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Critical Path Initiative - 2005 
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“purpose… to foster development of new 
evaluation tools to inform medical product 
development” 
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PMDA 

Critical Path Institute (C-Path) has developed a 
consortium structure that provides a unique 

neutral, precompetitive environment to increase 
collaborative efforts for drug development 

Consortia Model 



C-Path Collaborators 
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Predictive Safety Testing Consortium 
DRUG SAFETY 

 
Patient-Reported Outcome Consortium  

DRUG EFFECTIVENESS  

 
Coalition Against Major Diseases       

  UNDERSTANDING DISEASES  
  OF THE BRAIN 

 
Polycystic Kidney Disease Consortium   

  NEW IMAGING TESTS 

 
Critical Path to TB Drug Regimens  

  TESTING DRUG COMBINATIONS 

• Biomarkers 

• Patient 
        Reported 
        Outcomes 

• Disease 
        Progression 
        Models 

• Data  
        Standards 

Creating Consensus 



C-Path 
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CDISC and C-Path Partnership 

C-Path 
FDA Qualification 

  Collaborations: 
 

CAMD – Alzheimer’s 
 

CAMD – Parkinson’s 
 

PKD – Polycystic Kidney  
Disease 
 

PSTC – Safety Testing 
 
CPTR – Tuberculosis 

CDISC 
Data Standards 



 7 Safety biomarkers “Qualified” by 
FDA, EMA, and PMDA and being used by industry 

 

 ~ 60 Biomarkers/PROs in process  
 

 CDISC Data Standards set for Alzheimer’s disease; 
Parkinson’s, TB and PKD in development 

 

 Database of 21 pooled industry trials opened for 
researchers  (~6000 Alzheimer’s disease patients) 

 

 Alzheimer’s: MRI qualified by EMA and disease 
progression model & CSF biomarkers in FDA review 
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New Drug Development Tools 



Data aggregation 

Better standards 

New insights 

Better science 

There is also value in remapping 
legacy data to CDISC standards! 

Better standards 
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• Remapped and pooled data from 
 21 trials for ~6000 patients 
 

• Database open to ~200 qualified 
research teams in 35 countries 

Data Standards  

Value Proposition 
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CAMD Cognition Test Data 
ADAS-Cog (raw data) 
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CAMD Database 

Baseline: Mild         Moderate     Moderately Severe 

LOWESS 

in Red 
(Locally 

Weighted 

Scatterpoint 

Smoothing) 

Observed  

ADAS-cog 
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10-Year Disease Progression 

by Severity at Entry 

Mean (line) and 90% Credible Intervals* (gray shaded area) 

* the posterior probability of the average individual's mean ADAS-cog being in the interval is 90% 

Mild Moderate Severe 

ADAS-cog 
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Database Selection Screen 
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Alzheimer’s Disease Data = 

Patients and Loved Ones 

 

 

 

 

 

• 5.4M sufferers 

• 6th Leading Cause of Death 

• 15M Unpaid caregivers 

• $183B cost/yr 

• Projected cost of care by 
2050:  $1.1 Trillion 
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Therapeutic Area 

Standards Development 
Therapeutic  

Area 

Version FDA 

Tier 

C-Path 

Consortium 

Projected 

Availability 

Tuberculosis v 1.0 1 CPTR June ‘12 

Polycystic 

Kidney Disease  

v 1.0 1 PKD July ‘12 

Parkinson’s v 1.0 1 CAMD July ‘12 

Alzheimer’s v 1.1 1 CAMD Sept ‘12 

Pain v 1.0 1 June ‘12 

Cardiovascular v 1.0 1  July ‘12 

Virology v 1.0 1 Sept ‘12 

Diabetes v 1.0 1 4Q12 

Cardiovascular 

Imaging 

v 1.0 1 2013 

Schizophrenia v 1.0 1 2013 
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Implementation /          

User Guide 
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FDA Priority    

Therapeutic Areas 

Standardize Efficacy data elements   

in 57 therapeutic areas in 7yrs 
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FDA Priority Therapeutic 

Areas for Development 
Tier 1 

Acne Pain* Schizophrenia* 

Alzheimer’s Disease* Parkinson’s Disease* Solid organ transplantation 

Anti-diabetic agents* 
Polycystic Kidney 

Disease* (added) 

