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Dear Editor,

We commend Huang and colleagues on their important study [1] examining the prevalence of latent tuberculosis infection (LTBI), the completion rate, and safety of tuberculosis preventive therapy in elderly patients with poorly controlled diabetes mellitus. Diabetes increases tuberculosis risk and worsens tuberculosis treatment outcomes [2,3]. Tuberculosis preventive therapy could be a key strategy to reduce the burden of diabetes-associated tuberculosis and contribute to global tuberculosis control, and Huang et al provide important empiric data [4]. 
The authors purposively selected patients with poorly controlled diabetes (HbA1c>9%) who likely have the highest tuberculosis risk.  They measured LTBI by QuantiFERON-TB (QFN) and recorded outcome of preventive treatment among 268 individuals who either received daily isoniazid for 9 months (9H) or weekly rifapentine-isoniazid for three months (3HP). This study suggests that preventive therapy among these elderly individuals is generally safe and that high completion rates can be reached.
Of course, the results should be interpreted with caution as treatment was not randomized. Doctors’ decisions to prescribe 3HP or 9H may have been influenced by their expectations of treatment outcomes. Indeed, patients who received 3HP were younger and fewer had kidney disease. Also, more adverse drug reactions were reported among patients receiving 3HP, but because the study was not blinded and follow-up times differed, ascertainment bias may have influenced reporting of adverse events. 
Furthermore, we commend the study high rates of LTBI screening and completion of preventive treatment, which for the 9H group was higher than reported in some clinical trials [5], but the study was underpowered to detect differences in completion rate between 3HP and 9H (84.1% versus 79%) – the difference in proportions (5.1%) had a large 95% confidence interval, ranging from -6.7% (favoring 9H) to 16.9% (favoring 3HP). Similarly, the study lacks power to establish possible differences in post-treatment QFN conversion.

The study by Huang and colleagues reinforces the need for a randomized controlled trial (RCT) to address this important issue. We are currently preparing a phase 3 double blinded placebo controlled trial, the first of its kind globally. Conducted in Tanzania and Uganda, it will assess the efficacy of preventive therapy with 3HP against the development of probable or definite TB disease over 24 months in 3000 people with diabetes, who either have a positive tuberculin-skin test (TST) or a positive QFN test (NCT04600167). PROTID (prevention of tuberculosis in diabetes) will provide key evidence on the effectiveness and safety of preventive therapy in people with diabetes in sub-Saharan Africa.
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