Parkinson Update
|

OHSU

New Therapies for Parkinson’s Disease:
Neuroprotective, Neurorestorative and Symptomatic

By John Nutt, M.D.

The development of new treatments for Parkinson’s disease is expanding from the previous focus on
symptomatic therapies (treatment of symptoms of a disease) to neuroprotective and neurorestorative
therapies. Neuroprotective treatments are agents that would slow progression or prevent the development
of signs of parkinsonism by reducing the loss of dopamine neurons.

The first drug suggested to be neuroprotective was deprenyl (selegiline or eldepryl®). The results of these
studies have been complicated by the fact that deprenyl slightly improves symptoms, which makes it difficult to
separate neuroprotective effects from symptomatic effects. However there remains enough suggestive evidence of
neuroprotection that deprenyl continues to attract researchers’ attention and a definitive answer will eventually be found.

Evidence was presented at the 2002 American Academy of Neurology that the use of dopamine agonists
(such as Requip®, Permax® or Mirapex®) might slow the progression of parkinsonism. This conclusion
was based on radioactive brain scans. The interpretation of these observations remains controversial
because the changes in the scans are not proved to be due to the preservation of dopamine nerve
terminals, which was the basis of the conclusion. The use of dopamine agonists instead of levodopa (such
as Sinemet) remains a trade-off; dopamine agonists offer less chance of developing some of the side effects
of levodopa (motor fluctuations and dyskinesia) and now perhaps some degree of neuroprotection. On the
other hand, levodopa offers better control of the symptoms of parkinsonism without the side effects that
are more common with dopamine agonists (hallucinations and swelling of the ankles).

Other treatments are being tested for neuroprotection in Parkinson’s disease. A pilot trial with coenzyme
Q10, in which the Parkinson Center of Oregon (PCO) participated, has just been completed. This pilot
trial was suggestive enough of neuroprotection to justify a definitive clinical trial. The results of another
trial with a drug classified as a neuroimunophilin (related to the much-publicized drug GPI 1046) were
initially reported to be completely negative, but have now been reanalyzed to show some support for
neuroprotection. Further studies with this drug are being planned. As an indication of the importance of

Published by the Parkinson Center of Oregon, Department of Neurology

pictured above PCO director
John Nutt, M.D., associate
director Julie Carter; A.N.P,
and research volunteer

Greg Moore

Clinical Trials Q&A

The importance of
Glutathione

NIH Grant Awarded

Movement Classes

What’s Inside

Photograph by Michael Si




(7]
1
o
©
]
(<%}
=
P
>
(%
=

(continued)

neuroprotection, the National Institutes of Health (NIH) is
making neuroprotection for Parkinson’s disease a priority. The
NIH has recently selected centers to be part of a consortium for
neuroprotection trials. The PCO has been selected as one of the
centers and will therefore be involved in many more
neuroprotective drug trials.

Neurorestorative therapies are therapies to replace degenerated
dopamine neurons or to coax malfunctioning dopamine
neurons back to full function. Neurorestorative therapies are a
hot theme. Glial derived neurotrophic factor (GDNF) is small
protein that has the property of stimulating nonfunctioning
dopamine neurons back to full activity in animal models of
parkinsonism. The PCO was a leader in a multicenter trial of
GDNF administered directly into the cerebrospinal fluid of the
ventricles of the brain. This trial did not find improvement in
the parkinsonism, possibly because the GDNF was not able to
pass from the cerebrospinal fluid into the parts of the basal
ganglia containing dopamine neurons. An exciting report at the
most recent American Academy of Neurology meeting was of a
small pilot study (without control subjects) which found that
GDNF administered directly into the basal ganglia produced
dramatic improvement in parkinsonism. The GDNF was
administered by constant infusion through a small tube
permanently implanted into the basal ganglia and connected to
a small pump implanted in the abdominal wall. The PCO has
been approached about participating in a pilot study with
controls (some subjects will receive placebo via the pump for
part of the study) to follow up on these provocative findings.

