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Streptomycin dependent Mycobacterium tuberculosis and M. bovis BCG
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A SM dependent mutant M. tuberculosis 18b strain has an additional cytosine
residue in 16S rRNA and this mutation has been considered to be responsible for SM dependence. As 18b
strain replicates in SM containing medium and enters non-replicating state after SM removal even in
aerobic cultures, this has been developed as dormancy model to screen new drugs active against
non-replicating state in recent years. As BSL3 facility is required to culture 18b and it is not known
whether other mutations associated with drug susceptivity exist on 18b, we introduced the same nucleotide
insertion on the currently used vaccine strain, M. bovis BCG Tokyo and confirmed that this mutation
conferred SM dependence. We further examined the effect of first line drugs on non-replicating SM starved
BCG and showed that this strain had phenotypic resistance to isoniazid and will be useful for screening
of new drugs in BSL2 facilities.
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