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Tuberculosis and cardiovascular disease:
linking the epidemics
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Abstract

The burden of tuberculosis and cardiovascular disease (CVD) is enormous worldwide. CVD rates are rapidly
increasing in low- and middle-income countries. Public health programs have been challenged with the
overlapping tuberculosis and CVD epidemics. Monocyte/macrophages, lymphocytes and cytokines involved in
cellular mediated immune responses against Mycobacterium tuberculosis are also main drivers of atherogenesis,
suggesting a potential pathogenic role of tuberculosis in CVD via mechanisms that have been described for other
pathogens that establish chronic infection and latency. Studies have shown a pro-atherogenic effect of antibody-
mediated responses against mycobacterial heat shock protein-65 through cross reaction with self-antigens in
human vessels. Furthermore, subsets of mycobacteria actively replicate during latent tuberculosis infection (LTBI),
and recent studies suggest that LTBI is associated with persistent chronic inflammation that may lead to CVD.
Recent epidemiologic work has shown that the risk of CVD in persons who develop tuberculosis is higher than in
persons without a history of tuberculosis, even several years after recovery from tuberculosis. Together, these data
suggest that tuberculosis may play a role in the pathogenesis of CVD. Further research to investigate a potential
link between tuberculosis and CVD is warranted.
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Background
Non-communicable diseases caused 38 of the 56 million
deaths reported globally in 2012. About half of these
deaths were related to cardiovascular disease (CVD) [1].
CVD is expected to be the major cause of death for most
developing countries by 2020, similar to the current epi-
demiology of CVD in developed nations [2, 3]. Com-
pared to high-income countries, CVD occurs at a
younger age and causes a larger proportion of premature
deaths in low- and middle-income countries [4]. Trad-
itional risk factors such as obesity, hypertension and dia-
betes explain much of this increase [4], but studies
indicate that the burden of infection may also contribute
to the development of CVD [5].
Over 2 billion persons are infected with Mycobacter-

ium tuberculosis globally and about 2 million die from
tuberculosis disease every year [6]. Tuberculosis and
non-communicable diseases may not only co-exist, but
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also augment the risk of each other [7]. This review
seeks to explore the association between tuberculosis
and CVD.
Review
A connection between infection and cardiovascular
disease
The hypothesis that infection has a pathogenic role in
CVD was first suggested by clinical observations. The
first convincing evidence of a connection between infec-
tion and CVD arose from the work by Fabricant et al.
more than 3 decades ago [8]. This group showed that in-
fection of chickens with Marek’s disease virus, an avian
herpesvirus, caused atherosclerotic lesions in coronary
arteries and other vessels [9]. In 1992, Shor et al. in
South Africa found Chlamydia pneumoniae in the fatty
streaks of coronary artery plaques [10]. Subsequent ex-
periments in animal models supported a pathogenic role
of C. pneumoniae in atheroma formation [11–13].
Serologic studies followed and showed an association
between C. pneumoniae antibodies and CVD in
humans [14]. Similarly, Helicobacter pylori exists in
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atherosclerotic plaques, and elimination of the infec-
tion increases the coronary artery lumen and reduces
cardiac event rates [15, 16]. Influenza virus is associ-
ated with acute myocardial infarction (AMI) [17], as
well as accelerated development of early coronary ar-
tery plaques [18, 19]. Human immunodeficiency virus
(HIV) has also been linked to CVD. HIV infection in-
creases the risk of cardiovascular events 1.5 – 2-fold
after adjusting for traditional CVD risk factors [20].
This appears to be mediated at least in part by
chronic immune activation caused by HIV, even after
suppressing the virus with antiretroviral therapy [21].
Infections due to hepatitis B virus [22], hepatitis C
[23], Epstein Barr virus [24, 25], cytomegalovirus
(CMV) [26, 27] and periodontal bacteria [28] have
also been associated with atherosclerosis and CVD
through chronic systemic inflammation and other
mechanisms. Notably, most of the pathogens impli-
cated in CVD pathogenesis are intracellular organisms
and/or may be able to establish chronic or latent in-
fection in humans [29]. This may cause persistent
local or systemic inflammation that can lead to ath-
erosclerotic plaque formation. Recent studies suggest
that latent tuberculosis infection (LTBI) is associated
with chronic inflammation therefore a connection be-
tween LTBI and CVD seems plausible [30, 31].
The effect of acute infection on short-term cardiovas-

