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Mission

1 To provide a comprehensive
multidisciplinary care to patients with PD
and other movement disorders while
working on research into the cause and

cure of PD.




Comprehensive PD care model

Northwestern

1 Medical and surgical management
1 Patient and family support

1 Physical and occupational therapy
1 Speech therapy

1 Multiple exercise classes ( RIC )

1 Dance class

1 Arts and music class (to start soon)
1 Social services, support groups
Take advantage of these services




PD & MDC 2010 Update

The Center was founded in 2000

1 National Parkinson Foundation Center of Excellence
2 Udall NIH Center ( Dr. Surmeler )

1 MJFF PPMI site

1 Multiple educational programs

| Patient education seminars, support groups,
exercise classes, dance class

i Educational programs for t |
i Collaboration with RIC-PD J\*3
a Multidisciplinary team '
1 Extensive research programs




Par ki nsondés diI sease.

What will it take to find a cure ?

Future
Curative
therapy

T



Talk objectives
Experimental trials in PD 2010

1 PD early Dx

1 Neuroprotective trials

1 Symptomatic Tx in early PD

1 Symptomatic Tx in advanced PD

1 Treatment of non- motor symptoms




Clinical trials in PD
Information resources

1 Clinical trials.gov
I No ongoing stem cell studies in USA

1 PDtrials.org
I 69 studies
I 43 Interventional studies
I 10/43 exercise in PD
I 5/43 Phase Il studies



Spectrum of PD symptomatology

Dementia

Psychosis

Sleep
Dysfunction

Depression

Motor symptoms

Autonomic
Dysfunction

Pain



Why is it so difficult to find a cure ?
PD Motor Vs. Non-Motor Symptoms

The Parkinson’s Complex

Available
Substantia Nigra treatments
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Olfactory Cortex  Temporal Cortex

Langston, Annals of Neurology 2006



PD: can we stop the
disease progression ?
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Rate of progression of PD
Concept of disease modification
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Neuroprotection in PD:
Time to intervene

1 Before onset of the symptoms

1 Potential Premotor markers of PD
I Loss of sense of smell
I Excessive day time sleepiness
I REM behavior disorder
| Severe constipation
I New onset late life anxiety and depression

W. Ross, Abbott, Boeve, Schenck, Dote



Future interventions in PD

Diagnosis
Dopamine neurons

Motor ratings

Tim \
Current interventions
Neuroprotection Reduction of disability

Disease modification yesnold for motor sigrs
and symptoms

Modified National Parkinson Foundation Web site. www.parkinson.org.



Parkinson Disease
Associated Risk Syndrome

Pre -

Diagnostic Subtle motor features

F2 S B SE Non-motor features
Pre - Clinical Neuroimaging changes

Genetic predisposition

Pre - Physiological

PARS




Par kil nsonos

Diagnostic challenges
1 Diagnosis of PD Is based on a set of
clinical diagnostic criteria
1 There Is no diagnostic confirmatory test
1 Routine MRI imaging Is not diagnhostic
1 Clinical diagnosis Is 75-90% accurate

1 Diagnostic accuracy Is especially
problematic early in the disease

d |



Significance of PD biomarkers

1 Will improve accuracy of PD diagnosis
1 Screening of population at risk

1 \Wi
1 \Wi
1 \Wi

Im
Im
Im

nact treatment decisions
nact recruitment into clinical trials

nact analysis of clinical trials



Candidate PD biomarkers

1 Imaging
I MRI scans

I PET scans
I SPECT scans

1 Biologic biomarkers
I Blood, urine spinal fluid

1 Genetic biomarkers



PPMI study

1 \WWhat is novel ?

P T
P
P T

ne largest international initiative to identify
D progression biomarkers

ne most comprehensive PD biomarker

Initiative
1 How will it help to find a cure ?
I WIll facilitate drug development

I WIll provide an objective measure that
potentially could be used for screening, DX



MJFF Biomarker initiative
PPMI study

A PD Participants
ANewly diagnosed and unmedicated (die nov o 0)
A Control Participants

AHealthy individuals who are not first-degree blood relatives of someone with
PD

A3-5 years depending on when a subject enrolls. This includes four visits in year
1, with visits twice a year thereafter.

Aln consultation with their physicians, PD patients will determine their ability to
remain unmedicated for the first 6 months of the trial

APatients will be able to participate in other trials after one year of enroliment

AAn initial screening visit to determine whether a patient qualifies

AA battery of tests, assessments and sampling, including: Clinical assessments
(motor, neuropsychiatric and cognitive), imaging assessments (dopamine
transporter imaging, DatSCAN, MRI), and biologics sampling (blood, CSF,
urine and DNA)

AThis is an observational study i no drugs or interventions will be administered




DaTscan Imaging. Diagnhostic
test for parkinsonism

A P

Normal uptake in both striata Reduced uptake in both striata



DTl MRI as a candidate imaging
biomarker

Vaillancourt et al, 2009



Imaging biomarkers in PD




Northwestern DTI MRI study

Study funded by MJFF November 2009

Recruiting
A 15 patients with early
A 15 patients with advanced PD

A 15 controls

1 To confirm the sensitivity of DTI MRI in the
early diagnosis of PD

1 To examine the utility of this measure as a
longitudinal biomarker of PD progression.




NEUROPROTECTIVE Tx
1Proven- none

I Azilect ?

1Experimental ( PDTrials.org)
I Coenzyme Q10- Phase Il

I Creatine- Phase Il

I Isradipine T Ca channel blocker
I Inosine

I Phytopharm 1 oral growth factor




Rasagiline ( Azilect)

1 MAO-B Inhibitor

1 Reduces metabolism of dopamine in
the brain, antioxidant

1 Approved for early and advanced PD

1 Potentially could be effective as disease
modifying agent

1 ADAGIO study- just reported results



