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  Expert MTB/RIF Results in Patients With Previous Tuberculosis:  

  Can We Distinguish True From False Positive Results? 

Objectives 

 To examine  

• the frequency of Xpert false positivity in retreatment patients  

• distinguishable factors from true positivies 

 laboratory-based substudy  

• to ascertain whether Xpert can detect DNA from lysed nonviable cells 



  Expert MTB/RIF Results in Patients With Previous Tuberculosis:  

  Can We Distinguish True From False Positive Results? 

Methods 

 clinical study 

• in Cape Town, South Africa  

• data from 3166 patients who had symptoms suggestive of TB 

• false positive (FP) : Xpert (+), culture (-)     

• true positive (TP) : Xpert (+), culture(+) 

 laboratory-based substudy  

• viable bacilli vs nonviable bacilli (heat- and mechanically-lysed) 
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  Expert MTB/RIF Results in Patients With Previous Tuberculosis:  

  Can We Distinguish True From False Positive Results? 

Conclusions 

 FP Xpert  

• previous TB  (more recently) 

• low mycobacterial DNA load (measured by CT) 

• CXR not compatible with active TB 

 about 1 in 7 Xpert (+) results in retreatment patients will be FP 

  Xpert detects DNA from nonviable cells 

Clin Infect Dis. 2016 Feb 16 



  Genome-wide expression for diagnosis of pulmonary tuberculosis: 

   a multicohort analysis 

Lancet Respir Med. 2016 Feb 19 

Objectives 

 To derive a diagnostic gene set in the peripheral blood of patients with active TB 



  Genome-wide expression for diagnosis of pulmonary tuberculosis: 

   a multicohort analysis 

Methods 

 from two public gene expression microarray repositories 

 datasets that examined clinical cohorts of active pulmonary TB in whole blood 

 compared gene expression in patients with either latent TB or other ds. vs. active TB 

Lancet Respir Med. 2016 Feb 19 
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  Genome-wide expression for diagnosis of pulmonary tuberculosis: 

   a multicohort analysis 

Conclusions 

 three-gene set for active TB 

• potential clinical application for diagnosis and monitoring treatment response  

Lancet Respir Med. 2016 Feb 19 
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  A dose-ranging trial to optimize the dose of rifampin 

  in the treatment of tuberculosis 

Am J Respir Crit Care Med. 2015;191(9):1058-65 

Objectives 

 To evaluate the safety and tolerability, the pharmacokinetics, and the extended early 

bactericidal activity of increasing doses of rifampin 



  A dose-ranging trial to optimize the dose of rifampin 

  in the treatment of tuberculosis 

Methods 
 68 culture-positive patients with pulmonary TB 

 10 mg/kg (8), 20 mg/kg (15), 25 mg/kg (15), 30 mg/kg (15), 35 mg/kg (15) 

Am J Respir Crit Care Med. 2015;191(9):1058-65 
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  A dose-ranging trial to optimize the dose of rifampin 

  in the treatment of tuberculosis 

Conclusions 

 Two weeks of rifampin up to 35 mg/kg was safe and well tolerated. 

 There was a nonlinear increase in exposure to rifampin without an apparent ceiling 

effect and a greater estimated fall in bacterial load in the higher dosing groups.  

Am J Respir Crit Care Med. 2015;191(9):1058-65 



  Daily rifapentine for treatment of pulmonary tuberculosis.  

  A randomized, dose-ranging trial 

Am J Respir Crit Care Med. 2015;191(3):333-43 

Objectives 
 To determine safety, tolerability and antimicrobial activity of daily rifapentine 

 To determine the optimal dose of daily rifapentine during the first 8 weeks (intensive 

phase) of combination treatment for pulmonary TB 



  Daily rifapentine for treatment of pulmonary tuberculosis.  