Another approach to neurorestoration is grafting of dopamine-
producing cells into the brain. A pilot trial of implanting cells,
which are derived from the retina and produce levodopa, was
reported to benefit Parkinson’s disease. These cells would be
easy to grow in the laboratory and would not have the logistical
and ethical problems that limit the use of embryonic cells.
Another potential source of cells for transplantation is stem cells.
Embryonic stem cells are being used in animal models of
parkinsonism with some success, but there remains a problem
that the stem cells may continue to grow in the brain and
produce tumors. More information on how to control the
growth of embryonic stem cells to prevent uncontrolled growth
after implantation will be necessary before clinical trials with
stem cells can be conducted in humans. Finally, another
controlled trial of transplanting embryonic dopamine neurons
into the basal ganglia is just being completed and the results will
be reported soon. We look forward to bringing you more
information about this exciting area of research in the future.

In the area of symptomatic therapy for Parkinson’s disease, deep
brain stimulation (DBS), continues to get much attention,
especially since the FDA has now approved it. However, much
remains to be understood about this treatment. Veterans Affairs
(VA) and the NIH have joined forces to sponsor a large trial that
will compare the relative benefits and drawbacks of DBS in two
different parts of the basal ganglia, the globus pallidus interna
and the subthalamic nucleus. This study will be conducted in the
six VA centers established as Parkinson’s Disease Research,
Education and Clinical Centers (PADRECCs) and their
associated universities. The Portland Veterans Affairs Medical
Center and OHSU will be one of the six sites for this first large
controlled trial of DBS.

Do what you can with what

you have where you are.

- Theodore Roosevelt

By Julie Carter, R.N., M.S., A.N.P.

Q: Please give me a little background about yourself
and your involvement in research studies.

A: Sure. I am 55 years old and was diagnosed with Parkinson’s
disease about 13 years ago. My father also had Parkinson’s
disease. I have been a patient at the Parkinson Center of
Oregon for about 10 or 11 years and have participated in
approximately six research studies.

Q: Why do you participate in research studies?

A: It’s very simple. I participate in studies because it’s a
tangible way for me to contribute to Parkinson’s research at a
personal level. Clinical trials are where science and the healing
arts come together. It’s where theory meets practice; real
human beings with real diseases and real problems. That’s
where I can make the most unique and personal contribution.
If the research team can learn more about this peculiar disease
by poking and prodding me, and stuffing me full of pills, I'm
happy to participate. As I see it, without research there is no
hope of breakthroughs that can lead to a cure or prevention of
the disease, or advances in the treatment of symptoms.

Q: As a participant, what kind of research most interests you?

A: I'm actually interested in participating in all kinds of research,
but of course, I'm most interested in the research that offers the
most hope. I keep apprised of research that is going on in
Parkinson’s disease and currently am most interested in studies
that hold neurorestorative or neuroregenerative possibility.

Q: What about risks? No clinical trial is 100 percent risk-free.
How do you decide whether the risks are too great?

A: First, I try to understand the nature of the risks. Then, I try
to understand whether the more serious risks have been
eliminated or somehow controlled. To understand the nature
of the risks, I rely primarily on the consent form for the study. I
find the consent form extremely comprehensive and objective
with all the risks carefully outlined. While I think the
completeness of the consent form is vitally important, it’s also
easy to be overwhelmed by that very completeness. I simply
keep in mind that there are risks associated with everything I
do in the course of my daily life. I also turn to the
professionals at the Parkinson Center of Oregon for advice.
You always personally explain all aspects of a study and are
always available to answer any of my questions. My experience
with the staff at the Parkinson Center of Oregon is that the
safety and welfare of research participants is of paramount
importance to them. The staff is very thoughtful about
weighing scientific merit versus patient risk before the research
is undertaken. Furthermore, it’s always explained that a
research subject may discontinue participation at any time
without prejudice. I opted out of one drug trial myself because
of intolerable side effects.

Q: What advice would you offer to someone considering being
involved in a clinical trial?

A: First, it’s clearly a personal decision. A person should only
participate in a clinical trial if he or she wants to be involved.
Nobody should feel pressured. Having said that, if one does
want to be involved: Inform yourself about the study and its
associated risks — the more you understand, the more
comfortable you will be. With these caveats in mind, I would
encourage anyone to participate. You can make a unique
contribution, learn a lot and derive a good deal of personal
satisfaction from participating. And big advantages are often
the product of a lot of little steps. We’re all needed in the fight
with Parkinson’s disease.




The Facts
Behind
Glutathione

by Kathryn Chung, M.D.

