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Ravina Ruslami and colleagues presented a study assessing pharmacokinetics, safety, and 
survival benefit of different treatment regimens containing high-dose rifampicin and 
moxifloxacin in patients with tuberculous meningitis in a hospital setting 1.

Their findings that a treatment regimen containing a higher dose of rifampicin and standard-
dose or high-dose moxifloxacin during the first 2 weeks is safe in patients with tuberculous 
meningitis, and that high-dose intravenous rifampicin could be associated with a survival 
benefit in patients with severe disease are important to note.

We agree with the authors that, on the basis of the small number of patients per group, 
clinical results should be interpreted carefully. To compensate for small group sizes, 
one could consider a different strategy with drug exposure as a continuous variable. 
Additionally, isoniazid concentrations should also be measured since isoniazid contributes 
to rapid culture conversion and penetrates well in cerebrospinal fluid. Receiver operating 
characteristic analysis could show the extent to which cumulative drug exposures of 
rifampicin, moxifloxacin, and isoniazid relate to outcome. Resultant potentially crucial 
values for positive treatment outcome could be detected and related to the antagonistic 
effect on cell kill as observed after co-administration of rifampicin and moxifloxacin in in 
vitro and in vivo studies 2,3.

Another consideration is the potential benefit of a higher oral dosage to reach similar drug 
exposure as achieved with intravenous dosing. The proposed alternative strategy to analyse 
the data would also compensate for the difference in drug exposure due to intravenous 
administration compared with oral dosing, especially in the presence of predisposing factors 
for poor drug absorption like HIV co-infection.

We therefore would like to encourage the authors to do further analyses of their data to 
generate additional hypotheses.
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