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Risk of TB disease after infection

e HIV -ve 5-10% per lifetime

* HIV +ve 5-10% per year



IPT & TST status

TST status Relative risk (95%Cl)

Positive 0.36 (0.22, 0.61)
Negative 0.86 (0.59, 1.26)

Combined 0.67 (0.51, 0.87)

Cochrane Database of Systematic Reviews 2010, Issue 1. Art. No.: CD000171



TB relative risk

IPT benefit & TST+
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Proportion TST+

Khayelitsha 52% TST+ (median CD4 392)
RR 0.6

Am J Respir Crit Care Med 2007;175:514



INH tolerability In HIV+

Adverse events severe enough to stop therapy
INH 3.56%
Placebo 2.21%
RR 1.66 (1.09-2.51)

Woldehanna 2007



IPT and resistance

Effect size
Study (95% CI)
Hong Kong . 1.22(0.34,4.33)
Katz = | 2.04 ( 0.51. 8.08)
Horwitz(b) - 1.98 ( 0.18, 21.31)
Pamra B 0.88 ( 0.25, 3.16)
Ferebee '60 s | 1.87 (0.31, 11.19)
Fereboe '56 = 1.28 ( 0.20, 8.08)
Hawken - § ~ 6.88 ( 0.01, 3881.07)
Mwinga = ‘ = 0.05 ( 0.00, 28.18)
Johnsan : = 4.04 (0,50, 32.79)
Gordin - : > 0.99 ( 0.00, 6306.83)
Rivero B 0.70{ 0.16, 3.03)
Moreno : = 21.95(0.04, 11581.42)
Comstock - = 407 (0,47, 34.95)
Summary RR - all studies e 1.45 ( 0.85, 2.47)
Summary RR - excluding zero studies” - 1.44 ( 0.84, 2.47)
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How to rule out active TB?
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Best symptom screen for TB — any one of:
Cough — active (any duration)
Fever >2 weeks
Night sweats
Weight loss



IPT duration of benefit in HIV+

Zambia
Benefit lost at about 18 months
Both 6H & 3RZ
Uganda
6H lost benefit 1 year
3HR & 3HRZ benefit >3 years
Both post hoc analyses (under-powered)

Quigley 2001
Johnson 2001



Effect of ART on TB

n Hazard ratio
Jones et al (2000),7 USA 14 457 I L 2 i I
Girardi et al (2000),% Italy 1360 I ¢ 5 l
Santoro-Lopes et al (2002),*® Brazil 255 I » : I
Badri et al (2002),*? South Africa 1034 I - : l
Golub et al (2007),4 Brazil 11026 o
Miranda et al (2007),* Spain 463 | & : |
Muga et al (2007),* Spain 2238 : ‘ :
Moreno et al (2008),% Spain 4268 I—.—:—I
Golub et al (2009),* South Africa 2778 |—|’—|
Summary estimate 37879 >
| | | I | I
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Adjusted hazard of tuberculosis

67% reduction (95% CI 61-73%)

Lawn Lancet ID 2010;10:489



BOTUSA study

Randomized Double-Blind Placebo Controlled Trial
98%not on ART at start

Open label » Coded drug

30 months placebo qd ‘6H’

821

Samandari Lancet 2011



Incidence of TB
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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)



Cumulative incidence of death (3:)
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TST+ HR 0.28 (0.08-1.03)
TST- HR 2.99 (1.27-7.04)



Conclusion

« IPT Is effective & well tolerated
— Population benefit with high prevalence TST+
— 6 months IPT best pre-ART

* Indirect benefits: screening for active TB and
retaining patients in pre-ART care

* Prolonged IPT much more effective than 6/12
— Should only be givento TST+