cular events has also been studied. Acute lower respira-
tory tract infections carry a high risk of subsequent AMI
or stroke. A large population-based retrospective study
conducted in the United Kingdom showed a 5-fold in-
crease of AMI in patients diagnosed with an acute sys-
temic respiratory infection within the prior 3 days.
Furthermore, the risk of AMI remained elevated 1 to
3 months after the infection [32]. M. tuberculosis pri-
marily causes pulmonary disease. Although sub-acute or
chronic presentation is common, acute illness from tu-
berculosis can also occur [33]. A recent report showed
that persons with pulmonary or extrapulmonary tuber-
culosis had an increased subsequent risk of AMI and
unstable angina. Surprisingly, the risk remained elevated
after several years from the initial diagnosis of tuber-
culosis suggesting that tuberculosis disease may have
short-term and long-term implications in CVD [34].
Alternatively, developing tuberculosis disease may just
be a marker of background dysfunctional immune re-
sponses in susceptible hosts, as these same abnormal
responses that predispose to tuberculosis may also
predispose to CVD.

Mechanisms of the effect of infection on cardiovascular
disease
Two main themes dominate the proposed mechanism
that connects infection and CVD; 1) an increase in
inflammation leading to coronary artery plaque forma-
tion and/or plaque rupture, and 2) autoimmune disease.
An additional hypothesis is that pathogens inhabit grow-
ing atherosclerotic plaques, and cause direct vascular
damage [5].
For an infectious disease to cause CVD via an increase

in inflammation it stands to reason that the infection
must trigger host immunologic responses similar to
those implicated in atherogenesis. Plaques begin as a
small inflammatory process seen as reversible fatty
streaks in the innermost part of the artery [35]. Endothe-
lial cells are activated by released phospholipids and
other stimuli, and this activation increases surface adhe-
sion molecules (i.e.; intracellular adhesion molecule-1,
ICAM-1) that bind immune cells including circulating
monocytes, lymphocytes and others [36]. These immune
cells access the intima and accelerate plaque growth
[37]. CD4+ cells of the T helper 1 (TH1) type play a key
role in atherogenesis. The production of interferon
(IFN)-γ, tumor necrosis factor (TNF)-α and interleukin
(IL)-1 by these CD4+ TH1 cells contribute to growth of
the plaque, as does macrophage colony stimulating factor
produced by endothelial cells [38, 39]. These chemokines
activate monocyte/macrophages and other immune cells
in a positive feedback loop [39]. Studies have shown the
important role of IFN-γ, particularly in atherogenesis [40].
Mice without IFN-γ signaling develop plaque at a substan-
tially lower rate compared to mice with IFN-γ signaling
[41]. As these plaques progress through stages of develop-
ment they become covered by a cap of smooth-muscle
cells and collagen-rich matrix. Some plaques may include
calcifications and thrombi [35]. The most vulnerable part
of the plaque, the cap, may rupture when triggered by a
variety of stresses. Plaque rupture causes 60 % to 70 % of
coronary artery thrombotic events [42].
Inflammation related to infection can augment many

of these steps, from early plaque formation to ultimate
plaque rupture. Furthermore, pathogens may not need
to be fully proliferating to cause inflammation [5]. For
instance, a study of the mechanism of Epstein Barr virus
(EBV) in CVD showed that the presence of neutralizing
antibodies to an early EBV protein was associated with
higher levels of IL-6 and ICAM-1 in patients with AMI
compared to patients with stable angina [25]. This pro-
tein, deoxyuridine triphosphate nucleotidohyrolase, is an
early EBV product expressed during lytic and abortive-
lytic EBV replication that leads to NF-κβ activation
through toll like receptor 2 [43]. Thus even under condi-
tions of incomplete viral replication EBV may have a
role in precipitating AMI [25]. Similarly, studies indicate
that non-replicating CMV may stimulate the host im-
mune system and promote atherogenesis [44].
The most common cross reaction of antibodies from

infection to self-proteins in atherosclerosis centers on



Table 1 Possible mechanisms of cardiovascular disease in
tuberculosis

Direct effect on the myocardium (tuberculous myocarditis)

