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We found that the Mycobacterium tuberculosis RND transporter MmpL5 is Ffixed
on the inner membrane in the presence of MmpS5, which is a putative membrane fusion protein.
Photobleaching analysis of the fixed MmpL5 revealed that it maintains its drug efflux activity by
forming a trimer. Furthermore, purified MmpL5 and MmpS5 were coprecipitated, suggesting direct
binding of MmpL5 and MmpS5.

In addition, the MIC of substrates of MmpSL5 increased under the expression of two-component
regulatory transcription factors, DevR, MtrA, NarL, and PdtaR, suggesting that MmpSL5 may accept
environmental stimuli via the two-component regulatory system and regulate the expression of mmpSL5.
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