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Abstract

Tuberculosis (TB) along with AIDS and malaria constitute the three most 
deadly infectious diseases faced by all human kinds. Recent advances in 
diagnosis, drugs and vaccines as well as other TB related researches have 
shed light on the development of new strategies for prevention, treatment 
and control of the disease. Among those studies, improved understanding of 
the interplay between the bacterium and host is critical. The final outcome of 
bacterial infection is determined by multiple factors such as bacterial virulence 
factors, host susceptibility factors, the interplay between pathogen and host 
immunity. The importance of host genetic factors to the susceptibility of TB has 
long been realized and extensively studied in both human and animal models 
over the past decade. This review is intended to summarize the recent progress 
in studies of  host immune factors related to TB susceptibility identified from 
animal models. 
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been observed for over 100 years that people of different races have 
different susceptibility to TB. When TB was introduced to Qu’appelle 
Indians in 1890, it caused a 10% death rate initially and then dropped 
to 0.2%. This phenomena might be due to about 40 years of strong 
selection pressure against TB-resistance genes [4]. 

Currently, there are still remarkable racial differences in 
prevalence of the disease, which was often shown by a higher resistance 
to TB among White population than among Black population. It 
has been reasoned that those racial differences might due to social 
factors instead of genetic ones. However, a study done in Arkansas 
nursing home residents showed that Blacks with African ancestry 
were twice as likely to have TB as Whites with European ancestry, 
which could not be explained by any social or environmental factors 
[5]. A few other studies on twins have found that monozygotic twins 
have higher concordance for TB than dizygotic twins [6, 7]. All these 
evidences prompt us to ask: what kind of roles do host genetic factors 
play in the pathogenesis of TB?

Along with those studies mentioned above, other investigations 
such as adoption studies [8], genome wide linkage analyses [9] and 
population based association studies [10, 11], all indicated that host 
genetics play important roles in the susceptibility or resistance to TB. 
Additional evidence that corroborated the involvement of human 
genome in TB susceptibility was from the discovery of individuals with 
the rare human syndrome of Mendelian susceptible to mycobacterial 
disease. Those individuals were found to have mutations in genes 
of interleukin 12 beta (IL-12β), IL-12 receptor β-1, and interferon-
gamma (IFN-γ) receptor 1 & 2, which caused them more susceptible 
to even non-pathogenic mycobacteria [12]. The repertoire of genetic 
factors involved in the susceptibility to TB is now continuing to grow. 

Studies of animal models of M. tuberculosis infections have 
also suggested that genetic factors are important determinants of 
susceptibility to TB disease. For example, inbred strains of rabbits 
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Introduction
About one-third of the world’s population has been infected 

with Mycobacterium tuberculosis, the major causative pathogen 
of tuberculosis (TB). However, only about 10% of M. tuberculosis 
infected people develop into active TB [1]. It remains elusive why M. 
tuberculosis can stay in the host without causing clinical symptoms. 
Though the final outcome of M. tuberculosis infection is determined 
by many factors such as environmental, bacterial and genetic 
components, many studies have confirmed that host genetic factors 
played important roles in TB disease. 

In 1926, the same dose of virulent M. tuberculosis strain was 
accidentally injected into 251 babies in Lubeck, Germany. Among 
them, 174 finally survived, including 47 who did not develop clinical 
disease and 127 who had radiological signs of TB [2, 3]. It has also 
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exhibited both resistant and susceptible patterns of disease after 
infection with virulent M. bovis [13]. Inbred strains of mice also 
demonstrated different patterns of disease after infection of virulent 
M. tuberculosis [14]. The availability of inbred, congenic, recombinant 
and mutant mouse strains, along with the complete information on 
mouse genome and the immunity similar to human have made the 
mouse a popular model for screening genetic factors involved in 
TB disease.  In this review, we will discuss the host genetic factors 
involved in TB identified to date using animal models.

TB Susceptible Genes Identified from 
Animal Models

Animal models with M. tuberculosis infection confirmed host 
genetic factors play vital roles in the susceptibility to TB. Mice of 
the I/St strain are extremely susceptible to M. tuberculosis infection 
but resistant to M. avium infection, whereas C57BL/6 mice have 
a reversed pattern of susceptibility [15]. Further study indicated 
that characteristics of pathology are largely determined by the 
level of susceptibility of the host to distinct mycobacterial species, 

underscoring the importance of host genetics in pathogenesis of TB 
[15]. Galina Shepelkova et al. profiled the gene expression files in the 
lungs of TB resistant A/Sn and TB-susceptible I/St mice and found 
that resistant A/Sn mice have stronger expression of genes involved 
in activation of host defense pathways compared to their susceptible 
counterparts, while the susceptible strain upregulated specific genes 
encoding cysteine protease inhibitors [16]. The TB susceptibility 
loci found through studies of animal models, particularly inbred 
genetically modified mice are listed in Table 1. 

Lymphocyte immunity
H-2 is a complex of genetic loci on mouse chromosome 17 that 

define the major histocompatibility complex (MHC). In 1993, A. S. 
APT et al. studied the impact of distinct haplotypes and of different 
alleles at mouse H-2 loci on the susceptibility to lethal M. tuberculosis 
strains and found that susceptibility to TB was associated with I-Ab 
and Db alleles. Host resistance to TB was associated with I-Ak and Dd 
alleles. These findings demonstrated the importance of MHC genes in 
controlling the susceptibility to TB [17], though another gene Tbc-1 

Host Gene or Loci Mouse strain used Reference

Bcg (Nramp1) C57BL/6J, BALB/C, DBA1/J, A/J, C3H/Hecr, DBA/2J, CBA/J, C57Br, AKR (67)

CCR-2 CCR-2(-/-) C57BL/6, CCR2(+/+) C57BL/6 (54)

CD44 CD44(-/-) C57BL/6 (58)

CR3 CR3(-/-) (129Sv/J x C57BL/6), CR3(-/-)(C57BL/6 x BALB/C) (57)

CXCR3 CXCR3(-/-) C57BL/6, WT C57BL/6 (55)

Gab2 Gab2 (-/-), WT (85)

H2 B10, BALB.B, BALB.K, BALB/C (17, 19, 20)

ICAM-1 ICAM-1(-/-) C57BL/6, WT C57BL/6 (56)

IFNG IFN-γ disrupted mice (C57BL/6J) (33, 42)

IL-4 IL-4Rα(-/-) C57BL/6, IL-4/IL-13(-/-) C57BL/6, WT and Stat6(-/-) BALB/C (45)

IL-12 IL-12p35(-/-), IL-12p40(-/-), (129Sv/Ev, C57BL/6) (34)

IL-18 IL-18(-/-) C57BL/6 (36)

IRF8 C57BL/6J (B6) and C3H/HeJ (C3H) mice, BXH-2 (with a defective IRF-8(R294C) allele) (37)

Ipr1 C3HeB/FeJ (sst1R allele from C57BL/6J) (81)

Ltα C57Bl/6 (Ly5.2), C57Bl/6.Ly5.1, and C57Bl/6.RAG- 12/2 mice (47)

MAL(MyD88) C57BL/6, MyD88-/- deleted mice (61-63)

MCP-1 MCP-1 (-/-)(129Sv/J x C57BL/6) ; MCP-1 overexpressing mice (129Sv/J x C57BL/6) (52, 53)

NOS2 NOS2(-/-), F2 or F3 (129/SvEv x C57BL/6) (29)

Nramp1(Slc11a1) DBA/2J (Bcgr), BALB/C(Bcgs), C.D2-N20 Bcgr; 129/Sv mice (69, 70)

Nramp1(Slc11a1) Top of Form CBA, DBA/2, C3H, 129/SvJ; BALB/C, C57BL/6Bottom of Form (69, 70)

SST1 C57BL/6J, C3HeB/FeJ, F2 progeny (80)

STAT4 STAT4(-/-) BALB/C, WT BALB/C (35)

TAP-1 (129/Sv,C57BL/6) TAP1(-/-); (C57BL/6 × 129/Sv) F1 or F2 mice (24)

TCR(γδ) TcR-beta(-/-), TcR-delta(-/-) mice, C57BL/6 (28)

TLR 2, 4, 6 C57BL/6, BALB/C, C3H/HeJ, C3HHeN (59, 60)

TNF TNF-α(-/-) C57BL/6, TNFR (-/-) C57BL/6, Ltα(-/-) C57BL/6 (45, 46)

TNFRp55, TNFRp75 TNFRp55(-/-), TNFRp75(-/-), TNFRp55/75(-/-), WT(C57BL/6) (49-51)

Trl-1, 2, 3, 4 DBA/2J , C57BL/6, F2 progeny (14, 77, 78)

Usp18 Usp18Ity9 mice , Usp18Ity9 mice lacking Isg15 (44)

Table 1: Animal models used in studies of TB susceptibility.
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was found to have stronger effects on susceptibility to TB than H-2 
loci [18]. Besides, carriers of the H-2K haplotype displayed a greater 
degree of susceptibility to TB compared to strains bearing H-2b or 
H-2d haplotype [19, 20]. All those studies suggested the important 
role of H2 gene in the susceptibility to TB. 