  A randomized, dose- ranging trial 

Methods 
 randomized, multicenter, partially blinded phase 2 trial 

• 18 sites (9 in North America, 4 in Africa, 2 in South America, 2 in Asia, 1 in Europe) 

 pulmonary TB with AFB smear (+) 
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  Daily rifapentine for treatment of pulmonary tuberculosis.  

  A randomized, dose- ranging trial 

Conclusions 
 Daily rifapentine was well-tolerated and safe.  

 High rifapentine exposures were associated with high levels of sputum sterilization at 

completion of intensive phase. 

Am J Respir Crit Care Med. 2015;191(3):333-43 



  Bedaquiline in the treatment of multidrug- and extensively drug- 

  resistant tuberculosis 

Eur Respir J. 2016;47(2):564-74 

Objectives 
 To evaluate the safety, tolerability and efficacy of bedaquiline for the treatment of 

patients with drug-resistant-TB, including pre-XDR and XDR-TB 



  Bedaquiline in the treatment of multidrug- and extensively drug- 

  resistant tuberculosis 

Methods 
 multicenter, open-label, single-arm, phase 2 trial  

 31 sites in 11 countries 

• Asia (China, South Korea, Philippines, Thailand), Eastern Europe (Estonia, Latvia, Russia, 

Turkey, Ukraine), Peru and South Africa 

 .Participants 

• age ⩾18 years with pulmonary MDR-TB  

• 400 mg bedaquiline once daily for 2 weeks -> 200 mg 3 times a week for a further 22 weeks 

in combination with a BR of drugs  

• After bedaquiline treatment, participants were followed for a further 96 weeks during which 

BR was completed  

Eur Respir J. 2016;47(2):564-74 
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MDR TB 

 : 73.1% (95% CI 62.9–81.8%) 

  

pre-XDR TB  

 : 70.5% (95% CI 54.8–83.3%) 

  

XDR TB  

 : 62.2% (95% CI 44.8–77.6%) 



  Bedaquiline in the treatment of multidrug- and extensively drug- 

  resistant tuberculosis 

Conclusions 
 Bedaquiline was well tolerated and led to good outcomes in patients with MDR-TB. 

Eur Respir J. 2016;47(2):564-74 



  Efficacy, safety and tolerability of linezolid for the treatment of 

  XDR-TB: a study in China 

Eur Respir J. 2015;45(1):161-70 

Objectives 
 To evaluate the efficacy, safety and tolerability of linezolid in patients with XDR-TB  



  Efficacy, safety and tolerability of linezolid for the treatment of 

  XDR-TB: a study in China 

Methods 
 prospective, multicenter, randomized study in China 

 participants 

• age between 18 and 64 years with pulmonary XDR-TB  

• smear (+) after using available chemotherapeutic options during the previous ⩾12 months 

• 1200 mg linezolid per day for 4-6 weeks -> 300-600 mg per day until the patients provided 

two consecutive negative sputum cultures during a 2-month period  

• 2 years of individually based chemotherapy regimens based on medication history and drug 

susceptibility tests (DST) 

Eur Respir J. 2015;45(1):161-70 
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78.8% vs. 37.6%, p<0.001 69.7% vs. ??, p<0.05 



Eur Respir J. 2015;45(1):161-70 



Eur Respir J. 2015;45(1):161-70 



  Efficacy, safety and tolerability of linezolid for the treatment of 

  XDR-TB: a study in China 

Conclusions 
 Linezolid may significantly promote cavity closure, increase sputum culture-conversion 

rate and improve treatment success rate in patients with XDR-TB . 

