Additional File 15: Identification of shortest-paths

In order to recognize the paths carrying information between the three modules (during intra-cellular survival), viz., (A) the HPI-network, (B) the Mtb hypoxic-GRN, and (C) the hypoxic-metabolism network of Mtb, the shortest-path analysis was performed. For this purpose, the Mtb background PPI network was obtained from the STRING database [1] and filtered for a combined score cut-off of greater than (or equal to) 900. All paths connecting (i) 28 (out of 30) Mtb proteins involved in HPI with the host, (ii) 30 TFs from the Mtb hypoxic-GRN, and (iii) 78 Mtb enzymes, the reactions catalyzed by which were maximally perturbed during hypoxia), were first obtained using CompNet [2]. All identified paths were subsequently filtered for a maximal path-length of five. Paths shorter (or equal) to a path-length of five, were then checked for perturbed expression of the constituent genes [3–5]. Paths, wherein, at least 50% of the genes were observed to be perturbed were considered to be shortest-paths carrying information between the three modules. 

	The number of identified (perturbed) shortest-paths connecting the modules (A) to (B), (A) to (C), and (B) to (C) were 2554, 13151, and 4035 respectively. Furthermore, to ascertain that the number of identified (perturbed) shortest-paths between any two modules were statistically significant; a t-test was performed. In this test, for a given pair of modules, two sets of proteins equal to the size of the two modules were drawn from the (filtered) Mtb background network and (perturbed) shortest-paths (connecting the two identified sets of protein) were identified (as mentioned earlier). Using 100 iterations for each pair of the studied modules, the t-test ascertained that the observed shortest-paths connecting these modules were indeed significant with a p-value of lesser than 0.001.
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