
C-Path Collaborators 



Consortia Title Regulatory Goal - 

 Qualification 

Therapeutic 

Areas 

Predictive Safety 

Testing 

Consortium 

 

Preclinical and clinical safety 

biomarkers 

Injury to kidney, liver, 

muscle, heart, blood 

vessels, testes 

 

Patient-Reported 

Outcome 

Consortium 

 

 

PRO instruments 

Asthma, cancer, 

depression, arthritis, 

irritable bowel, MCI, 

functional dyspepsia 

 

Coalition Against 

Major Diseases 

Pooled clinical trials, clinical 

and imaging biomarkers, and 

quantitative disease 

progression models 

 

Alzheimer’s disease, 

Parkinson’s disease 

Polycystic Kidney 

Disease 

Consortium 

Quantitative disease 

progression model & total 

kidney volume by MRI 

Autosomal dominant 

polycystic kidney 

disease 

Critical Path to 

TB Drug 

Regimens 

 

Drug development tools for 

combination drug development 

 

Tuberculosis 

Consortia 



Creating Consensus 
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Growing Collaborations: 
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Companies 

Joining  

Consortia 

Year 
2006      2007      2008     2009      2010      2011 

36 Total Companies 



Neutral 3rd Party 

Total Initial Funding  $24 Million 

Annual Budget   $8 million 

     50 % Arizona 

     25%  FDA 

     12% Gates Foundation 

       6%  Other Foundations 

       7%  Philanthropy 

Industry Support: 

   600 Scientists  

   Data valued at over $350 Million 

   Consortium Research - $7 million 5 



Structural Gaps 

Data 

Standards 

Analytic 

Standards 
FDA-Qualified 

Methods 

Discovery Medicine 

GAPS 

All Precompetitive 

C-Path C-Path 

NCI 

C-Path 

CDISC 



October, 2010 

Qualification 



New Drug Development Tools 

 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 process) 
 

 Database  of 11 pooled industry trials opened for 
researchers  (~5000 Alzheimer’s disease patients) 

 

 Alzheimer’s:  MRI qualified by EMA and disease  
   progression model & CSF biomarkers  
   in FDA review 
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~5000 Patients 

 
•  Seven companies remapped and 

 pooled data from 11 trials for 

 ~5000 patients: value = $350 Million 

 

•  Database open to >200 qualified 

 research teams in 35 countries 

 

C-Path’s Data Repository  
 for Alzheimer’s Disease  



What was learned? 
ADAS-Cog Variability 

ADNI J&J Wyeth 
sanofi-
aventis Pfizer AstraZeneca Abbott 

Item 1 Word Recall Word Recall Word Recall Word Recall Word Recall Word Recall Word Recall 

Item 2 Commands Name Obj/fing. Name Obj/fing. Commands Name Obj/fing. Name Obj/fing. Name Obj/fing. 

Item 3 Constr. Praxis Delayed recall Commands Constr. Praxis Commands Commands Commands 

Item 4 Delayed recall Commands Constr. Praxis Delayed recall Delayed recall Constr. Praxis Constr. Praxis 

Item 5 

Naming 
Obj/fing. Constr. Praxis Idea Praxis Name Obj/fing. Constr. Praxis Idea. Praxis Idea. Praxis 

Item 6 Idea. Praxis Idea Praxis Orientation Idea. Praxis Idea. Praxis Orientation Orientation 

Item 7 Orientation Orientation Word Recog Orientation Orientation Word Recog Word Recog 

Item 8 Word Recog. Word Recog. Remem. Instr. Word Recog Word Recog Remem. Instr. 
Spoken Lang 
Abil. 

Item 9 Remem Instr. Remem Instr. 
Spoken Lang. 
Abil. Remem. Instr. Remem. Instr. 

Spoken Lang. 
Abil. Comprehension 

Item 10 Comprehension 
Spoken Lang. 
Abil. 

Word Finding 
Dif. 

Spoken Lang 
Abil. 

Spoken Lang 
Abil. 

Word Finding 
Dif. 

Word Finding 
Dif. 

Item 11 

Word Finding 
Dif. 

Word Finding 
Dif. Comprehension 

Diff. Spont. 
Speech 

Word Finding 
Dif. Comprehension Remem. Instr. 

Item 12 

Spoken Lang. 
Abil. Comprehension Concentration Comprehension Comprehension Concentration   

Item 13 Number cancel. Concentration   Concentration Concentration     
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CAMD Database 

Baseline: Mild         Moderate     Moderately Severe 

Observed  

ADAS-cog 

LOWESS 

in Red 
(Locally 

Weighted 

Scatterpoint 

Smoothing) 



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 



Hippocampal Volume: 
    Now Qualified by IMI 
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From Jack et al, Brain 33:3336-48, 2010 

 

Mild Cognitive Impairment, progressor Mild Cognitive Impairment, nonprogressor 



MRI as a drug development 
tool for patient enrichment 
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Setting Precompetitive Standards 

Red Book, IEC 908  

USB 2.0 Specification  

ATM Machine - VISA 

Clinical Trials 

Date of Birth 
 

Jan. 15, 2011 

January 15, 2011 

1/15/11 

1/15/2011 

15/1/11 

1-15-11 

15-1-11 

2011-1-11 

 

Clinical Trials 

 

What is the average 

age of patients 

enrolled in 11 industry 

trials for Alzheimer’s 

Disease? 

 

 
 

The Future   ? 



C-Path –  FDA Qualification 

CDISC – Data Standards 

  Collaborations 
 

CAMD – Alzheimer’s 

CAMD – Parkinson’s 

PKD – Polycystic Kidney  

 Disease 

PSTC – Safety Testing 

CPTR – Tuberculosis 

 

C-Path and CDISC Collaborations 
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FDA High Priority, 
Therapeutic Area Standards 

Tier 1 

Acne Pain* Schizophrenia 

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

Anti-diabetic agents* Prevention of pregnancy Treatment of Hepatitis C* 

Crohn’s Disease Psoriasis Treatment of postmenopausal osteoporosis 

Infections of skin and/or subcutaneous 

tissue 

QT Studies Tuberculosis* 

Oncology: time to efficacy event other 

than overall survival*  

Rheumatoid arthritis Urinary tract infections 

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* Ulcerative colitis 

Tier 3 

Actinic keratoses Decompensated CHF Tinea pedis 

Aerosolized antimicrobals for cystic 

fibrosis 

Diagnostic radiopharmaceuticals Tramatic 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 

  

* existing projects  
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Copyright C-Path 2011 

   55 Therapeutic Areas in 5 Years 

C-Path and CDISC Collaboration 
 

• Establish Clinical Data Standards 

 

• Establish Clinical Trial Databases 

 

• Certify Testing Methods 

 for Specific Context of Use 
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