MHC-I presents peptides to CD8+  T cells. During the antigen 
presentation, protein antigens need to be cleaved and processed 
by the proteasome and transported by the transporter associated 
with antigen processing (TAP) complex from the cytosol into the 
endoplasmic reticulum (ER). The processed peptides associate with 
the MHC-I and β2 microglobulin (β2m) proteins to form a trimeric 
complex [21]. Mice genetically deficient in β2m are lack of CD8+ T 
cells and are unable to control infection in the lungs [22]. In  tap1-
deficient mice, the MHC-I antigen-processing pathway is deficient, 
which results in reduced numbers of CD8+  T cells in all lymphoid 
organs [23]. After infection, tap1-deficient mice died rapidly and had 
a higher bacterial burden and more severe tissue pathology than the 
wild type mice, underscoring the importance of CD8 T cell mediated 
immunity against M. tuberculosis infection [24]. Further studies 
indicated that the effects of these T cells on TB may be mediated by 
other mechanisms including the synthesis of the gamma interferon 
(IFN-γ) cytokine [25]. 

In a recent study, mice lacking B cells were found to have slightly 
higher M. tuberculosis burdens and recruited few leukocytes to the 
lungs after infection [26, 27]. Another study of mice with a disruption 
in the γδ T cell receptor showed that mice could survive a low dose 
challenge with M. tuberculosis, but succumbed rapidly to a high 
inoculum [28]. 

ROI and RNI 
In 1997, John D. Macmicking et al. reported that nitric oxide 

synthase (NOS) had a protective role against TB [29]. They also 
indicated that susceptibility to TB due to NOS mutation appeared 
to be independent of the only known inherited antimicrobial 
gene by then, natural resistance associated macrophage protein 1 
(Nramp-1), which we will discuss in detail later in this review. IFN-γ 
stimulates the expression of inducible nitric oxide synthase (iNOS) 
in macrophage, thus increases the production of reactive nitrogen 
intermediates (RNI). Studies using mice with deletion of the Nos2 
gene confirmed the role of iNOS in TB susceptibility [29]. However, 
Nos2 knockout mice have less degree of TB susceptibility than mice 
deficient in IFN-γ, in the IFN-γ receptor 1, or in the signal transducer 
and activator of transcription 1 (STAT1) [30]. Surfactant protein A 
(SP-A) has been found to suppress reactive nitrogen intermediates 
in alveolar macrophages in M. tuberculosis infection [31], while 
another study showed that surfactant protein D (SP-D) can inhibit 
the phagocytosis of  M. tuberculosis [32].

Cytokines, chemokines, and effector modules
Cellular immunity plays a pivotal role in control of M. tuberculosis 

infection. To access the function of different cell types in response 
to TB, mice with deletion of genes encoding different cytokines have 
been studied. 

Interferons regulate immunity against M. tuberculosis infection. 
However, type I and type II Interferons have different roles in this 
battle. The type II Interferon, IFN-γ, promotes protection against TB. 

Mice with a disruption of Ifng gene had the utmost susceptibility to 
TB, and succumb to a rampant and disseminated form of the disease 
[33]. IL-12 and 18, two IFN-γ stimulating factors, are critically 
involved in the immunity against TB. Mice lacking both IL-12a and 
IL-12b genes showed an inferior resistance to TB when they were 
compared to mice with a deletion IL-12a or IL-12b alone [34]. IL-
12 signals through the STAT4 protein. Mice with a disrupted STAT4 
gene were more susceptible to TB and exhibited early death after 
M. tuberculosis infection [35]. IL-18 deficient mice showed a slight 
increase in TB susceptibility and it was associated with a reduced level 
of IFN-γ [36]. Interferon regulatory factor 8 (IRF-8) can positively 
regulates IFN-γ production. Using BXH-2 mice bearing a defective 
IRF-8R294C, J.F. Marquis et al. found that M. tuberculosis infection 
led to severely reduced IFN-γ productions, complete shutdown of 
IL-12p40 expression and impaired T cell priming in BXH-2 mice, 
highlighting a critical regulatory role of IRF-8 in host defense against 
TB [37].

Other cytokines or related components such as IL-6, IL-1 receptor 
and IL-27, were also found to contribute to a decreased level of IFN-γ 
production, however, they seem to have complicated roles in TB 
susceptibility, not necessarily resulting in increased susceptibility to 
TB infections [38-41]. 

Different from the role of type II interferon in controlling TB, 
type I interferons were found promote susceptibility to TB. Finlay 
W. McNab et al. found that TPL-2-ERK1/2 pathway mediates host 
resistance to TB through negative regulation of type I interferons 
production [42]. A gene in type I IFN signaling pathway, named 
ubiquitin-specific peptidase 18 (Usp18Ity9), can negatively regulate 
type I interferons signaling [43]. Mutation of this gene increased 
mouse susceptibility to Salmonella Typhimurium and M. tuberculosis 
[44]. 

Other than cytokines involved in Th1 cell mediated immunity 
discussed above, the role of Th2 response characterized by 
production of IL-4 and IL-10 in the host against TB has been defined 
clearly. Deficiency in the alpha chain of IL-4 receptor (IL4-Rα) and 
IL-4 responsive STAT6 molecules only showed a slightly increased 
susceptibility to TB [45]. 

TNF is also one of the most important cytokines involved in 
the cellular adaptive immune responses against M. tuberculosis 
infection. Mice deficient in tumor necrosis factor-alpha (TNF-α) 
showed a defective granulomatous response, exhibited poorly 
organized granulomas and caused a fatal and disseminated TB 
infection [45, 46]. Mice with defective LTα, another member of TNF 
family, also exhibited an increased susceptibility to TB, manifested 
by less survival time and abnormal granuloma formation [47]. 
However, excessive TNF may aid in degradation of lung tissue 
and help bacterial replication in alveolar macrophage [48]. TNF 
mediate cellular signaling through TNFRs (TNFRp55 and TNFRp75, 
respectively),the role of TNFRp55 signaling in host immune response 
to M. tuberculosis infection has been studied in various animal 
models. G. Senaldi et al. found that the granuloma formation in M. 
bovis BCG strain infected TNFRp55 knockout mice was abnormal, 
indicating the protective role of TNFRp55 [49]. Another study also 
found that TNFRp55 is required in the protective immune response 
against TB in mice [50]. However, little is known about the exact 
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role of TNFRp75 in the protective immunity against M. tuberculosis 
infection until a recent work by R. Keeton et al.. They investigated 
the possible role of TNFRp75 and found that TNFRp75 deficient 
mice exhibited greater control of M. tuberculosis infections compared 
with the wild type mice, suggesting TNFRp75 negatively regulates 
protective immunity against M. tuberculosis infection [51].

