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BOTUSA study

Samandari Lancet 2011
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TST+ HR 0.08 (0.01–0.61)

TST- HR 0.86 (0.38–1.89)
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after 6 months



TB

HR 0·57 (95% CI 0·33–0·99)

TST+ HR 0.08 (0.01–0.61)

TST- HR 0.86 (0.38–1.89)

Death

TST+ HR 0.28 (0.08–1.03)

TST- HR 2.99 (1.27–7.04)

Severe AEs >6 months

1% placebo

1.3% INH

Benefit lost 
after 6 months



TST+ HR 0.28 (0.08–1.03)

TST- HR 2.99 (1.27–7.04)

Incidence of death



IPT & ART - BOTUSA

1 year of ART reduced TB by 50%. 
No significant additional effect in TST+ on 36 months INH



Lancet ID in press



Diagnosing latent TB infection

• Immune response (-IFN production) to specific 

antigens for M. tuberculosis (ESAT-6 & CFP-10), 

therefore no cross reaction with BCG or 

environmental mycobacteria

• No need for patient to return to read result

• Already accepted (NICE, CDC) but unclear if IGRAs 

are better than tuberculin skin tests at predicting the 

development of active TB





IGRA vs TST for predicting TB
excluding studies with incorporation bias

Rangaka Lancet ID in press



Lancet 2010; 376: 33–40



Nurse vs doctor ART management

• Composite primary endpoint:

– Mortality, LTFU, VL failure, toxicity (ART 
interruption ≥42 days), HIV disease progression

• Non-inferiority trial

– HR upper 95% CI <1.4 for treatment failure

• All ART doctor-initiated

• CD4 <350

• 812 randomised









Effect of sdNVP for PMTCT on 
response to ART

• After intrapartum sdNVP 60-80% of women 

have NNRTI resistant mutations

• Cohort data suggest that responses to 

subsequent NVP-based ART are good provided 

>12 months elapse after sdNVP



Octane trials

• RCT TDF + FTC with either NVP or LPV/r

• Two trials

– Trial 1 women with sdNVP exposure

– Trial 2 women without sdNVP exposure



Trial 2

No difference between NVP & LPV/r arms

Hazard ratio 0.97; 95% CI, 0.6 to 1.6



Trial 1





Lancet 2011; 377: 1495–1505



• Xpert MTB/RIF real time PCR with potential 
for point of care diagnosis

• Multicentre study of PTB found sensitivities of 
98.2% in smear+ & 72.5% in smear- & 
specificity 99.2% with one specimen

– Done in reference laboratories

• ?performance in district and subdistrict health 
facilities in resource-poor countries

N Engl J Med 2010; 363: 1005–15.



Diagnosis of TB

Sensitivity Specificity

Smear + Smear - Total

98.3% 76.9% 90.3% 99%





Diagnosis of rifampicin resistance

Sensitivity 94.4%; specificity 98.3%



Effect on time to treatment