Direct effect on coronary arteries (tuberculous arteritis)

Increased expression of pro-inflammatory citokines (i.e., IL-1, IL-2, IL-6,
IFN-γ, TNF-α)

Monocyte/macrophage immune activation

CD4+ TH1 and TH17 cell immune activation

Auto-immunity mediated by antibodies against mycobacterial HSP65

Abreviations: HSP65 heat shock protein 65, IL interleukin, IFN interferon, TH1 T
helper 1, TH17, T helper 17, TNF tumor necrosis factor
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the heat shock protein (HSP) system [45]. The HSP sys-
tem has been strongly conserved throughout evolution.
The sequence of human HSP60 has 40–50 % identical
residues, and 20 % conservative replacements to HSP65
in Mycobacterium spp. and HSP60 in Escherichia coli
[46]. This conservation of epitopes results in a cross-
reaction between antibodies produced to bacterial HSP
such as E. coli HSP60, chlamydial HSP60 or mycobacter-
ial HSP65, and the self HSP60 in humans. Perschinka
et al. showed that antibodies against bacterial HSP60/65
also bound the homologues epitopes on human HSP60
[47]. A study showed that antibodies to HSP65 were the
only antibodies significantly tied to CVD [48]. This is
critically important because endothelial cells express
HSP on their surface when they are activated by infec-
tion or other stressors [48]. This expression provides a
target for the immune reaction to HSP, which can lead
to plaque development. A heightened level of anti-
HSP65 antibody was found in individuals with elevated
coronary calcification scores, after controlling for other
cardiac risk factors [49].

Evidence connecting tuberculosis disease and
cardiovascular disease
The hypothesis that tuberculosis leads to CVD comes
from case studies of tuberculosis causing cardiovascular
death as well as from population based studies that show
increased risk of cardiovascular events.
Tuberculous granuloma formation affecting the coron-

ary arteries has been described as a rare cause of myo-
cardial infarction in young patients [50, 51]. The idea
that infection could predispose to CVD early in life is
supported by work by Dummer et al. who found a cor-
relation between CMV infection and coronary athero-
sclerosis of explanted hearts in young patients who
underwent heart transplantation, but not among older
individuals [52]. It is possible that tuberculosis could be
contributing to premature cardiovascular death in areas
of high tuberculosis prevalence.
M. tuberculosis may not only affect the coronary ves-

sels, but also the myocardium. Liu et al. summarized
available clinical cases of tuberculous myocarditis and
related sudden cardiac death (SCD) [53]. Most patients
were young and asymptomatic prior to their fatal event.
The proposed underlying mechanism leading to SCD
was ventricular tachyarrhythmia, likely a consequence of
aberrant conduction from extensive tuberculous septal
involvement or ventricular wall necrosis [54, 55]. Pul-
monary tuberculosis without obvious direct mycobacter-
ial involvement of the myocardium or coronary arteries
has also been liked to SCD, but the exact mechanisms of
death remain obscure [56].
A large population-based retrospective cohort study

conducted in Taiwan goes beyond these individual
clinical observations to look at baseline CVD risk eleva-
tion in patients who had tuberculosis disease. The re-
searchers looked at 10,168 patients with a history of
tuberculosis disease and 40,672 control patients without
a history of tuberculosis disease. After adjusting for im-
portant co-morbidities, the tuberculosis group had a 40 %
increased risk of the composite endpoint of unstable an-
gina and AMI compared to the non-tuberculosis group.
This elevated risk persisted for the entire study period of
up to 14 years [34].
The potential effects of tuberculosis disease do not ap-

pear to be limited to coronary heart disease (CHD) but
extend to other atherosclerosis-mediated vascular dis-
eases such as stroke. A study in Taiwan followed patients
with a history non-meningeal tuberculosis disease and
no history of stroke, as well as control patients. The au-
thors found a 50 % increased risk of ischemic stroke in
the tuberculosis group after 3 years of follow-up. This
study also showed an increased risk of CHD in the tu-
berculosis group [57].