Other host factors of susceptibility to TB such as chemokines and 
adhesion molecules are also important for controlling the recruitment 
of immune cells into the inflammatory site. However, their roles in 
controlling M. tuberculosis infection remain elusive.  For instance, 
Lu, B et al. studied the role of monocyte chemo attractant protein-1 
(MCP-1) in recruiting mononuclear cells in vivo using MCP-1 
deficient mice, and found MCP-1 (-/-) mice were indistinguishable 
from the wild type mice in their ability of clearing M. tuberculosis [52]. 
However, over-expressing MCP-1 in transgenic mice was correlated 
to increased susceptibility to TB [53]. Mice deficient in CCR2, MCP-
1’s receptor, exhibited an exacerbation of M. tuberculosis growth and 
rapid mortality after high dose of M. tuberculosis infection [54].  Mice 
deficient in other CXC chemokine receptor (CXCR) members such 
as CXCR3 have no effect on mycobacterial growth, but Cxcr3 mutant 
mice showed poor granuloma formation [55]. Mice with truncated 
intracellular adhesion molecule-1 (ICAM-1) succumbed within 
four months of infection, though no sign of alternation in the initial 
course of M. tuberculosis infection [56]. ICAM-1 can interact with 
complement receptor type 3 (CR3). However, mice with deletion of 
complement receptor type 3 (CR3) didn’t show any change of the 
outcome of M. tuberculosis infection, suggesting other ligand may 
compensate for the role of CR3 in terms of interacting with ICAM-
1 [57]. In addition, CD44 deficient mice showed increased bacterial 
growth, impaired granuloma formation, rapid mortality after M. 
tuberculosis infection [58]. 

Innate immunity components
Macrophage phagocytosis of mycobacteria involves a number of 

cell-surface receptors including Toll-like receptors (TLRs). Studies 
using TLR4 and TLR6 knockout mice revealed that neither receptor is 
involved in clearance of M. tuberculosis [59, 60]. Since TLR-dependent 
activity is mediated by intracellular adaptor molecule MyD88, its 
role in TB immunity has been studied in a knockout mouse model. 
However, different groups generated inconsistent results in terms of 
the impact of MyD88 on mycobacterial proliferation and survival 
times [61-63]. For more information about the innate immunity 
against TB, please refer to other review papers [64-66]. 

Earlier seminal studies starting in the 1980s identified a single 
autosomal gene on Chromosome 1 to be responsible for the innate 
resistance to M. bovis BCG vaccine strain, thus the gene was designated 
as Bcg. Gros P. et al. found that two different alleles of Bcg genes 
contributed to two completely different phenotypes in initial phase of 
M. tuberculosis infection in mice, TB susceptible (Bcgs) and resistant 
(Bcgr), respectively [67]. Later on, Bcg gene was renamed as Nramp1 
(natural resistance associated macrophage protein 1), also known as 
Slc11a1 (solute carrier family 11A), which encodes a macrophage-
specific, integral membrane transporter protein. Nramp1 gene was 
found to affect intracellular mycobacterial replication by modulating 
phagosomal pH [68]. However, the creation of Nramp1 congenic 
strains and Nramp1 deletion strains has further demonstrated Nramp1 

may not be as important as we thought in medicating resistance to TB 
in mice [69, 70]. Quite surprisingly, human Nramp1 gene appeared 
to be strongly associated with TB susceptibility in a number of 
populations [71-73].  Another member of Nramp gene family named 
Nramp2 was found to increase phagosome acidification, possibly by 
transporting divalent cations such as Fe2+ out of the phagosome and 
into the cytoplasm [74]. 

Other factors
Quantitative trait locus (QTL) analysis has been widely used in 

genetic identification of candidate locus related to TB susceptibility 
due to the complex factors affecting the progression of this 
disease [75, 76].  In the QTL approach, mouse strains of different 
susceptibility spectra are selected and crossed for linkage studies. 
Polymorphic genetic markers tightly correlated with a phenotype 
of infection are segregated to define the TB susceptibility loci. The 
mouse DBA/2 (D2) strain is very susceptible to M. tuberculosis 
infection and C57BL/6 (B6) is more resistant.   By using B6 X D2 
mice and QTL, four loci have been identified related to TB resistance, 
designated as tuberculosis resistance loci (Trl-1, 2, 3, and 4) [14, 77, 
78]. Trl-1 to 4 are on chromosome 1, 3, 7 and 19, respectively. Trl-3 
and Trl-2 are possible components contributing the distinct patterns 
of susceptibility to M. tuberculosis H37Rv infections between DBA/2J 
(D2) and C57BI/6J (B6) strains [14]. Trl-4 was found to closely 
interact with Trl-3 to control M. tuberculosis replication in the lungs 
[77]. Later on, J.F. Marquis further characterized the protective roles 
of Trl-3 and Trl-4 loci against TB using B6 × D2 F2 mice and found 
that F2 mice homozygous for B6 alleles at both Trl-3 and Trl-4 were 
resistant to TB, whereas mice homozygous for D2 alleles were more 
susceptible [78].

Several interesting genes are identified in the Trl-1 region, 
including those encoding the chemokine receptor CXCR4, IL-10, 
Fas ligand (FasL), the neutrophil cytosolic factor 2 (Ncf2), and three 
selectins (Sele, Sell, Selp) [14, 79]. Other few genes including IL-2, IL-
2a, and IL-6 receptor alpha (IL-6Rα) were found in the Trl-2 region 
[14, 79]. In the Trl-4 region, genes encoding nuclear factor-Kappa 
B (NFκB), inhibitor of NFκB kinase alpha subunit (IKKα) and the 
alpha-chain of the cell surface receptor for granulocyte/ macrophage 
colony-stimulating factor (GM-CSFRα) were found to regulate the 
pulmonary bacterial replication, when animals were aerosol infected 
with low doses of M. tuberculosis [77, 79].

In another study of genome-wide mapping in a F-2 population 
derived from resistant C57BL/6J and susceptible C3HeB/FeJ 
progenitor strains, Kramnik et al. identified a major genetic locus, the 
super susceptibility to tuberculosis 1 (sst1) locus, which controlled 
the progression of lung disease caused by virulent  M. tuberculosis 
infection [80]. Later, Pan, Hui et al. found a candidate gene, 
intracellular pathogen resistance 1 (Ipr1) within the sst1 locus [81]. 
The Ipr1 expression was induced in TB resistant macrophages, but was 
absent in TB susceptible phagocytes. Moreover, transgenic mice with 
the Ipr1gene were found to restrict pulmonary M. tuberculosis growth 
in vivo [81]. Ipr1 functions by limiting replication of M. tuberculosis 
and switched the cell death pathway of infected macrophages from 
necrosis to apoptosis, underscoring an important role of mediating 
innate immunity, cell death pathway and pathogenesis [81].

Growth factor receptor bound protein-2 associated binding 
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protein -2 (Gab2), a wide expressed protein in the central nervous 
system, has been involved in many signaling pathways. Gab2 has 
been found to play multiple roles: such as an ovarian cancer oncogene 
[82] and genetic susceptibility factor to sporadic Alzheimer’s disease 
[83, 84]. Recently it has been reported that GAB2 plays a negative 
regulatory role in the host protective immune response against TB. 
After infected with M. tuberculosis, Gab2 knockout mice has less 
bacterial load and milder lung damage compared with wide type mice 
[85].

Conclusions
TB disease is a result of complex interactions between 

environmental, microbial and host factors. Studies of host genetic 
factors contributing to the susceptibility to TB using either forward 
or reverse genetic methods have provided us an ever-growing 
repertoire of genetics components responsible for regulating the TB 
susceptibility in animal models to various degrees.  The availability 
of high throughput oligo nucleotide arrays as well as new genome 
scanning methods are combined with specific phenotypes of TB in 
animal models to identify new TB susceptibility loci. 

Another aspect of host factors of TB susceptibility lies in the specific 
immune mechanisms against M. tuberculosis infection. Identification 
of immunological markers associated with specific phenotypes of 
M. tuberculosis infection will advance our understanding of TB 
immunity. 

The host susceptibility factors to TB from animal model 
studies demonstrated the important roles of genetic components in 
susceptibility to TB, but the extent and specifics of the involvement of 
many genes are not elucidated yet. Technical innovation in genetics 
and newly emerging fields, such as metabolomics and interactomics, 
will help us gain more insight on the genetic susceptibility loci to this 
ancient disease. 

Acknowledgement
Work in the authors’ lab was supported by the National Heart, 

Lung, And Blood Institute of the National Institutes of Health under 
Award Number R21HL115463. The content is solely the responsibility 
of the authors and does not necessarily represent the official views of 
the National Institutes of Health.

References
1.	 Murray CJ, Styblo K, Rouillon A. Tuberculosis in developing countries: 

burden, intervention and cost. Bull Int Union Tuberc Lung Dis. 1990; 65: 6-24.