Treatment of Hepatitis C* 

(Virology) 

Infections of skin and/or 

subcutaneous tissue 
Prevention of pregnancy 

Treatment of 

postmenopausal 

osteoporosis 

Cardiovascular* Psoriasis Tuberculosis* 

Cardiovascular Imaging* QT Studies 
Urinary tract infections 

 

Oncology: time to efficacy 

event other than overall 

survival* 

Rheumatoid arthritis 

FDA preliminary view of project start timing 

2012 2013 2014 2015 2016 2017 *= in progress 
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FDA Priority Therapeutic 

Areas for Development 

Tier 2 

Addiction 
Gastroesophageal reflux 

disease 
Pneumonia 

Anticonvulsants Influenza Prevention of HIV 

Asthma Irritable bowel syndrome Treatment of HIV 

Bipolar Disorder 
Lipid-altering drug 

groups 

Treatment of overactive 

bladder 

Clostridium difficile colitis  
Major depressive 

disorder 

Treatment of vasomotor 

symptoms due to 

menopause 

Diabetic nephropathy 
Objective tumor 

response (Oncology)* 
Ulcerative colitis 

Legend 2012 2013 2014 2015 2016 2017 *= in progress 

FDA preliminary view of project start timing 
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FDA Priority Therapeutic 

Areas for Development 
Tier  3 

Actinic keratosis Decompensated CHF Tinea pedis 

Aerosolized antimicrobials 

for cystic fibrosis 

Diagnostic 

radiopharmaceuticals 
Traumatic brain injury  

Atrial fibrillation General Anxiety Disorder Treatment of cough 

Attention Deficit 

Hyperactivity Disorder 

Helicobacter pylori ulcer 

disease 

Treatment of erectile 

dysfunction 

Bacterial vaginosis 
Infectious diseases of 

the abdomen 
Treatment of hepatitis B 

Chemotherapy-induced 

nausea 
MRI contrast agents   

COPD 
Recombinant human 

growth hormone 
  

2012 2013 2014 2015 2016 2017 *= in progress 

FDA preliminary view of project start timing 



Next Steps 

Collaborative Research Agreement  

Review by C-Path & CDISC boards 

 Complete C-Path / CDISC agreement for CFAST Alliance 

 Establish steering committee 
 

New Therapeutic Area (TA) standards projects (aka 55in5) 

•  Additional webinars: NIH, patient organizations 

•  Align Therapeutic Area standards priorities with key stakeholders 

•  Ongoing collaboration with other groups developing data elements 
 

We would like your support and assistance 

•  Input on priorities for therapeutic area standards  

•  Promotion of standards development 

•  Identification of potential funding sources 
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“STANDARDS FOR PATIENTS” 
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Polycystic Kidney Disease (PKD) 

• Hereditary systemic disorder 
 

• Bilateral kidney cysts leading to                                        
marked expansion of                                                                

total kidney volume (TKV) 
 

• Progressive reduction in kidney  
function; Accounts for 8-10%                                             
patients on dialysis 

 

• Direct medical costs exceed                                                    
$1.5 B/year 
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23 Source: Dr. Ron Perrone PKD Foundation & Tufts Univ. 

Desired future endpoint Current endpoint 

PKD Clinical Use Case 
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TUBERCULOSIS:                             
GLOBAL PUBLIC HEALTH IMPERATIVE 
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Credit: James Nachtwey Credit: CDC Public Health Image Library 
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TB: Global Unmet Medical Need 

TB Prevalence, Burden and Impact 
 

• TB kills 3,800 people every day and 1 person 
every 25 seconds 

 

• 2 billion people or approximately 1/3 of the 
world’s population is infected with TB 

 

• 9.4 million new cases  annually 
 

• TB is the leading cause of death amongst people  
with HIV/AIDS 

Cases of MDR and XDR-TB 

are increasing 



Copyright C-Path 2011 

CPTR Alliance: Critical Path             
to TB Drug Regimens 

A collaboration to accelerate the 

development of new, safe, and highly 

effective regimens for TB by enabling early 

testing of drug combinations. 

http://www.gatesfoundation.org/Pages/home.aspx


Thank you 