Eur Respir J. 2015;45(1):161-70 



  Clofazimine for the treatment of multidrug-resistant tuberculosis: 

  prospective, multicenter, randomized controlled study in China 

Clin Infect Dis. 2015;60(9):1361-7 

Objectives 
 To evaluate the clinical efficacy and tolerability of Cfz in treating patients with MDR-TB 



  Clofazimine for the treatment of multidrug-resistant tuberculosis: 

  prospective, multicenter, randomized controlled study in China 

Methods 
 prospective, multicenter, randomized study in China 

 participants 

• age between 18 and 64 years with pulmonary MDR-TB  

• unsatisfactory response to available chemotherapeutic option during the previous ≥6 months 

• 100 mg clofazimine per day for 21 months 

• 21 months of individually based chemotherapy regimens based on medication history and 

drug susceptibility tests (DST) 

Clin Infect Dis. 2015;60(9):1361-7 
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  Clofazimine for the treatment of multidrug-resistant tuberculosis: 

  prospective, multicenter, randomized controlled study in China 

Conclusions 
  Using clofazimine to treat MDR tuberculosis promotes cavity closure, accelerates 

sputum culture conversion, and improves treatment success rates. 

Clin Infect Dis. 2015;60(9):1361-7 
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  Duration of BCG protection against tuberculosis and change  

  in effectiveness with time since vaccination in Norway: 

  a retrospective population-based cohort study 

Lancet Infect Dis. 2016;16(2):219-26 

Objectives 
 To assesse the long-term vaccine effectiveness of BCG 



  Duration of BCG protection against tuberculosis and change  

  in effectiveness with time since vaccination in Norway: 

  a retrospective population-based cohort study 

Methods 
 retrospective population-based cohort study  

 the tuberculosis screening and BCG vaccination programme in Norway 

 participants 

• age between 12 and 50  

• preserved information of TST and BCG status (between 1962 and1975) 

Lancet Infect Dis. 2016;16(2):219-26 
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  Duration of BCG protection against tuberculosis and change  

  in effectiveness with time since vaccination in Norway: 

  a retrospective population-based cohort study 

Conclusions 
 long-lasting BCG protection, but waning of VE with time 

Lancet Infect Dis. 2016;16(2):219-26 



  Safety of human immunisation with a live-attenuated  

  Mycobacterium tuberculosis vaccine:  

  a randomised, double-blind, controlled phase I trial 

MTBVAC 
 new live tuberculosis vaccine based on genetically attenuated M. tuberculosis 

Lancet Respir Med. 2015;3(12):953-62 

Objectives 
 To compare the safety of MTBVAC with BCG in healthy adult volunteers 



  Safety of human immunisation with a live-attenuated  

  Mycobacterium tuberculosis vaccine:  

  a randomised, double-blind, controlled phase I trial 

Methods 
 single-center, randomized, double-blind, controlled phase 1 study 

 at the Centre Hospitalier Universitaire Vaudois (CHUV; Lausanne, Switzerland) 

 Volunteers 

• age 18-45 years, clinically healthy, HIV-negative and tuberculosis-negative, and had no 

history of active tuberculosis, chemoprophylaxis for tuberculosis, or BCG vaccination 

• randomly assigned to three cohorts in a dose-escalation manner 

Lancet Respir Med. 2015;3(12):953-62 
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  Safety of human immunisation with a live-attenuated  

  Mycobacterium tuberculosis vaccine:  

  a randomised, double-blind, controlled phase I trial 

Conclusions 
 MTBVAC is the first live-attenuated M tuberculosis vaccine to reach clinical 

assessment, showing similar safety to BCG 

 MTBVAC seemed to be at least as immunogenic as BCG 

Lancet Respir Med. 2015;3(12):953-62 





  Risk Assessment of Tuberculosis in Contacts by IFN-γ Release Assays. 

  A Tuberculosis Network European Trials Group Study 

Am J Respir Crit Care Med. 2015;191(10):1176-84 

Objectives 
 To analyze IGRA results and the effect of preventive chemotherapy on TB progression 

rates among recent contacts 



  Risk Assessment of Tuberculosis in Contacts by IFN-γ Release Assays. 

  A Tuberculosis Network European Trials Group Study 

Methods 
 prospective study  

 26 centers in 10 European countries 

 participants 

• contacts of tuberculosis index cases  

• IGRA (QFT or TSPOT)  
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  Risk Assessment of Tuberculosis in Contacts by IFN-γ Release Assays. 