2.	 Dubos R DJ. The White Plague: Tuberculosis, Man and Society. Boston: 
Little, Brown and Co.; 1952.

3.	 Rieder HL. [Clarification of the Luebeck infant tuberculosis]. Pneumologie. 
2003; 57: 402-405.

4.	 MOTULSKY AG. Metabolic polymorphisms and the role of infectious diseases 
in human evolution. Hum Biol. 1960; 32: 28-62.

5.	 Stead WW, Senner JW, Reddick WT, Lofgren JP. Racial differences in 
susceptibility to infection by Mycobacterium tuberculosis. N Engl J Med. 
1990; 322: 422-427.

6.	 Comstock GW. Tuberculosis in twins: a re-analysis of the Prophit survey. Am 
Rev Respir Dis. 1978; 117: 621-624.

7.	 FJ K, D. R. Twin studies on the significance of genetic factors in tuberculosis. 
Am Rev Tuberc. 1942; 47: 549-574.

8.	 Sørensen TI, Nielsen GG, Andersen PK, Teasdale TW. Genetic and 
environmental influences on premature death in adult adoptees. N Engl J 
Med. 1988; 318: 727-732.

9.	 Bellamy R, Beyers N, McAdam KP, Ruwende C, Gie R, Samaai P, et al. 
Genetic susceptibility to tuberculosis in Africans: a genome-wide scan. Proc 
Natl Acad Sci U S A. 2000; 97: 8005-8009.

10.	Hoal EG, Lewis LA, Jamieson SE, Tanzer F, Rossouw M, Victor T, et al. 
SLC11A1 (NRAMP1) but not SLC11A2 (NRAMP2) polymorphisms are 
associated with susceptibility to tuberculosis in a high-incidence community 
in South Africa. The international journal of tuberculosis and lung disease : 
the official journal of the International Union against Tuberculosis and Lung 
Disease. 2004; 8:1464-1471.

11.	Rossouw M, Nel HJ, Cooke GS, van Helden PD, Hoal EG. Association 
between tuberculosis and a polymorphic NFkappaB binding site in the 
interferon gamma gene. Lancet. 2003; 361: 1871-1872.

12.	Casanova JL, Abel L. Human genetics of infectious diseases: a unified 
theory. EMBO J. 2007; 26: 915-922.

13.	Lurie MB. Experimental Epidemiology of Tuberculosis : Hereditary Resistance 
to Attack by Tuberculosis and to the Ensuing Disease and the Effect of the 
Concentration of Tubercle Bacilli Upon These Two Phases of Resistance. 
The Journal of experimental medicine. 1944; 79: 573-589.

14.	Mitsos LM, Cardon LR, Fortin A, Ryan L, LaCourse R, North RJ, et al. Genetic 
control of susceptibility to infection with Mycobacterium tuberculosis in mice. 
Genes Immun. 2000; 1: 467-477.

15.	Kondratieva E, Logunova N, Majorov K, Averbakh M, Apt A. Host genetics 
in granuloma formation: human-like lung pathology in mice with reciprocal 
genetic susceptibility to M. tuberculosis and M. avium. PLoS One. 2010; 5: 
e10515.

16.	Shepelkova G, Pommerenke C, Alberts R, Geffers R, Evstifeev V, Apt A, et 
al. Analysis of the lung transcriptome in Mycobacterium tuberculosis-infected 
mice reveals major differences in immune response pathways between TB-
susceptible and resistant hosts. Tuberculosis (Edinb). 2013; 93: 263-269.

17.	Apt AS, Avdienko VG, Nikonenko BV, Kramnik IB, Moroz AM, Skamene 
E. Distinct H-2 complex control of mortality, and immune responses to 
tuberculosis infection in virgin and BCG-vaccinated mice. Clin Exp Immunol. 
1993; 94: 322-329.

18.	Buschman E, Apt AS, Nickonenko BV, Moroz AM, Averbakh MH, Skamene E. 
Genetic aspects of innate resistance and acquired immunity to mycobacteria 
in inbred mice. Springer Semin Immunopathol. 1988; 10: 319-336.

19.	Brett S, Orrell JM, Swanson Beck J, Ivanyi J. Influence of H-2 genes on 
growth of Mycobacterium tuberculosis in the lungs of chronically infected 
mice. Immunology. 1992; 76: 129-132.

20.	Medina E, North RJ. Resistance ranking of some common inbred 
mouse strains to Mycobacterium tuberculosis and relationship to major 
histocompatibility complex haplotype and Nramp1 genotype. Immunology. 
1998; 93: 270-274.

21.	Pamer E, Cresswell P. Mechanisms of MHC class I--restricted antigen 
processing. Annu Rev Immunol. 1998; 16: 323-358.

22.	Flynn JL, Goldstein MM, Triebold KJ, Koller B, Bloom BR. Major 
histocompatibility complex class I-restricted T cells are required for resistance 
to Mycobacterium tuberculosis infection. Proceedings of the National 
Academy of Sciences of the United States of America. 1992; 89: 12013-
12017.

23.	Aldrich CJ, Ljunggren HG, Van Kaer L, Ashton-Rickardt PG, Tonegawa S, 
Forman J. Positive selection of self- and alloreactive CD8+ T cells in Tap-1 
mutant mice. Proc Natl Acad Sci U S A. 1994; 91: 6525-6528.

24.	Behar SM, Dascher CC, Grusby MJ, Wang CR, Brenner MB. Susceptibility of 
mice deficient in CD1D or TAP1 to infection with Mycobacterium tuberculosis. 
J Exp Med. 1999; 189: 1973-1980.

25.	Cooper AM, D’Souza C, Frank AA, Orme IM. The course of Mycobacterium 
tuberculosis infection in the lungs of mice lacking expression of either 
perforin- or granzyme-mediated cytolytic mechanisms. Infect Immun. 1997; 
65: 1317-1320.

