CRITICAL PATH FOR PARKINSON'S: REGULATORY PATH TO ENABLE TARGETING THE RIGHT PATIENTS IN

CLINICAL TRIALS OF EARLY STAGES OF PARKINSON'S DISEASE
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development of novel therapeutic candidates (Ref 1). . PR . . . . .
CPP PD Imaging Biomarker Qualification Team Progress to date: Figure 5: Clinical trajectories of SWEDD cases in relevant clinical studies (Ref 2)
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« CPP’s PD imaging biomarker team aims to achieve regulatory endorsement with FDA and EMA « PRECEPT and PPMI studies, preliminary results (Figure 5) S BBhow but age exp Putamen [1231] B-CIT uptake
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early motor stages of Parkinson’s disease soon after diagnosis when therapies hold promise for « Biomarker Reproducibility and Reliability o | |

delaying progression. = |maging Methodology Validation Study (qualitative vs quantitative)
 FDA Letter of Support, EMA Scientific Advice (Figure 7)
Methods

« CPP’s PD imaging biomarker team seeks to qualify the use of DAT imaging biomarker to enrich
subjects with early motor PD who are participating in clinical trials of novel PD therapies. The
team is advancing this project through formal drug development tool biomarker qualification
review programs as per guidance documents:

FDA:

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DrugDevelopmentToolsQualificationProgram/
ucm284076.htm
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Figure 6: DAT Imaging data in studies to support regulatory qualification goals
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and clinical studies that utilized DAT imaging per specifically defined inclusion and exclusion PD trials
criteria. The rate of scans without evidence of dopamine deficit (SWEDD) cases in published Red circle represents
reports of clinical trials to date was reviewed. Figure 1 outlines the decision tree for the decision teaarrth mpo(:nga';Er’] t]f:ﬁ i
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279 o7 Phace 1 Figure 3: Target Population Proposed to Regulators » Exclusion of SWEDD subjects in future clinical trials aims to enrich clinical trial populations with
fitles reviewed for subjects more likely to show relevant disease progression, improve statistical power, and spare
. . subjects who do not have PD from being exposed to novel therapeutic agents.
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