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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 management

1 Patient and family support

1 Physical therapy

1 Dance class

1 Occupational therapy

1 Nutrition

1 Social services, support groups

These services are available




PD & MDC 2009 Update

1 National Parkinson Foundation Center of Excellence
1 Udall NIH Center ( Dr. Surmeier )
1 Multiple educational programs

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

I Educational programs for the physicians
I Collaboration with RIC-PD rehabilitation clinic
1 Multidisciplinary team & % 4. ;
1 Extensive \"
research programs




Talk objectives
Experimental trials in PD

1 PD early Dx

1 Neuroprotective trials

1 Symptomatic

X In early PD

1 Symptomatic -

X 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 42 interventional studies
I 10/42 exercise in PD
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#Neuroprotection- ability to spare
further progression of cells
degeneration and death and
potentially to restore the lost function



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



Potential screening tools for
presymptomatic PD

Anosmia in PD

1 Early marker of PD ( Doty, Stern, 1992)
1 Independent of stage and Tx

1 Potential preclinical marker of PD and
screening tool ( Ponsen, 2004)

1 A study of relatives of patients with PD
IS going on now ( see information Iin
your package)
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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 diagnostic
1 Clinical diagnosis is 75-90% accurate

1 Diagnostic accuracy Is especially
problematic early in the disease

d |



1 \Wi
1 \Wi
1 \Wi
1 \Wi

Significance of PD diagnosis
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orove accuracy of PD diagnosis
nact treatment decisions
nact recruitment into clinical trials

nact analysis of clinical trials



Candidate PD diagnosis
biomarkers

1 Imaging
I MRI scans

I PET scans
I SPECT scans

1 Serological biomarkers
1 Genetic biomarkers



DTl MRI as a candidate imaging
biomarker
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Northwestern DTI MRI study

Study funded by MJFF November 2009

A Will recruit 15 patients with early and 15
patients with advanced PD

1 To confirm the sensitivity of high resolution
DTI in the early diagnosis of PD compared to
normal controls.

1 To examine correlations between severity of
parkinsonism and DTI MRI changes.

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




Imaging in the brain: Molecular targets of radioligands

neuronal dopamine
metabolism (fluorodopa)



DaTscan Imaging. Diagnhostic
test for parkinsonism
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Normal uptake in both striata ~ Reduced uptake in both striata



NEUROPROTECTIVE Tx
1Proven- Azilect ?

i1Experimental ( PDTrials.org)
I Coenzyme Q10
I Creatine

| Isradipine T Ca channel blocker
I Inosine



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



TEMPO 6-month monotherapy trial
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adjusted Mean C
WORSE 5.0 -
| ™® AZILECT 1 mg/d (n = 134) T
407 m pracebo (n = 138)
3.0 -
2.0
0] - P = 0.0001
BETTER : 0.1

Mean baseline score for placebo was 24.5; AZILECT was 24.7
AZILECT Prescribing Information, 05/06.
See also: Parkinson Study Group. Arch Neurol. 2002;59:1937-43.



Dopaminergic Adverse Events with
AZILECT Monotherapy*

Commonly reported dopaminergic ad
events were similar to or lower than placebo.

Placeno
n=151

Postural hypotension

Nausea

Vomiting

Hallucinations

Somnolence
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Peripheral edema

*Adverse Events from TEMPO plus Phase Il studies.

Data on file. Teva Pharmaceutical Industries Ltd.



12-Month Mean Change from
Baseline in Total UPDRS

Primary Analysis: 371 subjects

4 === Rasagiline 1mg @ -
=== Rasagiline 2mg ,

saus Delayed-rasagiline

w

UPDRS Change

Comparison between rasagiline for 1 year and delayed-rasagiline:
** P =0.01 *P =0.05




ADAGIO: Delayed start design
Symptomatic vs. disease-modifying

effect
Symptomatic
Delayed-start
catches up

>

Symptom Time

iImprovement
Symptomatic &
Disease-Modifying
Delayed-start

does not catch up>

Symptomy Time

improvement Adapted from Olanow et al. Mov Dis 2008. In press.



Changes in Scores on the Unified Parkinson's Disease Rating Scale (UPDRS) in the Four
Study Groups

Olanow CW et al. N Engl J Med 2009;361:1268-1278
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