Mechanism of cardiovascular disease in tuberculosis
disease
The possible mechanisms of CVD in tuberculosis are
summarized in the Table 1. In tuberculous myocarditis
or coronary arteritis the relationship between infection
and CVD is direct and apparent. However, these extra-
pulmonary complications of M. tuberculosis disease
seem rare [53]. As in other infections, the role of chronic
inflammation and HSP-based autoimmunity may have
consequences in CVD at a much larger scale.
In tuberculosis, the innate immune system initiates an

immune response within the lung. This response deploys
large numbers of phagocytic cells, which also play host
to Mycobacterium tuberculosis [58, 59]. As the reaction
progresses, immune cells continue to accumulate in the
lungs so that more host cells become available to the
bacteria, and eventually a granuloma forms. Granuloma
formation relies on inflammatory chemical mediators to
bring other immune cells to the site of infection [60].
After the initial innate immune reaction, immunological
equilibrium develops via an adaptive response. Once the
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adaptive response is established, CD4+ T cells become
activated and release a plethora of cytokines to modulate
the immune response against M. tuberculosis [61]. Simi-
lar to inflammatory responses related to CVD, TNF-α
and IFN-γ are of particular importance. Blockage of ei-
ther leads to severe mycobacterial infections [62–64].
Patients with tuberculosis disease also have a significant
elevation in IL-1, IL-2, IL-6 and IL-22. The total level of
T cells is decreased, but those present shift strongly to a
TH1 type. When stimulated with mycobacterial anti-
gens, they readily produce IL-17, IL-22 and IFN-γ [30].
This TH1 inflammation matches the inflammatory pro-
file of plaque formation presented earlier. Thus, tubercu-
losis may have a pathogenic role in CVD through
activation of cell-mediated immune responses that pro-
mote atherogenesis.
Emerging evidence indicates a role for IL-17 and the

CD4+ subset T helper 17 (TH17) cells in immune re-
sponses to tuberculosis [65]. Early in the immune re-
sponse to tuberculosis IL-17 production is dominated by
γδ cells [66]. IL-17 is required for the development of a
mature granuloma possibly through an increase in cell
adhesion molecules [67]. In long term immune response
the production of IL-17 is maintained by antigen specific
TH17 cells, and without this response antimicrobial ac-
tivity in the lungs is reduced [68]. IL-17 deficient mice
show an impaired response to virulent tuberculosis [67].
In atherosclerosis, TH17 cells have been regarded both

protective and pathogenic roles [69]. Pathogenic TH17
cells are induced by IL-6, IL-23 and IL-1β; and produce
IL-17 and IFN- γ [70, 71]. Pathogenic TH17 cells have
been found in atherosclerotic plaques of mice and
humans, and the presence of both IL-17 and IFN- γ have
a synergistic pro-inflammatory effect on vascular smooth
muscle cells [72]. It is possible that TH17 cells impli-
cated in immune responses to tuberculosis may have a
role in atherogenesis.
Studies show that mycobacterial HSP65 share hom-

ology to human HSP60 [46]. Antibodies specific to the
entire mycobacterial HSP65 cross-react with human
HSP60. When antibodies are targeted to specific epi-
topes of mycobacterial HSP65, cross reactivity remains
[47]. Injection of mycobacterial HSP65 protein induces
arteriosclerosis in rabbits with both normal and elevated
cholesterol levels, unlike any other control antigen [73].
In humans, a significant correlation between anti-HSP65
antibodies and carotid atherosclerosis has been reported
[48, 49]. These data suggest that tuberculosis could have
a pathogenic role in CVD through molecular mimicry
and auto-immunity mediated by anti-HSP65 antibodies.

Tuberculosis and Takayasu’s arteritis
A connection between tuberculosis and Takayasu’s arter-
itis (TA) has been suggested. TA is a chronic vasculitis
of unknown origin that primarily affects the aorta and
its main branches. The diagnosis and treatment of TA
was recently reviewed by Isobek [74].
In 1981 Pantell et al. presented a compilation of case

series from Japan, Korea, India, Mexico and South Africa
that included 747 cases of TA. The rates of tuberculosis
disease in these case series ranged from 22 % to 70 %,
compared to tuberculosis rates of 0.03 % to 1.5 % for the
general population in those countries [75]. This report
and others that followed suggested an association be-
tween tuberculosis disease and TA [76]; however, further
investigation is clearly needed. Aggarwal et al. looked at
antibody titers against M. tuberculosis proteins including
HSP65 in TA. The authors found a significant increase
in immunoglobulin (Ig) G, IgM, and IgA titers to M. tu-
berculosis antigens; and IgM and IgA titers against
HSP65 in patients with TA compared to control patients
without TA. Although this would further support a po-
tential link between tuberculosis and TA, the authors
postulated that the observed antibody responses could
also be secondary to prior Bacillus Calmette-Guerin
(BCG) vaccination [77].