Many patients are intrigued by
information they have read
regarding a compound called
glutathione (GSH). This article is intended to help reinforce the
facts and expose some of the misunderstandings surrounding GSH.

Glutathione is a simple molecule, made up of three amino acids,
namely glycine, cysteine and glutamate. It is interesting that this
compound, which is assembled by the body, is found in low
quantities in part of the brain of Parkinson’s patients known as
the substantia nigra. It is not well known what glutathione’s
purpose is in the brain, it is slightly better defined in other areas
of the body where glutathione is also found. In the liver, for
example, glutathione helps to detoxify compounds such as
acetaminophen. Certain people with a genetic blood condition
that prevents glutathione from being recycled well can develop
severe acute anemias when exposed to compounds that reduce
cell energy availability.

Glutathione is part of a biochemical reaction that involves removal
of hydrogen peroxide and other “oxygen free radicals” that are the
byproducts of normal cellular processes. It is theorized that
without glutathione, these toxic oxygen species may then cause
damage to the neurons and some supporting cells of the brain. It

is not known why glutathione becomes depleted in the first place.

It would be very helpful to be able to take glutathione either orally
or intravenously in the hope that it might replace what is missing.
Unfortunately, glutathione does not penetrate the brain. The
brain has a very unique defense system that protects it from
exposure to the many compounds our bodies are subjected to
every day, called the “blood-brain barrier”. Thus, the hunt is on for
compounds that may stimulate or aid the brain in forming its own
glutathione, a few of which are promising.

If someday we are able to stimulate glutathione production, the
hope would be that by doing so as early on in Parkinson’s disease
as possible, we may optimize neuroprotection, a strategy that aims
to help remaining neurons survive and even hopefully repair.

National Institute of Health (NIH) has awarded the PCO a five-
year grant to be one of 40 centers nationwide to focus on research
aimed at delaying or preventing the progression of Parkinson’s
disease. The goal of these centers will be to identify the most
promising neuroprotective compounds, and design and execute
protocols to test the efficacy of these drugs. One compound that
may hold promise is coenzyme Q10, a naturally occurring
compound currently sold as a dietary supplement. In a recent
national clinical trial, partially conducted at the PCO, Q10 was

shown to have some positive effects. Now, a larger study must be

done so that definitive results can be reached.

Parkinson Center of Oregon Clinics
at OHSU Serve Multiple Purposes

By John G. Nutt, M.D.

One goal of the Parkinson Center of Oregon (PCO) is to offer
skilled, comprehensive and compassionate care of people with
Parkinson’s disease and their families. The PCO faculty, Matthew
Brodsky, M.D., Julie Carter, A.N.P., Kathy Chung, M.D., Penny
Hogarth, M.D., Steven Johnson, M.D., Jau-Shin Lou, M.D., and
John Nutt, M.D. specialize in movement disorders and offer careful
assessment of your disorder and the treatment options appropriate
for it. In addition to the clinical team, Kate Doebke, R.N., assures
that care is comprehensive and patients and families are guided to
hospital and community resources that may offer assistance in
coping with the patient and family problems.

The PCO clinics serve other purposes as well. The clinics are
important in the clinical training of medical students, neuroscience
graduate students, advanced nursing students, neurology residents
and occasionally other medical professionals. Trainees may be
present when you are seen in the clinic by PCO faculty or you may
be seen initially by the trainee and subsequently by a PCO faculty.
However, the ultimate responsibility for your visit is with one of the
PCO faculty. The PCO clinics thus further another of our program’s
goals, to increase awareness and skills of medical professionals in
managing Parkinson’s disease and related disorders.

The third purpose for the PCO clinic is to promote clinical
research that will lead to a greater understanding of Parkinson’s
disease and to better treatments. Some research projects are
carried out during clinic. Examples are simple test of balance or
collection of blood samples for genetic studies. You may also be
told about studies for which you would be appropriate but the
studies will actually be done in research clinics or elsewhere away
from the clinic. You, of course, are under no obligation to
participate in any of these studies. Declining to participate in
studies will not affect the care you receive in our clinic.
Participation in studies is, however, one way in which you can help
advance research into Parkinson’s disease.

We hope you appreciate being an important part of a clinical,

education and research clinic. You are the essential ingredient
upon which the whole operation is centered.