http://www.ncbi.nlm.nih.gov/pubmed/2190653
http://www.ncbi.nlm.nih.gov/pubmed/2190653
http://books.google.co.in/books/about/The_White_Plague.html?id=DcgZbgSOPBAC
http://books.google.co.in/books/about/The_White_Plague.html?id=DcgZbgSOPBAC
http://www.ncbi.nlm.nih.gov/pubmed/12861498
http://www.ncbi.nlm.nih.gov/pubmed/12861498
http://www.ncbi.nlm.nih.gov/pubmed/14424690
http://www.ncbi.nlm.nih.gov/pubmed/14424690
http://www.ncbi.nlm.nih.gov/pubmed/2300105
http://www.ncbi.nlm.nih.gov/pubmed/2300105
http://www.ncbi.nlm.nih.gov/pubmed/2300105
http://www.ncbi.nlm.nih.gov/pubmed/565607
http://www.ncbi.nlm.nih.gov/pubmed/565607
http://www.ncbi.nlm.nih.gov/pubmed/10859364
http://www.ncbi.nlm.nih.gov/pubmed/10859364
http://www.ncbi.nlm.nih.gov/pubmed/10859364
http://www.unboundmedicine.com/medline/citation/15636493/SLC11A1__NRAMP1__but_not_SLC11A2__NRAMP2__polymorphisms_are_associated_with_susceptibility_to_tuberculosis_in_a_high_incidence_community_in_South_Africa_
http://www.unboundmedicine.com/medline/citation/15636493/SLC11A1__NRAMP1__but_not_SLC11A2__NRAMP2__polymorphisms_are_associated_with_susceptibility_to_tuberculosis_in_a_high_incidence_community_in_South_Africa_
http://www.unboundmedicine.com/medline/citation/15636493/SLC11A1__NRAMP1__but_not_SLC11A2__NRAMP2__polymorphisms_are_associated_with_susceptibility_to_tuberculosis_in_a_high_incidence_community_in_South_Africa_
http://www.unboundmedicine.com/medline/citation/15636493/SLC11A1__NRAMP1__but_not_SLC11A2__NRAMP2__polymorphisms_are_associated_with_susceptibility_to_tuberculosis_in_a_high_incidence_community_in_South_Africa_
http://www.unboundmedicine.com/medline/citation/15636493/SLC11A1__NRAMP1__but_not_SLC11A2__NRAMP2__polymorphisms_are_associated_with_susceptibility_to_tuberculosis_in_a_high_incidence_community_in_South_Africa_
http://www.unboundmedicine.com/medline/citation/15636493/SLC11A1__NRAMP1__but_not_SLC11A2__NRAMP2__polymorphisms_are_associated_with_susceptibility_to_tuberculosis_in_a_high_incidence_community_in_South_Africa_
http://www.ncbi.nlm.nih.gov/pubmed/12788577
http://www.ncbi.nlm.nih.gov/pubmed/12788577
http://www.ncbi.nlm.nih.gov/pubmed/12788577
http://www.ncbi.nlm.nih.gov/pubmed/17255931
http://www.ncbi.nlm.nih.gov/pubmed/17255931
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2135381/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2135381/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2135381/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2135381/
http://www.ncbi.nlm.nih.gov/pubmed/11197687
http://www.ncbi.nlm.nih.gov/pubmed/11197687
http://www.ncbi.nlm.nih.gov/pubmed/11197687
http://www.ncbi.nlm.nih.gov/pubmed/20463893
http://www.ncbi.nlm.nih.gov/pubmed/20463893
http://www.ncbi.nlm.nih.gov/pubmed/20463893
http://www.ncbi.nlm.nih.gov/pubmed/20463893
http://www.ncbi.nlm.nih.gov/pubmed/23276693
http://www.ncbi.nlm.nih.gov/pubmed/23276693
http://www.ncbi.nlm.nih.gov/pubmed/23276693
http://www.ncbi.nlm.nih.gov/pubmed/23276693
http://www.ncbi.nlm.nih.gov/pubmed/8222323
http://www.ncbi.nlm.nih.gov/pubmed/8222323
http://www.ncbi.nlm.nih.gov/pubmed/8222323
http://www.ncbi.nlm.nih.gov/pubmed/8222323
http://www.ncbi.nlm.nih.gov/pubmed/3146817
http://www.ncbi.nlm.nih.gov/pubmed/3146817
http://www.ncbi.nlm.nih.gov/pubmed/3146817
http://www.ncbi.nlm.nih.gov/pubmed/1628890
http://www.ncbi.nlm.nih.gov/pubmed/1628890
http://www.ncbi.nlm.nih.gov/pubmed/1628890
http://www.ncbi.nlm.nih.gov/pubmed/9616378
http://www.ncbi.nlm.nih.gov/pubmed/9616378
http://www.ncbi.nlm.nih.gov/pubmed/9616378
http://www.ncbi.nlm.nih.gov/pubmed/9616378
http://www.ncbi.nlm.nih.gov/pubmed/9597133
http://www.ncbi.nlm.nih.gov/pubmed/9597133
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC50688/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC50688/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC50688/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC50688/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC50688/
http://www.ncbi.nlm.nih.gov/pubmed/8022816
http://www.ncbi.nlm.nih.gov/pubmed/8022816
http://www.ncbi.nlm.nih.gov/pubmed/8022816
http://www.ncbi.nlm.nih.gov/pubmed/10377193
http://www.ncbi.nlm.nih.gov/pubmed/10377193
http://www.ncbi.nlm.nih.gov/pubmed/10377193


J Immun Res 2(1): id1014 (2015)  - Page - 06

Kong Y Austin Publishing Group

Submit your Manuscript | www.austinpublishinggroup.com

26.	Vordermeier HM, Venkataprasad N, Harris DP, Ivanyi J. Increase of 
tuberculous infection in the organs of B cell-deficient mice. Clin Exp Immunol. 
1996; 106: 312-316.

27.	Bosio CM, Gardner D, Elkins KL. Infection of B cell-deficient mice with CDC 
1551, a clinical isolate of Mycobacterium tuberculosis: delay in dissemination 
and development of lung pathology. J Immunol. 2000; 164: 6417-6425.

28.	Ladel CH, Blum C, Dreher A, Reifenberg K, Kaufmann SH. Protective role of 
gamma/delta T cells and alpha/beta T cells in tuberculosis. Eur J Immunol. 
1995; 25: 2877-2881.

29.	MacMicking JD, North RJ, LaCourse R, Mudgett JS, Shah SK, Nathan 
CF. Identification of nitric oxide synthase as a protective locus against 
tuberculosis. Proc Natl Acad Sci U S A. 1997; 94: 5243-5248.

30.	Yamada H, Mizuno S, Sugawara I. Interferon regulatory factor 1 in 
mycobacterial infection. Microbiol Immunol. 2002; 46: 751-760.

31.	Pasula R, Wright JR, Kachel DL, Martin WJ, 2nd. Surfactant protein A 
suppresses reactive nitrogen intermediates by alveolar macrophages in 
response to Mycobacterium tuberculosis. The Journal of clinical investigation. 
1999; 103: 483-490.

32.	Ferguson JS, Voelker DR, Ufnar JA, Dawson AJ, Schlesinger LS. Surfactant 
protein D inhibition of human macrophage uptake of Mycobacterium 
tuberculosis is independent of bacterial agglutination. Journal of immunology. 
2002; 168: 1309-1314.

33.	Cooper AM, Dalton DK, Stewart TA, Griffin JP, Russell DG, Orme IM. 
Disseminated tuberculosis in interferon gamma gene-disrupted mice. J Exp 
Med. 1993; 178: 2243-2247.

34.	Hölscher C, Atkinson RA, Arendse B, Brown N, Myburgh E, Alber 
G, Brombacher F. A protective and agonistic function of IL-12p40 in 
mycobacterial infection. J Immunol. 2001; 167: 6957-6966.

35.	Sugawara I, Yamada H, Mizuno S. Relative importance of STAT4 in murine 
tuberculosis. J Med Microbiol. 2003; 52: 29-34.

36.	Sugawara I, Yamada H, Kaneko H, Mizuno S, Takeda K, Akira S. Role of 
interleukin-18 (IL-18) in mycobacterial infection in IL-18-gene-disrupted mice. 
Infect Immun. 1999; 67: 2585-2589.

37.	Marquis JF, LaCourse R, Ryan L, North RJ, Gros P. Disseminated and 
rapidly fatal tuberculosis in mice bearing a defective allele at IFN regulatory 
factor 8. J Immunol. 2009; 182: 3008-3015.

38.	Ladel CH, Blum C, Dreher A, Reifenberg K, Kopf M, Kaufmann SH. Lethal 
tuberculosis in interleukin-6-deficient mutant mice. Infect Immun. 1997; 65: 
4843-4849.

39.	Yamada H, Mizumo S, Horai R, Iwakura Y, Sugawara I. Protective role of 
interleukin-1 in mycobacterial infection in IL-1 alpha/beta double-knockout 
mice. Lab Invest. 2000; 80: 759-767.

40.	Juffermans NP, Florquin S, Camoglio L, Verbon A, Kolk AH, Speelman 
P, et al. Interleukin-1 signaling is essential for host defense during murine 
pulmonary tuberculosis. J Infect Dis. 2000; 182: 902-908.

41.	Pearl JE, Khader SA, Solache A, Gilmartin L, Ghilardi N, deSauvage F, et 
al. IL-27 signaling compromises control of bacterial growth in mycobacteria-
infected mice. J Immunol. 2004; 173: 7490-7496.

42.	McNab FW, Ewbank J, Rajsbaum R, Stavropoulos E, Martirosyan A, 
Redford PS, et al. TPL-2-ERK1/2 signaling promotes host resistance against 
intracellular bacterial infection by negative regulation of type I IFN production. 
J Immunol. 2013; 191: 1732-1743.

43.	Richer E, Yuki KE, Dauphinee SM, Larivière L, Paquet M, Malo D. Impact 
of Usp18 and IFN signaling in Salmonella-induced typhlitis. Genes Immun. 
2011; 12: 531-543.

44.	Dauphinee SM, Richer E, Eva MM, McIntosh F, Paquet M, Dangoor D, et 
al. Contribution of increased ISG15, ISGylation and deregulated type I IFN 
signaling in Usp18 mutant mice during the course of bacterial infections. 
Genes Immun. 2014; 15: 282-292.

45.	Jung YJ, LaCourse R, Ryan L, North RJ. Evidence inconsistent with a 
negative influence of T helper 2 cells on protection afforded by a dominant T 

helper 1 response against Mycobacterium tuberculosis lung infection in mice. 
Infection and immunity. 2002; 70: 6436-6443.