Latent tuberculosis infection and cardiovascular disease
A link between LTBI and CVD via chronic inflammation
seems biologically plausible. The classic model of LTBI
stipulates that mycobacteria in the inflammatory capsule
do not divide but remain in stasis, enduring the environ-
ment unsuitable for growth. The constant level of colony
forming units isolated from LTBI lesions indicated this
lack of division. Researchers supported this model by
testing the count of M. tuberculosis within the tubercles
by using rtPCR and showed that the level of genetic ma-
terial within a tubercle does not change overtime [78].
The first indication that this picture might be incom-
plete came from the clinical experience with isoniazid.
This antibiotic is active against LTBI but only shows ef-
fectiveness against dividing mycobacterium both in vitro
and in vivo [79, 80]. Therefore if isoniazid works in LTBI
then mycobacterial division would be expected to occur
in the latent form. Gill et al. demonstrated that there is
continued replication of mycobacterium in chronically
infected mice. This group inserted an unstable plasmid
into M. tuberculosis and showed that tissue levels of the
plasmid decreased with every division of the bacterium.
Because the total number of bacteria remained constant
the authors concluded that bacteria that die must be
cleared away from the site by the host immune system
therefore giving a false impression of absent replication
[81]. These data suggests that subsets of mycobacteria
are actively dividing in LTBI, and a dynamic equilibrium
between the host immune system and the bacteria is
established during latency. In this context, a degree of
chronic inflammation driven by LTBI is possible.
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Furthermore, studies in cynomolgus macaques infected
with latent tuberculosis have shown that each granuloma
within a single host possesses a unique profile of T cells
and pro- and anti-inflammatory cytokines leading to a
spectrum of granulomas with differential mycobacterial
killing capacity within the same host at any given time,
demonstrating that immune responses and bacterial bur-
den in LTBI are quite dynamic [82].
A study of immune activation in patients with latent

and active tuberculosis in Canada showed an inflamma-
tory profile consistent with this model. The baseline cir-
culating levels of TNF-α, IL-1β, IL-4, IL-8, and IL-22
were all significantly elevated in patients with LTBI com-
pared to healthy controls with a negative tuberculin skin
test (TST). IFN-γ levels were also higher in the LTBI
group compared to healthy controls but the difference
was not statistically significant [30]. Similarly, a study of
HIV-infected persons in South Africa showed elevated
levels of circulating soluble CD14, C-reactive protein,
IL-6 and interferon gamma-induced protein 10 (IP10)
among patients with HIV and LTBI co-infection, com-
pared to HIV patients without evidence of tuberculosis
infection based on a negative TST, negative IFN- γ
ELISpot, negative chest-X-ray, negative induced spu-
tum for M. tuberculosis and no tuberculosis disease
symptoms [31].
A recent study looked at markers of systemic inflam-

mation in persons with tuberculosis disease, LTBI, prior
tuberculosis, and healthy controls in India. Compared to
healthy controls, patients with LTBI were found to have
higher levels of monocyte/macrophage activation and in-
flammatory mediators including CD14, CXCL3, CCL2
and CCL8. This suggests a switch from neutrophil to
monocyte/macrophage centered responses in these pa-
tients. The authors concluded that LTBI may induce
long-term persistent inflammation, even in the absence
of tuberculosis disease [83]. Interestingly, these re-
searchers also found similar monocyte/macrophage acti-
vation markers in persons cured from prior tuberculosis,
which may explain the increased risk for AMI and un-
stable angina observed years after recovery from tuber-
culosis in the Taiwan cohort study discussed above [34].
Not all studies that looked at LTBI and inflammatory

markers found a positive association. For instance, de-
creased IL-17 expression and increased T regulatory cell
activity has been described in the context of LTBI [84].
Wergeland et al. showed that CD4+ T cell activation in
LTBI is lower than in tuberculosis disease. However, a
wide range of CD4+ T cell activation was present in per-
sons with LTBI [85]. The authors postulate that this
could be an indication of differential immune activation
throughout the stages of tuberculosis infection and re-
lated mycobacterial burden. This model would be con-
sistent with current evidence that redefines LTBI as a
dynamic spectrum rather than a homogeneous state
[86]. Further research is needed to define the potential
role of LTBI in CVD, as this could have important impli-
cations worldwide.

