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C.   Research Support 

Ongoing Research Support: 

 

AI-95383 - W. Henry Boom MD (PI)     4/1/06-3/31/13 

NIAID 

Tuberculosis Research and Prevention Unit 
Role:  Co-investigator 

 

The purpose of this contract is to conduct coordinated multi-disciplinary investigations of host immunologic 
mechanisms to M. tuberculosis in order to identify and validate surrogate markers for clinical use. Potential 

markers (in blood and sputum samples) specific to MTB infection and useful in distinguishing it from exposure 

to or infection with BCG and atypical mycobacteria are currently being evaluated in the context of population-
based studies in Uganda and Brazil. Assays currently under investigation include MTB-antigen-induced 

production of cytokines in whole blood, assessment of IFN-", TNF-#, IL-6 and IL-8 levels in sputum from 

patients with TB and healthy PPD positive control subjects, and killing of MTB in mononuclear phagocytes in 

vitro. Recently, the infrastructure for bronchoscopy and BAL of smear $negative TB patients has been 



 

established at the TBRU Brazil site under Dr. Hirsch’s direction, thus allowing assessment of cytokines levels 

and of anti-MTB immune responses in primary lung T-cells and mononuclear phagocytes. 
 

RO1 (HL51636) Zahra Toossi  (PI)     8/1/04-7/31/09 

NHLBI 

Impact of Tuberculosis on HIV Disease 
Role: Co-Investigator 

 

This grant investigates the impact of TB on immunologic and virologic ifactors on HIV-1 disease.  Aims are to 
1.  Determine the basis for transcriptional activation of HIV by MTB in mononuclear phagocytes.  2.  Assess 

the role of excess cytokines and chemokines in viral production and to determine whether mechanisms of 

transcriptional activation of HIV are operative at sites of active MTB infection in HIV/TB patients with pleural 
TB.  3.  Determine whether release of HIV virions by macrophages are effectively abrogated by ARV therapy 

during HIV/TB, and whether there is an associated change in viral set point and viral heterogeneity, and a 

decrease in frequency of latently infected mononuclear cells in lymph nodes. 

Previous Research: 

Contract (039DT303) Hirsch (PI)     7/15/02-9/30/06 
CDC 

Prospective Evaluation of Immunological Surrogate Markers of Susceptibility to M. tuberculosis Infection 

This protocol is an immunological study to identify surrogates of protective immune responses to M. 

tuberculosis infection. It is a substudy conducted in the context of an already ongoing larger prospective study 
of contact investigations in the United States.  Specifically, the association between transmission of MTB 

infection and contact to a case with active TB and levels of MTB antigen-induced cytokines (IFN-", TNF-# and 

IL-10) in whole blood cultures will be evaluated in an epidemiologically well defined US population (both 
foreign-born and US-born individuals) who have (foreign born) or have not received BCG (US born) 

 

KO8 (AI01514) Hirsch (PI)        7/1/98 to 6/30/02 

NIAID 

Role of T-cell Apoptosis in the Immunopathogenesis of TB 

The long-term objective of this project is to assess the role of apoptosis in immune responses in the peripheral 

blood from patients with pulmonary TB. Specifically the project studies the role of T-cell apoptosis in the 

profound immediate and persistent suppression of production of IFN-" by PBMC from patients with TB and 

attempts to identify the molecular mechanisms involved in spontaneous and M. tuberculosis-induced apoptosis 

and to examine the contribution of blood monocytes to this process. The hypothesis being evaluated is that T-
cells from patients with TB undergo both spontaneous and antigen-induced apoptosis at increased rates, 

resulting in decreased production of the immunoprotective cytokine IFN-". Decreased production of IFN-", in 

turn, may contribute to ineffective anti-MTB immunity and allow persistence of active MTB infection. 
 

 

 

 
 


