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Three years after launching, CPP has
1) Developed a worldwide PD patient-level database of >8,100 individuals,
2) Achieved a model-based qualification opinion from the European Medicines Agency

(EMA) for the use of Dopamine Transporter neuroimaging (DAT) as an enrichment
biomarker for early motor clinical trials [2,3],

3) Released a user-friendly trial simulator based on the DAT model (Figure 4), and
4) Formally engaged both FDA and EMA for regulatory acceptance of a PD disease

progression model.

References 

CPP is a successful worldwide precompetitive consortium with a
regulatory focus in advancing solutions for PD therapeutic
development. The CPP global database represents a unique resource
to further drug development tools, including biomarkers, disease
progression models, and trial simulations, for use in Parkinson’s
clinical trials. Future strategies for the consortium are underway and
include expanding the CPP database and evaluation of novel digital
drug development tools for quantifying disease progression.
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Results
To highlight the progress of Critical Path for Parkinson’s
(CPP), a precompetitive consortium to advance drug
development tools for early stages of Parkinson’s disease
(PD).
CPP is a public-private partnership, led by Critical Path
Institute (C-Path), jointly funded by Parkinson’s UK and
pharmaceutical companies. CPP comprises a broad
coalition of stakeholders, including industry, regulatory
agencies, academic experts and patient-advocacy groups.
By integrating diverse, multifaceted patient-level data into
a standardized database, CPP seeks to generate solutions
to bottlenecks in the drug development process for PD.
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The CPP PD unified database’s current sources include:
Parkinson’s Progression Markers Initiative (PPMI),
Cambridgeshire Parkinson's Incidence from GP to Neurologist
(CamPaIGN) cohort, Oxford Parkinson’s Disease Centre (OPDC)
Discovery Cohort, Incidence of Cognitive Impairment in Cohorts
with Longitudinal Evaluation - PD (ICICLE-PD) and Tracking
Parkinson’s. Clinical trial data include Parkinson Research
Examination of CEP-1347 Trial (PRECEPT), Deprenyl and
tocopherol antioxidative therapy of Parkinsonism (DATATOP),
Futility Study I (FS1) and Futility Study II (FSToo), Earlier versus
Later Levodopa Therapy in Parkinson Disease (ELLDOPA) and
Attenuation of Disease Progression with Azilect Given Once-daily
(ADAGIO), Short Term Assessment of RO 19-6327 (short-acting
MAOB-I) Tolerability in Untreated PD (START UP), Multicentre,
Phase III, 3-Arm Parallel Group, Placebo- and Ropinirole-
Controlled Trials of the Efficacy and Safety of the Rotigotine
Patch in Early-Stage Parkinson’s Disease (SP512, SP513),
Investigation of Cogane (PYM50028) in early stage Parkinson’s
disease (CONFIDENT-PD), SURE PD PhII (Inosine) and Study of
Urate Elevation in PD (SURE-PD Ph2) (Table 1). Further datasets
are scheduled to be included in the near future.
CPP’s data-driven goals include regulatory-accepted disease
progression models, clinical trial simulators and model-informed
biomarkers to optimize clinical trial design (Figure 1).

Table 1. Description of data sources and 
data that are included in the CPP 
database

Figure 4. Graphical user interface for the DAT early PD clinical trial
simulator (based on integrated data from PPMI and PRECEPT)
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Figure 1. CPP roadmap: Regulatory impact based on
precompetitive data sharing [3]
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Simulation scenario:
1. Generate 1000 virtual patients:
- 64 year old male
- Parkinson disease

A disease progression model characterizing the time course of MDS-UPDRS Part II and Part III was developed using an integrated dataset
comprised of multiple observational studies (PPMI and ICICLE-PD). Monte Carlo simulations were performed to compare the statistical
power by sample size in trials with and without enrichment using relevant covariates. From Reference [4].

With/without LRRK2 mutation
- Disease severity for motor score: 32
- Disease severity for non-motor score: 6
2. Simulate their progression for 10 years

Figure 3. CPP Database 
use case: LRKK2 
progression

Figure 2. C-Path data-
driven regulatory 
science 
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