46.	Smith S, Liggitt D, Jeromsky E, Tan X, Skerrett SJ, Wilson CB. Local role 
for tumor necrosis factor alpha in the pulmonary inflammatory response to 
Mycobacterium tuberculosis infection. Infect Immun. 2002; 70: 2082-2089.

47.	Roach DR, Briscoe H, Saunders B, France MP, Riminton S, Britton WJ. 
Secreted lymphotoxin-alpha is essential for the control of an intracellular 
bacterial infection. J Exp Med. 2001; 193: 239-246.

48.	Engele M, Stossel E, Castiglione K, Schwerdtner N, Wagner M, Bolcskei P, 
et al. Induction of TNF in human alveolar macrophages as a potential evasion 
mechanism of virulent Mycobacterium tuberculosis. Journal of immunology. 
2002; 168: 1328-1337.

49.	Senaldi G, Yin S, Shaklee CL, Piguet PF, Mak TW, Ulich TR. Corynebacterium 
parvum- and Mycobacterium bovis bacillus Calmette-Guerin-induced 
granuloma formation is inhibited in TNF receptor I (TNF-RI) knockout mice 
and by treatment with soluble TNF-RI. Journal of immunology. 1996; 157: 
5022-5026.

50.	Flynn JL, Goldstein MM, Chan J, Triebold KJ, Pfeffer K, Lowenstein CJ, et al. 
Tumor necrosis factor-alpha is required in the protective immune response 
against Mycobacterium tuberculosis in mice. Immunity. 1995; 2: 561-572.

51.	Keeton R, Allie N, Dambuza I, Abel B, Hsu NJ, Sebesho B, et al. Soluble 
TNFRp75 regulates host protective immunity against Mycobacterium 
tuberculosis. J Clin Invest. 2014; 124: 1537-1551.

52.	Lu B, Rutledge BJ, Gu L, Fiorillo J, Lukacs NW, Kunkel SL, et al. 
Abnormalities in monocyte recruitment and cytokine expression in monocyte 
chemoattractant protein 1-deficient mice. J Exp Med. 1998; 187: 601-608.

53.	Rutledge BJ, Rayburn H, Rosenberg R, North RJ, Gladue RP, Corless CL, 
et al. High level monocyte chemoattractant protein-1 expression in transgenic 
mice increases their susceptibility to intracellular pathogens. Journal of 
immunology. 1995; 155: 4838-4843.

54.	Peters W, Scott HM, Chambers HF, Flynn JL, Charo IF, Ernst JD. Chemokine 
receptor 2 serves an early and essential role in resistance to Mycobacterium 
tuberculosis. Proc Natl Acad Sci U S A. 2001; 98: 7958-7963.

55.	Seiler P, Aichele P, Bandermann S, Hauser AE, Lu B, Gerard NP, et al. Early 
granuloma formation after aerosol Mycobacterium tuberculosis infection is 
regulated by neutrophils via CXCR3-signaling chemokines. European journal 
of immunology. 2003; 33: 2676-2686.

56.	Saunders BM, Frank AA, Orme IM. Granuloma formation is required to 
contain bacillus growth and delay mortality in mice chronically infected with 
Mycobacterium tuberculosis. Immunology. 1999; 98: 324-328.

57.	Hu C, Mayadas-Norton T, Tanaka K, Chan J, Salgame P. Mycobacterium 
tuberculosis infection in complement receptor 3-deficient mice. J Immunol. 
2000; 165: 2596-2602.

58.	Leemans JC, Florquin S, Heikens M, Pals ST, van der Neut R, Van Der 
Poll T. CD44 is a macrophage binding site for Mycobacterium tuberculosis 
that mediates macrophage recruitment and protective immunity against 
tuberculosis. J Clin Invest. 2003; 111: 681-689.

59.	Reiling N, Holscher C, Fehrenbach A, Kroger S, Kirschning CJ, Goyert 
S, et al. Cutting edge: Toll-like receptor (TLR)2- and TLR4-mediated 
pathogen recognition in resistance to airborne infection with Mycobacterium 
tuberculosis. Journal of immunology. 2002; 169: 3480-3484.

60.	Sugawara I, Yamada H, Li C, Mizuno S, Takeuchi O, Akira S. Mycobacterial 
infection in TLR2 and TLR6 knockout mice. Microbiol Immunol. 2003; 47: 
327-336.

61.	Scanga CA, Bafica A, Feng CG, Cheever AW, Hieny S, Sher A. MyD88-
deficient mice display a profound loss in resistance to Mycobacterium 
tuberculosis associated with partially impaired Th1 cytokine and nitric oxide 
synthase 2 expression. Infect Immun. 2004; 72: 2400-2404.

62.	Fremond CM, Yeremeev V, Nicolle DM, Jacobs M, Quesniaux VF, Ryffel 
B. Fatal Mycobacterium tuberculosis infection despite adaptive immune 
response in the absence of MyD88. J Clin Invest. 2004; 114: 1790-1799.