Conclusions
With increasing evidence that many infections con-
tribute to the pathogenesis of CVD, the potential role
of tuberculosis in CVD is not surprising. A potential
mechanistic model for this association is based on re-
search showing persistent immune activation in latent
and active tuberculosis. Antibodies to mycobacterial
HSP65 cross-reacting with self-antigens in human
vessels leading to autoimmunity may also have an ef-
fect on CVD risk. Further research to investigate the
potential link between tuberculosis and CVD is
warranted.

Abbreviations
AMI: Acute myocardial infarction; BCG: Bacillus Calmette-Guerin;
CAD: Cardiovascular disease; CHD: Coronary heart disease;
CMV: Cytomegalovirus; EBV: Epstein Barr virus; HIV: Human
immunodeficiency virus; HSP: Heat shock protein; ICAM-1: Intracellular
adhesion molecule-1; IFN: Interferon; Ig: Immunoglobulin; IL: Interleukin;
IP10: Interferon gamma-induced protein 10; LTBI: Latent tuberculosis
infection; SCD: Sudden Cardiovascular Death; TA: Takayasu’s arteritis;
TH1: T helper 1; TH17: T helper 17; TNF: Tumor necrosis factor;
TST: Tuberculin skin test.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
MAH and DH conceived the review article, and contributed to literature
review, interpretation and to writing the manuscript. ET, TRS, BAG
contributed to literature review, interpretation and to writing the manuscript.
All authors read and approved the final manuscript.

Acknowledgement
This publication was supported in part by the National Center for Research
Resources and the National Center for Advancing Translational Sciences,
National Institutes of Health (NIH), through Grant UL1TR000117 (MAH and
DH), and AI65298 (TRS). The content is solely the responsibility of the authors
and does not necessarily represent the official views of the NIH.

Author details
1Division of Infectious Diseases, Department of Medicine, University of
Kentucky, 40536 Lexington, KY, USA. 2Infectious Diseases & Tropical Medicine
Research Unit, Hospital Nacional Dos de Mayo, Lima, Peru. 3Division of
Infectious Diseases, Department of Medicine, Vanderbilt University, Nashville,
TN, USA. 4Department of Microbiology, Immunology and Molecular Genetics,
University of Kentucky, Lexington, KY, USA.

Received: 4 August 2015 Accepted: 16 October 2015

References
1. World Health Organization. Global Status Report on Nonconcommunicable

Diseases 2014. Geneva, Switzerland: World Health Organization; 2014.
2. Celermajer DS, Chow CK, Marijon E, Anstey NM, Woo KS. Cardiovascular

disease in the developing world: prevalences, patterns, and the potential of
early disease detection. J Am Coll Cardiol. 2012;60(14):1207–16. doi:10.1016/
j.jacc.2012.03.074.

3. Wurie HR, Cappuccio FP. Cardiovascular disease in low- and middle-income
countries: an urgent priority. Ethn Health. 2012;17(6):543–50. doi:10.1080/
13557858.2012.778642.

http://dx.doi.org/10.1016/j.jacc.2012.03.074
http://dx.doi.org/10.1016/j.jacc.2012.03.074
http://dx.doi.org/10.1080/13557858.2012.778642
http://dx.doi.org/10.1080/13557858.2012.778642


Huaman et al. Tropical Diseases, Travel Medicine and Vaccines  (2015) 1:10 Page 6 of 7
4. Gaziano TA, Bitton A, Anand S, Abrahams-Gessel S, Murphy A. Growing
epidemic of coronary heart disease in low- and middle-income countries.
Curr Probl Cardiol. 2010;35(2):72–115. doi:10.1016/j.cpcardiol.2009.10.002.

