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Table S1. Comparison of macrophage-specific induced genes common to all four drugs to those genes induced by in vitro stimuli

. . Reference list size Overlap with macrophage-specific com-  Overlap by random Overlap significance
In vitro stimulus . .
monly induced list chance

Acid stress® 291 28 6 P < 0.001
Nutrient starvation® 440 27 9 P <0.001
Oxidative stress (H,0,)° 319 23 7 P < 0.001
NO/CO/DosR-dependent hypoxia® 50 18 1 P < 0.001
SDS-mediated membrane damage® 2n 27 5 P < 0.001
Triton X-100-mediated membrane damage’ 73 22 3 P < 0.001

Data from Rohde et al. (2007).

®Data from Betts et al. (2002) and Hampshire et al. (2004).

“Data from Schnappinger et al. (2003) and Voskuil et al. (2011).

9Data from Sherman et al. (2001), Ohno et al. (2003), Park et al. (2003), Shiloh et al. (2008), Voskuil et al. (2003), and Kumar et al. (2008).
“Data from Manganelli et al. (2001) and He et al. (2006).

"Data from He et al. (2006).

Table S2. Regulons that are commonly regulated by different frontline drugs in macrophages

Regulator Regulon size Overlap with macrophage-specific com-  Overlap by random chance Overlap significance
monly induced list

Rv3133c (DosR) 50 18 1 P < 0.001
Rv0757 (PhoP) 505 42 14 P < 0.001
Rv0981 (MprA) 275 34 7 P < 0.001
Rv1404 19 8 <1 P < 0.001
Rv3058c 136 13 3 P < 0.001
Rv0195 21 5 <1 P < 0.001
Rv3223c (SigH) 95 9 2 P < 0.001
Rv3676 (Crp) 43 6 1 P < 0.001
Rv3291c (IrpA) 7 3 <1 P < 0.001
Rv2760c (VapB42] 8 3 <1 P < 0.001
Rv0135¢ 2 2 <1 P < 0.001
Rv0023 489 21 1 P =0.002
Rv0081 283 14 6 P = 0.004
Rv0445c (SigK) 33 4 1 P = 0.006

Regulon data for DosR, PhoP, and MprA are from Sherman et al. (2001), Ohno et al. (2003), Park et al. (2003), He et al. (2006), Kumar et al. (2008), Shiloh et al. (2008), Abramovitch et al. (2011),
and Voskuil et al. (2003) and were obtained using regulator deletion strains; data for the rest regulators are from Rustad et al. (2014) and were generated using regulator overexpression
strains. Regulons are ordered by overlap significance.

Table S3 is provided as an Excel file and lists macrophage-specific INH-induced genes.
Table S4 is provided as an Excel file and lists genes differentially requlated by individual drugs in macrophages.
Table S5 is provided as an Excel file and lists genes commonly regulated by different frontline drugs in macrophages.

Table S6 is provided as an Excel file and lists macrophage-specific commonly induced genes.
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