Portland Marathon Fundraiser

A special thanks to Jean
Thorson, who ran her first
marathon to benefit the
Parkinson Center of Oregon
(PCO). Her father, Duane
“Duke” Dukart, was diagnosed
with Parkinson’s disease in 1983
at the age of 37. Although PD
has drastically changed the
course of his life, Duke’s
dedication and determination to fight this neurological
disorder has given her the inspiration to dedicate the
marathon to him. Jean's goal is to raise $10,000 for the PCO.
Friends and family of Jean and Duke have already been very
generous in honoring Duke. If you are interested in making a
donation in honor of Duke, please mail your payment to:

Parkinson Center of Oregon
Oregon Health & Science University
Mail stop 45

P.O. Box 4000

Portland, OR 97208

We look forward to reporting on the total contributions from
this event in our next spring newsletter.




weight training and

stretching can be complementary. But what should

1 do if I have Parkinson’s disease (PD)?

People with PD have a reduction in automatic
motor function. We can see this by the
symptoms of PD that include stiffness, tremor
and rigidity. So you may experience a reduced
arm swing, a shuffle when you walk, small
handwriting, diminished facial expression
and/or a low, monotone voice.

The unique value of this class is that the exercises
are focused on your PD symptoms. We know that

an exercise routine can compensate for some of the

motor losses by programming your brain (your
personal computer). Our movement classes are
based on the Art of Moving by John Argue,
published by New Harbinger Publications.

Are you afraid of falling? Learn movement
strategies to conquer this fear. Learn how to get
in and out of a chair gracefully.

So join us for 90 minutes of fun! We start

with tennis ball exercises, move to the floor

for stretching, then “sing” our way through

voice exercises.

Our next class session is Oct. 22. One 90-minute
class per week for 10 weeks. Contact Holly at
Parkinson’s Resources of Oregon at 503413-7717.
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Attention Veterans!

The Portland Veterans Affairs Medical Center
(VAMC) is one of only six VA movement
disorder specialty centers in the United States
of America. The Parkinson's Disease
Research, Education and Clinical Center
(PADRECC) is staffed with neurologists,
nurses and other health care professionals
who specialize in Parkinson's disease and
other movement disorders. Patients receive
comprehensive, individualized treatment,
including referrals for physical therapy,
occupational therapy, mental health,
wheelchairs and other VA services. The
PADRECC is also participating in a
nationwide research study on deep brain
stimulation treatment for Parkinson's disease.

This specialized care is available to all
veterans who served on active duty, and who
received an honorable discharge from any
branch of the U.S. armed forces. The service
may have occurred during either peacetime
or wartime. For more information about
enrollment, please call 503-273-5069.

Newly Diagnosed Small Group Session
Jan. 16, 2003

9 a.m.— Noon at Parkinson Center of
Oregon
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Do you have motor fluctuations (‘“on/off” or
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Parkinson’s disease?
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We gratefully acknowledge the following contributors who have made gifts to the PCO from September
2001 to August 2002. We have made every effort to compile a complete list of donors. We offer our
apologies for any omissions.

In addition, we would like to thank the following companies for their continued support throughout the year:
GlaxoSmithKline, Pharmacia, Teva Neuroscience, and Astra-Zeneca.

If you are interested in supporting the PCO, please send your tax-deductable donation to: PCO, 3181 SW Sam
Jackson Park Rd, OP-32, Portland, OR 97201. Make checks payable to: OHS Foundation/PCO.

For more information about charitable opportunities or estate planning, please contact
Maureen Bradley at 503-412-6358.
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Mr. and Mrs. Gunnar A. Johnson
Mr. and Mrs. Alan H. Jones
Ms. Lucille K. Jorg

Kaiser Foundation

Mrs. Sheree M. Kelly

Mr. and Mrs. Brian P. King

Mr. Vernon L. King

Mr. and Mrs. Leon L. Knapp
Mr. and Mrs. Adolph W. Koenig
Mr. and Mrs. August Kollom
Mr. and Mrs. David Krinsley
Ms. Joan M. Ladd

Mr. and Mrs. Karl A. Langbecker
Mr. and Mrs. Gurviest B. Langley
Mr. and Mrs. Joe Larkin

Mrs. Cynthia A. Larsen

Ms. June A. Larsen

Mrs. L. Marjorie Lasley

Mr. and Mrs. Derek Latham
Mrs. Joyce Le Tourneux

Mr. William A. Leidy

Ms. Bonnie J. Lemly

Mr. and Mrs. Sam E. Lesher
Jennifer and Carter MacNichol
Mrs. Helen R. Mansfield

Mr. and Mrs. Joseph Martinez
Mr. and Mrs. John G. Melonas
Ms. Diane Merry

Ronald E. Mertens, M.D.