http://www.ncbi.nlm.nih.gov/pubmed/8918578
http://www.ncbi.nlm.nih.gov/pubmed/8918578
http://www.ncbi.nlm.nih.gov/pubmed/8918578
http://www.ncbi.nlm.nih.gov/pubmed/10843697
http://www.ncbi.nlm.nih.gov/pubmed/10843697
http://www.ncbi.nlm.nih.gov/pubmed/10843697
http://www.ncbi.nlm.nih.gov/pubmed/7589086
http://www.ncbi.nlm.nih.gov/pubmed/7589086
http://www.ncbi.nlm.nih.gov/pubmed/7589086
http://www.ncbi.nlm.nih.gov/pubmed/12516771
http://www.ncbi.nlm.nih.gov/pubmed/12516771
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC408094/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC408094/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC408094/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC408094/
http://www.jimmunol.org/content/168/3/1309
http://www.jimmunol.org/content/168/3/1309
http://www.jimmunol.org/content/168/3/1309
http://www.jimmunol.org/content/168/3/1309
http://www.ncbi.nlm.nih.gov/pubmed/8245795
http://www.ncbi.nlm.nih.gov/pubmed/8245795
http://www.ncbi.nlm.nih.gov/pubmed/8245795
http://www.ncbi.nlm.nih.gov/pubmed/11739515
http://www.ncbi.nlm.nih.gov/pubmed/11739515
http://www.ncbi.nlm.nih.gov/pubmed/11739515
http://www.ncbi.nlm.nih.gov/pubmed/12488562
http://www.ncbi.nlm.nih.gov/pubmed/12488562
http://www.ncbi.nlm.nih.gov/pubmed/10225924
http://www.ncbi.nlm.nih.gov/pubmed/10225924
http://www.ncbi.nlm.nih.gov/pubmed/10225924
http://www.ncbi.nlm.nih.gov/pubmed/19234196
http://www.ncbi.nlm.nih.gov/pubmed/19234196
http://www.ncbi.nlm.nih.gov/pubmed/19234196
http://www.ncbi.nlm.nih.gov/pubmed/9353074
http://www.ncbi.nlm.nih.gov/pubmed/9353074
http://www.ncbi.nlm.nih.gov/pubmed/9353074
http://www.ncbi.nlm.nih.gov/pubmed/10830786
http://www.ncbi.nlm.nih.gov/pubmed/10830786
http://www.ncbi.nlm.nih.gov/pubmed/10830786
http://www.ncbi.nlm.nih.gov/pubmed/10950787
http://www.ncbi.nlm.nih.gov/pubmed/10950787
http://www.ncbi.nlm.nih.gov/pubmed/10950787
http://www.ncbi.nlm.nih.gov/pubmed/15585875
http://www.ncbi.nlm.nih.gov/pubmed/15585875
http://www.ncbi.nlm.nih.gov/pubmed/15585875
http://www.ncbi.nlm.nih.gov/pubmed/23842752
http://www.ncbi.nlm.nih.gov/pubmed/23842752
http://www.ncbi.nlm.nih.gov/pubmed/23842752
http://www.ncbi.nlm.nih.gov/pubmed/23842752
http://www.ncbi.nlm.nih.gov/pubmed/21614019
http://www.ncbi.nlm.nih.gov/pubmed/21614019
http://www.ncbi.nlm.nih.gov/pubmed/21614019
http://www.ncbi.nlm.nih.gov/pubmed/24807690
http://www.ncbi.nlm.nih.gov/pubmed/24807690
http://www.ncbi.nlm.nih.gov/pubmed/24807690
http://www.ncbi.nlm.nih.gov/pubmed/24807690
http://www.ncbi.nlm.nih.gov/pubmed/12379724
http://www.ncbi.nlm.nih.gov/pubmed/12379724
http://www.ncbi.nlm.nih.gov/pubmed/12379724
http://www.ncbi.nlm.nih.gov/pubmed/12379724
http://www.ncbi.nlm.nih.gov/pubmed/11208864
http://www.ncbi.nlm.nih.gov/pubmed/11208864
http://www.ncbi.nlm.nih.gov/pubmed/11208864
http://www.jimmunol.org/content/168/3/1328.full.pdf
http://www.jimmunol.org/content/168/3/1328.full.pdf
http://www.jimmunol.org/content/168/3/1328.full.pdf
http://www.jimmunol.org/content/168/3/1328.full.pdf
http://www.unboundmedicine.com/medline/citation/8943410/Corynebacterium_parvum__and_Mycobacterium_bovis_bacillus_Calmette_Guerin_induced_granuloma_formation_is_inhibited_in_TNF_receptor_I__TNF_RI__knockout_mice_and_by_treatment_with_soluble_TNF_RI_
http://www.unboundmedicine.com/medline/citation/8943410/Corynebacterium_parvum__and_Mycobacterium_bovis_bacillus_Calmette_Guerin_induced_granuloma_formation_is_inhibited_in_TNF_receptor_I__TNF_RI__knockout_mice_and_by_treatment_with_soluble_TNF_RI_
http://www.unboundmedicine.com/medline/citation/8943410/Corynebacterium_parvum__and_Mycobacterium_bovis_bacillus_Calmette_Guerin_induced_granuloma_formation_is_inhibited_in_TNF_receptor_I__TNF_RI__knockout_mice_and_by_treatment_with_soluble_TNF_RI_
http://www.unboundmedicine.com/medline/citation/8943410/Corynebacterium_parvum__and_Mycobacterium_bovis_bacillus_Calmette_Guerin_induced_granuloma_formation_is_inhibited_in_TNF_receptor_I__TNF_RI__knockout_mice_and_by_treatment_with_soluble_TNF_RI_
http://www.unboundmedicine.com/medline/citation/8943410/Corynebacterium_parvum__and_Mycobacterium_bovis_bacillus_Calmette_Guerin_induced_granuloma_formation_is_inhibited_in_TNF_receptor_I__TNF_RI__knockout_mice_and_by_treatment_with_soluble_TNF_RI_
http://www.ncbi.nlm.nih.gov/pubmed/7540941
http://www.ncbi.nlm.nih.gov/pubmed/7540941
http://www.ncbi.nlm.nih.gov/pubmed/7540941
http://www.ncbi.nlm.nih.gov/pubmed/24569452
http://www.ncbi.nlm.nih.gov/pubmed/24569452
http://www.ncbi.nlm.nih.gov/pubmed/24569452
http://www.ncbi.nlm.nih.gov/pubmed/9463410
http://www.ncbi.nlm.nih.gov/pubmed/9463410
http://www.ncbi.nlm.nih.gov/pubmed/9463410
http://www.jimmunol.org/content/155/10/4838.short
http://www.jimmunol.org/content/155/10/4838.short
http://www.jimmunol.org/content/155/10/4838.short
http://www.jimmunol.org/content/155/10/4838.short
http://www.ncbi.nlm.nih.gov/pubmed/11438742
http://www.ncbi.nlm.nih.gov/pubmed/11438742
http://www.ncbi.nlm.nih.gov/pubmed/11438742
http://onlinelibrary.wiley.com/doi/10.1002/eji.200323956/abstract
http://onlinelibrary.wiley.com/doi/10.1002/eji.200323956/abstract
http://onlinelibrary.wiley.com/doi/10.1002/eji.200323956/abstract
http://onlinelibrary.wiley.com/doi/10.1002/eji.200323956/abstract
http://www.ncbi.nlm.nih.gov/pubmed/10583589
http://www.ncbi.nlm.nih.gov/pubmed/10583589
http://www.ncbi.nlm.nih.gov/pubmed/10583589
http://www.ncbi.nlm.nih.gov/pubmed/10946287
http://www.ncbi.nlm.nih.gov/pubmed/10946287
http://www.ncbi.nlm.nih.gov/pubmed/10946287
http://www.ncbi.nlm.nih.gov/pubmed/12618522
http://www.ncbi.nlm.nih.gov/pubmed/12618522
http://www.ncbi.nlm.nih.gov/pubmed/12618522
http://www.ncbi.nlm.nih.gov/pubmed/12618522
http://www.jimmunol.org/content/169/7/3480.full
http://www.jimmunol.org/content/169/7/3480.full
http://www.jimmunol.org/content/169/7/3480.full
http://www.jimmunol.org/content/169/7/3480.full
http://www.ncbi.nlm.nih.gov/pubmed/12825894
http://www.ncbi.nlm.nih.gov/pubmed/12825894
http://www.ncbi.nlm.nih.gov/pubmed/12825894
http://www.ncbi.nlm.nih.gov/pubmed/15039368
http://www.ncbi.nlm.nih.gov/pubmed/15039368
http://www.ncbi.nlm.nih.gov/pubmed/15039368
http://www.ncbi.nlm.nih.gov/pubmed/15039368
http://www.ncbi.nlm.nih.gov/pubmed/15599404
http://www.ncbi.nlm.nih.gov/pubmed/15599404
http://www.ncbi.nlm.nih.gov/pubmed/15599404


J Immun Res 2(1): id1014 (2015)  - Page - 07

Kong Y Austin Publishing Group

Submit your Manuscript | www.austinpublishinggroup.com

63.	Sugawara I, Yamada H, Mizuno S, Takeda K, Akira S. Mycobacterial infection 
in MyD88-deficient mice. Microbiol Immunol. 2003; 47: 841-847.

64.	Cassidy JP, Martineau AR. Innate resistance to tuberculosis in man, cattle 
and laboratory animal models: nipping disease in the bud? J Comp Pathol. 
2014; 151: 291-308.

65.	van Crevel R, Ottenhoff TH, van der Meer JW. Innate immunity to 
Mycobacterium tuberculosis. Clin Microbiol Rev. 2002; 15: 294-309.

66.	Kleinnijenhuis J, Oosting M, Joosten LA, Netea MG, Van Crevel R. Innate 
immune recognition of Mycobacterium tuberculosis. Clin Dev Immunol. 2011; 
2011: 405310.

67.	Gros P, Skamene E, Forget A. Genetic control of natural resistance to 
Mycobacterium bovis (BCG) in mice. J Immunol. 1981; 127: 2417-2421.

68.	Hackam DJ, Rotstein OD, Zhang W, Gruenheid S, Gros P, Grinstein S. Host 
resistance to intracellular infection: mutation of natural resistance-associated 
macrophage protein 1 (Nramp1) impairs phagosomal acidification. J Exp 
Med. 1998; 188: 351-364.

69.	Medina E, North RJ. Evidence inconsistent with a role for the Bcg gene 
(Nramp1) in resistance of mice to infection with virulent Mycobacterium 
tuberculosis. J Exp Med. 1996; 183: 1045-1051.

70.	North RJ, LaCourse R, Ryan L, Gros P. Consequence of Nramp1 deletion to 
Mycobacterium tuberculosis infection in mice. Infect Immun. 1999; 67: 5811-
5814.

71.	Gao PS, Fujishima S, Mao XQ, Remus N, Kanda M, Enomoto T, et al. Genetic 
variants of NRAMP1 and active tuberculosis in Japanese populations. 
International Tuberculosis Genetics Team. Clin Genet. 2000; 58: 74-76.

72.	Cervino AC, Lakiss S, Sow O, Hill AV. Allelic association between the 
NRAMP1 gene and susceptibility to tuberculosis in Guinea-Conakry. Ann 
Hum Genet. 2000; 64: 507-512.

73.	Ryu S, Park YK, Bai GH, Kim SJ, Park SN, Kang S. 3’UTR polymorphisms 
in the NRAMP1 gene are associated with susceptibility to tuberculosis in 
Koreans. Int J Tuberc Lung Dis. 2000; 4: 577-580.

