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TB Alliance Vision

2 – 4 months

6 – 30 months

10 days

Success will require 
novel multi-drug 

combinations



Road to Success

Effective partnerships exploiting affordable 
and accessible innovation



Agenda

• Research & Development
• Regulatory Progress
• Market Access
• Community Engagement 



2010 Highlights 
• TB Alliance/Astra Zeneca miniportfolio
• Open Forum 4
• Sharing with DNDi of nitroimidazole 

technologies
• First novel regimen moved into Phase II clinical 

development 
• Critical Path to TB Drug Regimen (CPTR) 

initiative launched
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Approach to Novel Regimen 
Development

• Use animal model(s) to identify most promising 
regimens

• Conduct full preclinical, Phase I and Phase II 
EBA evaluations of each individual drug 

• Explore drug-drug interactions and, as necessary, 
preclinical toxicology of combinations

• Take combinations/regimens into clinical 
development (Phase II, III)
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Preclinical Data on First Novel 
Regimen (PaMZ) in Phase II Trial
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R= rifampin

H= isoniazid

Z= pyrazinamide

Pa= PA-824

M= moxifloxacin



PaMZ Regimen Potential

• Treatment shortening to 4 months or less
• Equally effective against drug sensitive and 

drug resistant TB
• No need to test for either isoniazid or 

rifampin resistance
• Lower cost of goods of MDR TB treatment to 

as little as 10% of present costs 



TARGET OR CELL-BASED 
SCREENING
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LEAD IDENTIFICATION LEAD OPTIMIZATION CLINICAL PHASE I CLINICAL PHASE II CLINICAL PHASE III

Preclinical TB 
Regimen Development 
JHU/U. Ill Chicago

 AstraZeneca (AZ)
 Bayer Healthcare AG (Bayer)
 Beijing Tuberculosis and Thoracic Tumor  

Research Institute (BTTTRI)
 Colorado State University  (CSU)
 GlaxoSmithKline (GSK)
 Infectious Disease Research Institute (IDRI)
 Institute of Materia Medica (IMM)
 Institute of Microbiology, Chinese Academy of  

Sciences (IMCAS)
 Johns Hopkins University (JHU) 
 Johnson & Johnson / Tibotec (Tibotec) 

 New York Medical College (NYMC)
 Novartis Institute for Tropical Diseases (NITD)
 Novartis Pharmaceutical (Novartis)
 Rutgers: The State University of New Jersey (Rutgers)
 Texas A&M University (TAMU)
 University of Auckland (U. of Auckland)
 University of Illinois at Chicago (U. Ill Chicago)
 University of Pennsylvania School of Medicine  (U. 

Penn)
 Yonsei University (Yonsei)

Novel TB 
regimen development

Current first-line TB 
treatment consists of 
Isoniazid (H) + 
rifampicin (R) + 
pyrazinamide (Z) + 
ethambutol (E)

Clinical DevelopmentDiscovery

OUR R&D PARTNERS

Preclinical 
Development

TB Alliance Portfolio

November 2010



Launch of Critical Path to TB Drug Regimens (CPTR)

11
Please visit CPTRinitiative.org for more information
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TB Drugs in Clinical Development
Global Portfolio
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TB Alliance Donors through the Decade

Bill & Melinda Gates Foundation
Irish Aid United States 

Food and Drug 
Administration

The Rockefeller Foundation European Union

United Kingdom Department 
for International Development 

The Netherlands Ministry 
of Foreign Affairs

United States 
Agency for 

International 
Development

http://www.google.com/imgres?imgurl=http://www.greenfluids.org/images/EU_logo.jpg&imgrefurl=http://www.greenfluids.org/html/Research/micronization.html&usg=__T4jqS4XJrx7IQRgCR2EDu5f4teY=&h=260&w=273&sz=33&hl=en&start=3&sig2=FjtTzNsazqgxqhATsW6J-Q&zoom=1&itbs=1&tbnid=wu2KfbG-GnPiXM:&tbnh=108&tbnw=113&prev=/images?q=european+union+logo&hl=en&gbv=2&tbs=isch:1&ei=wc7KTO7mDMT58Ab_wN2VAQ�
http://www.google.com/imgres?imgurl=http://www.helenjaques.co.uk/wp-content/uploads/2009/01/fda-logo.jpg&imgrefurl=http://www.helenjaques.co.uk/blog/2009/pharmaceutical-industry-fda-offlabel-drugs/&usg=__4-ERWrvTMD_6ceu1FMKNxWJ2DjI=&h=274&w=286&sz=31&hl=en&start=1&sig2=9xiCAn3V3kgHvxSAE57rdg&zoom=1&itbs=1&tbnid=mSFXI17qv70uVM:&tbnh=110&tbnw=115&prev=/images?q=us+fda+logo&hl=en&gbv=2&tbs=isch:1&ei=cM7KTP2JFsGB8gbRwqGVAQ�


Opportunity     and         Challenge

Significantly 
improve TB 
therapy (drug 
sensitive and  
resistant TB) 

Mobilize 
necessary 
resources to 
execute against 
the present plan



Thank you !



 

Critical Path to TB Drug Regimens 

CPTR Regulatory 
Science 

Consortium 

Led by the Critical 
Path Institute 

CPTR Drugs 
Coalition 

Led by the TB 
Alliance 

 

CPTR Research 
Resources 

Led by the Bill and 
Melinda Gates 

Foundation 
 

Focus 

• Data standards & 
integration 

• Biomarkers and 
endpoints as disease 
response assays 

• Animal models 
• Pharmacology  
• Disease progression  

models 

 

• Drug combination 
testing and 
development 

 

• Clinical trials 
infrastructure 

• Resource mobilization 
• Regulatory 

harmonization 
• Access and appropriate 

use 
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