Ms. Joann M. Metcalf

Mr. and Mrs. Richard R. Millar
Ms. Beverly Brady and Ms. Fern Miller
Ms. Pamela Morris

Mr. and Mrs. Robert A. Morris
Mr. and Mrs. Ian R. Murray
Mr. and Mrs. David A. Negrey
Ms. Linda D. Nelson

Mr. and Mrs. Minh V. Nguyen
Mr. and Mrs. Grover J. Norman
Mr. and Mrs. Richard D. Obrist
Mr. and Mrs. John F. Oettinger
Mrs. Marjorie Olson

Mr. and Mrs. Herbert Ostroff
Mr. and Mrs. Thomas Palm
Mrs. Ruth E. Palumbo

Ms. Florence E. Pearson

Mr. Robert Peck

Mr. Bob Peisley

Mr. Wilhelm K. Peterson

Ms. Appolonia M. Peyer|

Mrs. Katherine M. Peyton

Ms. Laura M. Pliska

Portland Police Association

Mr. and Mrs. Patrick J. Raschio
RDJ Realty 1 LP

Ms. Marie E. Resler

Mr. and Mrs. Jimmie D. Roberts
Ms. Lynn K. Robertson

Mr. and Mrs. Richard W. Rugg
Mr. and Mrs. Joseph L. Rutten
Mr. Richard K. Sandaas

Ms. Teresa Schlosser

Mr. and Mrs. Micheal Schmeck
Mr. and Mrs. H. W. Schultz

Ms. Deanna Silshee

Ms. Liisa Sjoblom

Mrs. Janet H. Skadan

Ms. Maureen G. Sloan

Mr. and Mrs. Clifford E. Smith
Mr. Eric Smith

Mr. Merlyn W. Smith

Mr. Charles G. Smoot

Mr. and Mrs. Robert J. Snyder
Mr. Oscar Soderstrom

Mr. and Mrs. James D. Sousley
Mr. and Mrs. Robert R. Spence
Mr. and Mrs. Walter A. Sprague
Mr. Burns Srigley

Mrs. Evalyn H. Staudt

Mr. and Mrs. Robert W. Stewart
Mr. and Mrs. Greg Straughn

Mr. and Mrs. Frederick L. Streimer
Mr. Melvin J. Taylor

Ms. Judith Teufel

Mr. and Mrs. Peter Thoeresz
Ms. Shirley Thompson

Mr. and Mrs. Wally Thompson
Mr. and Mrs. Andrew C. Thomson
Mr. and Mrs. Asa C. Thoresen
Mr. and Mrs. Herman Tint

Mr. and Mrs. Gregory Trotter
Mr. and Mrs. John A. Unfred
Mr. and Mrs. William C. Vail

Mr. and Mrs. Ronald J. Van Schoiack
Mr. and Mrs. Eric P. Verheiden
Ms. Frances Walker

Mrs. Mary A. Warnock

Mr. and Mrs. Robert L. Weil

Mr. Dwight E. West

Ms. Carol Westman

Mrs. Gertrude Wickett
Willamette University Business Office
Mrs. Evelyn M. Williams

Mr. Thomas R. Williams

Mr. and Mrs. James L. Wilson
Richard W. Wilson, M.D.

