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• The Tuberculosis Trials Consortium (TBTC) conducts 
programmatically relevant clinical research 
concerning treatment of latent TB infection (LTBI) 
and TB disease 

• Began in 1993 and originally included only sites in 
North America

• It reorganized as a formal consortium in 1998, and 
grew to include 28 study sites in North and South 
America, Europe and sub-Saharan Africa
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Methods (1)

• Formal By-Laws defined a committee 
structure, relying on protocol teams and 
working groups, with an extensive system for 
communication, quality assurance, and 
attention to human subjects protection 

• The By-Laws define the organization of TBTC, 
and support its democratic and participatory
governance  

• The By-Laws are revised or supplemented as 
needed.  TBTC and its By-Laws are modeled 
on the NIH-funded AIDS Clinical Trials 
Groups, esp. CPCRA and ACTG 



Methods (2)

• The North American sites were health 
departments or academic medical centers 
under contract with CDC, or were funded via a 
Memorandum of Understanding mechanism 
administered by the Veterans Administration 
Medical Center in Washington DC 

• The study sites in Brazil, Uganda, South Africa 
and Spain were funded through sub-contracts 
that were established by academic medical 
centers in North America on behalf of, and 
with funding from the CDC
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Results (1)

• 9 major studies enrolled 10,817 patients: 

Study 22 (once wkly INH/RPT) [1075] 
Study 23 (twice wkly INH/RBT for HIV-TB) [181] 
Study 24 (twice wkly REZ for INH® [99]
Study 25 (RPT dose escalation) [150]
Study 26 (12 doses INH/RPT for LTBI) [8274] 
Study 27 (Ph2 Moxi EMB) [336]
Study 28 (Ph2 Moxi INH) [420]
Study 29 (5x/wk RPT) [265] 
Study 30 (once daily LZD for MDR) [17]

• 12 Sub-studies (mainly PK) have enrolled 1,421 
participants
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Study 22 
1995-2000

Study 23
1999-2002

Study 25
1999-2000

Study 24
1999-2007

Study 26
2001-2010

Study 27
2003-2006

Study 29
2009-2010

Once weekly H/RPT continuation slightly 
weaker than twice weekly H/RIF
•Cavitation and positive 2 month culture are 
potent risk factors for failure/relapse
•RIF resistant F/R in advanced HIV
•2003 ATS/CDC recommends
extended duration for high risk patients
and use of H/RPT in low risk patients
• PK study implicated low INH in acq RIF 
resistance

•RBT replaces RIF in patients with 
HIV and HAART
•Failure/relapse rate acceptable
• Good tolerability
•Paradoxical reactions common
•RIF monoresistance with 
intermittent intensive phase and 
advanced HIV

RPT 900-mg, 
once-weekly was
safe and well 
tolerated. Further 
evaluation of 
RPT 1,200 mg is 
warranted

•What is the best 
management of 
patients with INH 
resistance or 
intolerance?

•Substitution of 
moxi for EMB did 
not affect 2-mo 
sputum culture 
status but did show 
increased activity at 
earlier time points.

Substitution of moxi for 
INH resulted in a small but 
statistically nonsignificant 
increase in Week-8 culture
negativity.

• What is efficacy and 
safety of intensive 
phase using RPT 
600mg 5x/week in 
place of RIF?

•Can a Phase III  
RTC of LTBI  be 
accomplished?
•What is the efficacy 
and tolerability of a 
12 dose INH/RPT 
weekly regimen to 
prevent active TB?

TBTC  CLINICAL  TRIALS

TBTC Trials Conducted From 1995-2009

Complete

Ongoing

Study 28
2006-2008



Results (3)

• New partnerships include projects with 
ACTG, NIAID, TB Alliance, commercial 
pharmaceutical mfrs, MDR partners, 
academics (Ordway, TBRU) 

• A formal external review 2007 preceded 
the recent 2009 re-competition, which 
has increased capacity and high-burden 
engagement 
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Future 
Perspectives

• TBTC is one productive member of the 
growing global network of groups 
conducting TB clinical trials

• The consortium is eager to coordinate 
and collaborate with other groups 
such as EDCTP in the rapid pursuit of 
improved therapies for TB infection 
and disease.
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Reference: TBTC: A Model for 
Clinical Trials Collaborations.  Public 

Health Reports 2001; 116 (Supp 
1):41-49.
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