74.	Gruenheid S, Canonne-Hergaux F, Gauthier S, Hackam DJ, Grinstein S, Gros 
P. The iron transport protein NRAMP2 is an integral membrane glycoprotein 
that colocalizes with transferrin in recycling endosomes. J Exp Med. 1999; 
189: 831-841.

75.	Jansen RC. Interval mapping of multiple quantitative trait loci. Genetics. 
1993; 135: 205-211.

76.	Darvasi A, Weinreb A, Minke V, Weller JI, Soller M. Detecting marker-QTL 
linkage and estimating QTL gene effect and map location using a saturated 
genetic map. Genetics. 1993; 134: 943-951.

77.	Mitsos LM, Cardon LR, Ryan L, LaCourse R, North RJ, Gros P. Susceptibility 
to tuberculosis: a locus on mouse chromosome 19 (Trl-4) regulates 
Mycobacterium tuberculosis replication in the lungs. Proc Natl Acad Sci U S 
A. 2003; 100: 6610-6615.

78.	Marquis JF, Lacourse R, Ryan L, North RJ, Gros P. Genetic and functional 
characterization of the mouse Trl3 locus in defense against tuberculosis. J 
Immunol. 2009; 182: 3757-3767.

79.	Di Pietrantonio T, Schurr E. Mouse models for the genetic study of tuberculosis 
susceptibility. Brief Funct Genomic Proteomic. 2005; 4: 277-292.

80.	Kramnik I, Dietrich WF, Demant P, Bloom BR. Genetic control of resistance 
to experimental infection with virulent Mycobacterium tuberculosis. Proc Natl 
Acad Sci U S A. 2000; 97: 8560-8565.

81.	Pan H, Yan BS, Rojas M, Shebzukhov YV, Zhou H, Kobzik L, et al. Ipr1 gene 
mediates innate immunity to tuberculosis. Nature. 2005; 434: 767-772.

82.	Dunn GP, Cheung HW, Agarwalla PK, Thomas S, Zektser Y, Karst AM, et 
al. In vivo multiplexed interrogation of amplified genes identifies GAB2 as an 
ovarian cancer oncogene. Proc Natl Acad Sci U S A. 2014; 111: 1102-1107.

83.	Jin C, Wu CZ, Liu X, Zhang F, Tian L, Yuan J, et al. GAB2 polymorphism 
rs2373115 confers susceptibility to sporadic Alzheimer’s disease. Neurosci 
Lett. 2013; 556: 216-220.

84.	Zou F, Belbin O, Carrasquillo MM, Culley OJ, Hunter TA, Ma L, et al. Linking 
protective GAB2 variants, increased cortical GAB2 expression and decreased 
Alzheimer’s disease pathology. PLoS One. 2013; 8: e64802.

85.	Hu S, Zhang Y, Yu Y, Jin D, Zhang X, Gu S, et al. Growth factor receptor 
bound protein 2-associated binder 2, a scaffolding adaptor protein, negatively 
regulates host immunity against tuberculosis. American journal of respiratory 
cell and molecular biology. 2014; 51: 575-585.

Citation: Ding F and Kong Y. Host Immune Factors Related to Susceptibility to Tuberculosis in Animal Models. 
J Immun Res. 2015; 2(1): 1014.

J Immun Res - Volume 2 Issue 1 - 2015
ISSN : 2471-0261 | www.austinpublishinggroup.com 
Kong et al. © All rights are reserved

http://www.ncbi.nlm.nih.gov/pubmed/14638995
http://www.ncbi.nlm.nih.gov/pubmed/14638995
http://www.ncbi.nlm.nih.gov/pubmed/25246179
http://www.ncbi.nlm.nih.gov/pubmed/25246179
http://www.ncbi.nlm.nih.gov/pubmed/25246179
http://www.ncbi.nlm.nih.gov/pubmed/21603213
http://www.ncbi.nlm.nih.gov/pubmed/21603213
http://www.ncbi.nlm.nih.gov/pubmed/21603213
http://www.ncbi.nlm.nih.gov/pubmed/6795274
http://www.ncbi.nlm.nih.gov/pubmed/6795274
http://www.ncbi.nlm.nih.gov/pubmed/9670047
http://www.ncbi.nlm.nih.gov/pubmed/9670047
http://www.ncbi.nlm.nih.gov/pubmed/9670047
http://www.ncbi.nlm.nih.gov/pubmed/9670047
http://www.ncbi.nlm.nih.gov/pubmed/8642246
http://www.ncbi.nlm.nih.gov/pubmed/8642246
http://www.ncbi.nlm.nih.gov/pubmed/8642246
http://www.ncbi.nlm.nih.gov/pubmed/10531233
http://www.ncbi.nlm.nih.gov/pubmed/10531233
http://www.ncbi.nlm.nih.gov/pubmed/10531233
http://www.ncbi.nlm.nih.gov/pubmed/10945666
http://www.ncbi.nlm.nih.gov/pubmed/10945666
http://www.ncbi.nlm.nih.gov/pubmed/10945666
http://www.ncbi.nlm.nih.gov/pubmed/11281214
http://www.ncbi.nlm.nih.gov/pubmed/11281214
http://www.ncbi.nlm.nih.gov/pubmed/11281214
http://www.ncbi.nlm.nih.gov/pubmed/10864190
http://www.ncbi.nlm.nih.gov/pubmed/10864190
http://www.ncbi.nlm.nih.gov/pubmed/10864190
http://www.ncbi.nlm.nih.gov/pubmed/10049947
http://www.ncbi.nlm.nih.gov/pubmed/10049947
http://www.ncbi.nlm.nih.gov/pubmed/10049947
http://www.ncbi.nlm.nih.gov/pubmed/10049947
http://www.ncbi.nlm.nih.gov/pubmed/8224820
http://www.ncbi.nlm.nih.gov/pubmed/8224820
http://www.ncbi.nlm.nih.gov/pubmed/8349116
http://www.ncbi.nlm.nih.gov/pubmed/8349116
http://www.ncbi.nlm.nih.gov/pubmed/8349116
http://www.ncbi.nlm.nih.gov/pubmed/12740444
http://www.ncbi.nlm.nih.gov/pubmed/12740444
http://www.ncbi.nlm.nih.gov/pubmed/12740444
http://www.ncbi.nlm.nih.gov/pubmed/12740444
http://www.ncbi.nlm.nih.gov/pubmed/19265154
http://www.ncbi.nlm.nih.gov/pubmed/19265154
http://www.ncbi.nlm.nih.gov/pubmed/19265154
http://www.ncbi.nlm.nih.gov/pubmed/16420753
http://www.ncbi.nlm.nih.gov/pubmed/16420753
http://www.ncbi.nlm.nih.gov/pubmed/10890913
http://www.ncbi.nlm.nih.gov/pubmed/10890913
http://www.ncbi.nlm.nih.gov/pubmed/10890913
http://www.ncbi.nlm.nih.gov/pubmed/15815631
http://www.ncbi.nlm.nih.gov/pubmed/15815631
http://www.ncbi.nlm.nih.gov/pubmed/24385586
http://www.ncbi.nlm.nih.gov/pubmed/24385586
http://www.ncbi.nlm.nih.gov/pubmed/24385586
http://www.ncbi.nlm.nih.gov/pubmed/23724096
http://www.ncbi.nlm.nih.gov/pubmed/23724096
http://www.ncbi.nlm.nih.gov/pubmed/23724096
http://www.atsjournals.org/doi/abs/10.1165/rcmb.2013-0329OC#.VL38ndKUfOc
http://www.atsjournals.org/doi/abs/10.1165/rcmb.2013-0329OC#.VL38ndKUfOc
http://www.atsjournals.org/doi/abs/10.1165/rcmb.2013-0329OC#.VL38ndKUfOc
http://www.atsjournals.org/doi/abs/10.1165/rcmb.2013-0329OC#.VL38ndKUfOc

	Title
	Abstract
	Abbreviations
	Introduction
	TB Susceptible Genes Identified from Animal Models
	Lymphocyte immunity
	ROI and RNI 
	Cytokines, chemokines, and effector modules
	Innate immunity components
	Other factors

	Conclusions
	Acknowledgement
	References
	Table 1

