University Parkinson’s Disease and Movement
Disorders Center. Her position entails working
with research sponsors and clinical investigators,
as well as the evaluation and management of
subjects in Parkinson’s disease clinical trials.
She is responsible for running clinical trials in
compliance with standard operating procedures
and FDA regulations. She has previous experience
as aresearch assistant investigating sexual health
in geriatric populations at the Laboratory for the
Biopsychosocial Study of Sexuality at McGill
University. While in Montreal, Angelica also worked
in various community outreach programs and
creative activity projects for children and seniors.

Editorial Information
Northwestern Parkinson’s Disease and
Movement Disorders Center is proud to be a
National Parkinson Foundation
Center of Excellence.

Medical Director: Tanya Simuni, MD
Update Editor: Diane Breslow, MSW, LCSW

Please notify us if you wish to be added to our
mail or e-mail list, or to update your address.
We welcome your comments and letters.
Northwestern University Parkinson’s Disease
and Movement Disorders Center
710 N. Lake Shore Drive - 11th floor
Chicago, lllinois 60611
dbreslow@nmff.org




MOVEMENT DISORDERS CLINICAL TRIALS
EARLY PARKINSON’S DISEASE

Neuroprotection Exploratory Trials in Parkinson’s Disease (NET PD LS-1): The objective of this
study is to determine if creatine is more effective than placebo in slowing the clinical decline in PD
patients with early, treated PD.

QE3: The objective of this study is to assess the effects of two doses of CoQ10 vs. placebo in
slowing the progression of PD in untreated PD patients. This is a 16-month study. Subjects must
not have received treatment for PD.

STEADY PD: The objective of this study is to establish the tolerability of the study drug Isradipine
and whether it may slow down the progression of PD in early PD patients who have not received
dopamine agonist therapy (example, Sinemet, ReQuip, Mirapex).

ADVANCED DISEASE

Duodopa: This study is currently recruiting advanced Parkinson’s disease patients with severe
motor fluctuations. The goal is to continuously deliver carbidopa-levodopa medication in gel form
directly into the small intestine using a tube/pump system. Participation lasts 12 months, with the
option to continue with treatment after the study is over.

Double-Blind Duodopa: This study is currently recruiting advanced Parkinson’s disease patients with
severe motor fluctuations. Subjects will be randomized to receive placebo oral carbidopa-levodopa
and carbidopa-levodopa medication in gel form directly into the small intestine using a tube/pump
system or placebo intestinal gel with oral carbidopa-levodopa. Participation lasts 3 months with the
option to continue using the intestinal gel after the study is over.

SLEEP DISORDERS IN PARKINSON'S DISEASE

Light Study: The purpose of this study is to evaluate the effectiveness of light treatment on excessive
daytime sleepiness in patients with Parkinson’s disease. This study requires 2 one night stays in the
hospital, 3 clinic visits, and 2 weeks of light box treatment done in the subject’s home.

Circadian Rhythms in PD: This study is being done in order to look at how the biological clock
works in patients with Parkinson’s disease by examining sleep patterns, daytime sleepiness, and
melatonin and cortisol blood levels. Participation lasts 2 weeks, which includes 2 sleep studies and
one 24-hour period of blood draws. Participants are compensated for their time and travel.

GENETICS

PROGENI: This study is looking for individuals with PD who have a family history of PD in a
first degree relative (parent, sibling, child) who may be alive, deceased, unwilling, or unable to




participate. The study involves an interview with family members, one clinical exam and collection
of blood samples. The study is funded by The National Institutes of Health. STUDY CURRENTLY
ON HOLD.

Genetics (NU Study): The objective of this study is to identify the genetic basis of neurodegenerative
disorders, characterized by disorders of movement or gait. Subjects with a movement disorder will
be asked to give a blood sample, which will be used to investigate the effects of the mutations at the
cellular level and explore mechanisms of neurodegeneration, with the goal of developing methods
of stopping disease progression and improving therapeutic strategies.

COGNITIVEIQUALITY OF LIFE QUESTIONNAIRESISURVEYS

PARS: The objective of this study is to determine if a change in brain imaging and smell loss predicts the
onset of Parkinson’s disease in first-degree relatives (father, mother, son, daughter, sibling) of patients
diagnosed with Parkinson’s disease.

Montreal Cognitive Assessment (MoCA)/fMRI: The objective of this study is to evaluate the
accuracy of MoCA in recognizing cognitive impairment in PD patients. Patients recruited for the
MoCA study may also be eligible for fMRI. The objective of the fMRI study is to define changes in
resting state brain networks in patients with movement disorders vs. healthy patients.

UTI Study: The objective of this study is to expand knowledge concerning the quality, distress,
impact, and management of lower urinary tract (LUT) symptoms in women with Parkinson’s disease
(PD).

Creativity in Parkinson’s Disease: A Focused Interview: The objective of this pilot study is to
begin to understand creativity in people with PD. Through a confidential, focused interview, we will
gain information on how creativity is affected by the progression and management of PD.

Cervical Dystonia

CD-Probe: A registry for patients diagnosed with Cervical Dystonia and are, or will be, receiving
treatment with BOTOX®. Patients will receive three (3) BOTOX injections and will participate in 4
clinic visits and 2 telephone interviews.

For more information please contact the Movement Disorders Research Office

by phone at (312) 503-2593 or by fax (312) 503-0787.
Version date: 10/19/09




DANCE CLASS FOR PEOPLE WITH PARKINSON’S DISEASE

Dates: 8-week sessions

Enroll anytime: Rolling admission

Days: Mondays and Thursdays
Time: 1:00-2:00 pm
Cost: $110.00 for 8 weeks
Place: Drucker Center — 1535 North Dayton Street
(west of Halsted, south of the intersection of North Avenue & Clybourn)
Parking: Adjacent lot (free) or garage ($2.00 validated)
Attire: Comfortable
Teacher: Citlali Lopez-Ortiz, PhD, MA, professional dancer and expert

in Dance and Movement Sciences, affiliated with Northwestern
University Parkinson’s Disease and Movement Disorders Center and the
Department of Physical Medicine & Rehabilitation/Rehabilitation Institute
of Chicago
RSVP: 312/238-4401 or c-lopez-ortiz@northwestern.edu
Dance is a stimulating mental activity that connects the mind to the body by

invoking imagery, telling stories with movement, and making use of the senses to

enhance balance and coordination.
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