Mr. and Mrs. Bernd D. Winkelmann
Ms. Janet Woodcock

Mr. and Mrs. Dan Yates

Mr. and Mrs. Irvin Yeager

Mr. and Mrs. Robert M. Yoshitomi
Dr. and Mrs. Eldon W. Younger
Mr. and Mrs. John Ziros

Mr. Moritz H. Zwicki

Gifts in Honor of

Harold and Patricia Anderes
Charles E. Anderson
Richard Arnold

Tola Beal

Julie H. Carter

Darline Cooley

Clarence Drtina

Duane 'Duke' Dukart
Walter Froehlich

Edward Geiger

John P. Hammerstad
Thurman L. Hice

Janice L. Hopper

Billie Jensen

Ida Mary Kurtz

the Reerslev-Larkin Marriage
Robert J. Larsen

Dr. Alar Mirka's 50th Birthday
Dr. John G. Nutt

Roger Ohlson

Herbert Ostroff

Shirley Pinkard

Narma Ritter

Ed Rosenbaum's birthday
Betty Rugg

Bettie Schmeck

Karen Smith

Harold Summers

Dan Sundholm

Gene Weekley

Nara Woodcock

Gifts in Memory of

Lloyd L. Albee

Mary Albrecht

Jaydee W. Anderson
Lillian Anderson
Raymond Austin

Betty H. Bailey

Benny D. Baiocco
Howard L. Ball

Vance Bartholomew
Iva 0. Behm

Patricia Bingham
Katheryne M. Boileau
Ferris F. Boothe
Wallace 'Wally' Borgens
Henry Lewynn 'Hank' Bottemiller
Lillian E. Boyer

Larry Bracelin

Hank Brand

R.G. Brooks

Willard H. 'Bud' Burdett
Charles 'Chuck' Campbell
William Patrick Carr
Evelyn Chisholm

Veral E. Christensen
George Alton Collins
Kenneth M. Coon
Helen M. Cooper
Vivian A. Cornwell

Roy Dannon

June Arlene Davis

Ruth T. DeHaan

Harry Drew

Joseph A. 'Joe' Duyck
Austin Eng

Elsie Eschbach

Judith Johnson Farley
Melvin Leslie Fenske
Floyd 0. Flom

Marie C. Fluck

Arthur Fouks

E. Jeanne Fox

Judith Freedman
Edward Freepons
Marie L. Garmon
Robert Gerdes

Elmer Gerjets

Brownie Ginkle

Julia Gomez

Dr. Morton J. Goodman
Elizabeth Haines

Emilie J. Handley

Barbara S. Hanson

Maycel C. Hartley

Fern L. Hawkinson

Kathy Hayes

Albert J. Heiser

Thomas A. Hill III

Lyle W. Hoffman

Vernon Holmes

Col. Harvey Hostetter

Mary Elizabeth Hughes

Ellen Jackson

Faye Johnson

Ida Maurine Johnston

Lela Faye Klatt

Barbara J. Koenig

Bob D. Kong

Francis Labsch

Uuno V. Lahti

William S. Lake

Luella Lasley

Zella M. Lasley

George LeTourneux

Eunice A. Levins

Robert Gordon Madsen

Oliver T. Mansfield

Virgie L. Marvin

John Guy Matteucci

James C. McCarty

Margaret Jensen McCormick

Walter Mirczak, Sr.

Adolph Mitvalsky

Wilbur Murray

Kenneth Mutanen

Charles E. Olson

Evelyn J. Olson

Ninian M. 'Pete’ Olson

Frank B. Packard, M.D.

Robert C. Peter

Albert M. Polajnar

Doris Powell

David Edward Pratt

Trevor P.G. Price

James J. Pruitt

Oscar Reiersgaard

Bernard T. "Bernie" Ripp

Elmer W. Robinson

Tom Robinson

Wally Ross

Chet Rowins

Julia R. Runyan

Harlen E. Schlosser

Elsie Lenora Schofield

Raymond Sheehan

Downing Sherrick

Raymond Fletcher and
Martha Rose Shirley

Lydia P. Simerly

Cecil R. Slaughter

Deane C. Sluyter

Patricia 'Pat' Soderstrom

Fred Spiegelberg

Ralph R. Stading

Clayton Sweek

Fred Terry

Carl Traasdahl

Delma Trotter

Sherwood 'Johnny' Trotter

Gerald George Walker

Charles E. Warren

Ralph E. Weaver

Margaret Wendt

Jean W. West

Jess L. Williams

Esther Ruth Wilson

Peyton R. Winn

Dan Wohlgemuth

Michael J. Wright

Betty Lou Wyatt

Mildred 'Millie' Yeoman

Frederick J. 'Fred' Yockey

Ron Zahler




