Supplementary Table S1.A: Selected previous literature reports suggesting role of the 10
identified IPLTB in latent or active tuberculosis.

Mutations in several genes in the IL12/IFNy axis have been
implicated in the rare congenital disease known as Mendelian

susceptibility to mycobacterial diseases (MSMDs).

Pathway Literature report in context of LTB or TB Reference
IL.12 produced by macrophages after Mtb endocytosis induces T-
cells activation into CD4+ and CD8+ cells, which can secrete | [Bustamante
IFNy. Both IL12 and IFNy have been implicated in promoting et al, 2007,
deJong et al,
IL12/ IFNy axis | host resistance to Mtb.

1998, Serbina
and Flynn,
2001]

IL2 mediated

IL2 increases cellular immunity against TB and promotes

granuloma formation and is reported to have a high level in mice

[Demissie et
al, 2004,

Howard and

associated with susceptibility to TB.

signaling with latent TB. LTB patients have been shown to have high levels Zwilling
willing,
of TH1 cytokines, including IL2. 1999]
Increased production of the anti-inflammatory cytokine IL4 can
[Demissie et
promote pathogenesis of pulmonary TB. al 2004
IL4 mediated Increased amounts of IL4 have been implicated in LTBI | Howard and
signaling reactivation in health care workers. Zwilling,
. . 1999, Ordway
Increased expression of IL4 antagonists have been shown to be
et al, 2004]
high in LTBI cases.
TLR2 is known to recognize patterns in Mtb cell surface and
[Byun et al,
induce Th1 cell response by cytokine secretion. MyD88 2012
TLR2 mediated | deficiency can cause hypersusceptibility to Mtb infection in mice. | Sanchez et al,
signaling Multiple reports have shown polymorphisms in TLR2 gene to be | 2010, Thoma-

Uszynski et

damage and promotion of Mtb growth in monocytes.

al, 2001]
TNFa mediated [ TNFa can help in granuloma formation and maintenance of Mtb | [Hernandez-
. . .. . Pano and
response dormancy in humans, at the same time it is known to cause tissue
Rook, 1994,

Mootoo et al,




Anti-TNF therapy has also been reported to reactivate LTBI in

2009, Shim

2014, Wallis

clinical studies. et al, 2004]
PDGER [Klinkhamme
PDGF can be linked to delayed type hypersensitivity response | r et al, 2018,
signaling
and fibrotic reaction in pulmonary TB. Wangoo et al,
pathway 1993]
EGF, the ligand for the ERBBs, has receptors on Mtb surface as
. . . . Lo [Bermudez et
EGFR signaling | well and can help in bacterial growth within macrophages.
al, 1996, Lee
pathway A case study showed the EGFR inhibitor erlotinib prescription to ¢ al, 2017]
etal,
a lung cancer patient to reactivate LTBI.
FGFR signaling
No direct report on action of FGFR in TB
pathway
[DiFazio et al,
TGF is excessively produced in active TB. 2016,
TGF[ mediated
It is suggested as a potential target to increase bacterial clearance | Jayaswal et al,
signaling

by promoting cytotoxic T-cell activity.

2010, Wu et

al, 2012]




Supplementary Table S1.B: Deatils of datasets with active TB and uninfected samples used in
analysis of Section 4.4

GEO ID Platform Uninfected |Active TB |Geographic |Age Group |Reference
Samples Samples Location
GSE19435 | Illumina 12 7 UK Adult Berry et al,
GPL6947 2010
GSE19439 |Illumina 12 13 UK Adult Berry et al,
GPL6947 2010
GSE19444 | Illumina 12 21 UK Adult Berry et al,
GPL6947 2010
GSE28623 | Agilent 37 46 The Gambia | Adult Maertzdorf
GPL4133 et al, 2011
GSE34608 |Agilent 18 8 Germany Adult Maertzdorf
GPL6480 et al, 2012
GSE42825 |Illumina 23 8 UK Adult Bloom et al,
GPL10558 2013
GSE42826 |Illumina 52 11 UK Adult Bloom et al,
GPL10558 2013
GSE42830 |Illumina 38 16 UK Adult Bloom et al,
GPL10558 2013
GSE56153  |Illumina 18 18 Indonesia Adult Ottenhoff et
GPL6883 al, 2012
GSE83456 |Illumina 61 45 UK Adult Blankley et
GPL10558 al, 2016
GSE84076 |Illumina 12 8 Brazil Adult De Araujo et
Hiseq al, 2016
GPL16791
GSE107731 |Affymetrix |3 3 China Adult -
GPL15207
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