  A Tuberculosis Network European Trials Group Study 

Conclusions 
 TB rarely developed among contacts. 

 Preventive chemotherapy effectively reduced the TB risk among IGRA-positive 

contacts. 

 Although the negative predictive value of IGRAs is high, the risk for the development of 

TB is poorly predicted by these assays. 

 

Am J Respir Crit Care Med. 2015;191(10):1176-84 



  Combinatorial Immunoprofiling in Latent Tuberculosis Infection. 

  Toward Better Risk Stratification 

Am J Respir Crit Care Med. 2015;192(5):605-17 

Objectives 
 To identify potential immunomarker combinations that distinguish among unexposed 

subjects, untreated patients with LTBI, and treated patients with LTBI  

 To differentiate risk of reactivation 



  Combinatorial Immunoprofiling in Latent Tuberculosis Infection. 

  Toward Better Risk Stratification 

Methods 
 Using peripheral blood 

 Combinatorial immunoprofiling  

• IGRA  

• FC assay (CD25+CD134+ coexpression on TB antigen–stimulated T cells) 

Am J Respir Crit Care Med. 2015;192(5):605-17 
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  Combinatorial Immunoprofiling in Latent Tuberculosis Infection. 

  Toward Better Risk Stratification 

Conclusions 
 Immune phenotypes defined by combinatorial assays may potentially have a role in 

identifying those at risk of developing TB 

Am J Respir Crit Care Med. 2015;192(5):605-17 





  Analysis of drug treatment outcome in clarithromycin-resistant  

  Mycobacterium avium complex lung disease 

BMC Infect Dis. 2016;16(1):31 

Objectives 
 To reveal the effectiveness of the continuation of a macrolide and the use of a 

multidrug regimen in the treatment of CAM-resistant MAC lung disease.  



  Analysis of drug treatment outcome in clarithromycin-resistant  

  Mycobacterium avium complex lung disease 

Methods 
 retrospective single center study  

 at Tokyo National Hospital 

 patients with diagnosed CAM-resistant MAC (MIC ≥32 μg/ml) 

BMC Infect Dis. 2016;16(1):31 
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  Analysis of drug treatment outcome in clarithromycin-resistant  

  Mycobacterium avium complex lung disease 

Conclusions 
 Continuation of macrolides or the addition of a new quinolone or injectable 

aminoglycoside to rifampicin and ethambutol would not improve clinical outcome in the 

treatment of CAM-resistant MAC lung disease.  

BMC Infect Dis. 2016;16(1):31 



  Preliminary Results of Bedaquiline as Salvage Therapy for  

  Patients With Nontuberculous Mycobacterial Lung Disease 

Chest. 2015;148(2):499-506 

Objectives 
 To describe the treatment with bedaquiline-containing regimens of individuals with 

refractory Mab or MAC lung disease 



  Preliminary Results of Bedaquiline as Salvage Therapy for  

  Patients With Nontuberculous Mycobacterial Lung Disease 

Methods 
 case series of off-label use of bedaquiline for treatment failure lung disease caused by 

MAC or Mab.  

 at Health Science Center at Tyler (UTHSCT), Tyler, Texas 

 Participants 

•  ≥18 years of age, NTM lung disease 

• failed ≥ 12 months of therapy for MAC and ≥ 6 months for Mab 

• Treatment failure was defined as persistent positive sputum cultures for NTM, with 

progressive symptoms and radiographic abnormalities 

• All were considered to have potentially life-threatening NTM disease 
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  Preliminary Results of Bedaquiline as Salvage Therapy for  

  Patients With Nontuberculous Mycobacterial Lung Disease 

Conclusions 
 This small preliminary report demonstrates potential clinical and microbiologic activity 

of bedaquiline in patients with advanced MAC or Mab lung disease 
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