5. Epstein SE, Zhu J, Najafi AH, Burnett MS. Insights into the role of infection in
atherogenesis and in plaque rupture. Circulation. 2009;119(24):3133–41.
doi:10.1161/CIRCULATIONAHA.109.849455.

6. World Health Organization. The Global Plan to Stop TB 2011–2015. Geneva,
Switzerland: World Health Organization; 2010.

7. Marais BJ, Lonnroth K, Lawn SD, Migliori GB, Mwaba P, Glaziou P, et al.
Tuberculosis comorbidity with communicable and non-communicable
diseases: integrating health services and control efforts. Lancet Infect Dis.
2013;13(5):436–48. doi:10.1016/S1473-3099(13)70015-X.

8. Fabricant CG, Fabricant J, Litrenta MM, Minick CR. Virus-Induced
Atherosclerosis. J Exper Med. 1978;148(1):335–40.

9. Minick RC, Fabricant CG, Fabricant J, Litrents MM. Atheroarteriosclerosis
Induced Infection With a Herpesvirus. Am J Pathology. 1979;96(3):673–700.

10. Shor A, Kuo CC, Patton DL. Detection of Chlamydia pneumoniae in coronary
arterial fatty streaks and atheromatous plaques. S Afr Med J. 1992;82:158–61.

11. Moazed TC, Campbell LA, Rosenfeld ME, Grayston JT, Kuo C-C. Chlamydia
pneumoniae Infection Accelerates the Progression of Atherosclerosis in
Apolipoprotein E-Deficient Mice. J Infect Dis. 1999;180:238–41.

12. Blessing E, Campbell LA, Rosenfeld ME, Chough N, Kuo C-C. Chlammydia
pneumoniae infection accelerates hyperlipidemia induced atherosclerotic
lesion development in C57BL/6 J mice. Atherosclerosis. 2001;158:13–7.

13. Muhlestein JB, Anderson JL, Hammond EH, Zhao L, Trehan S, Schwobe EP,
et al. Infection with Chlamydia pneumoniae Accelerates the Development of
Atherosclerosis and Treatment With Azitheromycin Prevents It in a Rabbit
Model. Circulation. 1998;97:633–6.

14. Saikku P, Leinonem M, Tenkanen L, Linnanmaki E, Ekman M-R, Manninen V,
et al. Chronic Chlamydia pneumoniae Infection as a Risk Factor for Coronary
Heart Disease in the Helsinki Heart Study. Annals Int Med. 1992;116(4):273–8.

15. Kowalski M. Helicobacter pylori (H. pylori) infection in coronary artery
disease: influence of H. pylori eradication on coronary artery lumen after
percutaneous transluminal coronary angioplasty. The detection of H. pylori
specific DNA in human coronary atherosclerotic plaque. J Physiol
Pharmacol. 2001;52(1 suppl 1):3–31.

16. Elizalde JI, Perez-Pujol S, Heras M, Sionis A, Casanovas N, Martorell T, et al.
Effect of Helobacter pylori Eradication on the Platelet Activation and Disease
Recurrence in Patients with Acute Coronary Syndromes. Helobacter.
2004;9:681–9.

17. Warren-Gash C, Smeeth L, Hayward AC. Influenza as a trigger of acute
myocardial infarction or death from cardiovascular disease: a systematic
review. Lancet Infect Dis. 2009;9:601–10.

18. Naghavi M, Wyde P, Litovsky S, Madjid M, Akhtar A, Naguib S, et al.
Influenza Infection Exerts Prominent Inflammatory and Thrombotic Effects
on the Atherosclerotic Plaques of Apolipoprotein E-Deficient Mice.
Circulation. 2003;107(5):762–8. doi:10.1161/01.cir.0000048190.68071.2b.

19. Van Lenten BJ. Influenza Infection Promotes Macrophage Traffic Into Arteries
of Mice That Is Prevented by D-4 F, an Apolipoprotein A-I Mimetic Peptide.
Circulation. 2002;106(9):1127–32. doi:10.1161/01.cir.0000030182.35880.3e.

20. Triant VA. HIV infection and coronary heart disease: an intersection of
epidemics. J Infect Dis. 2012;205 Suppl 3:S355–61. doi:10.1093/infdis/jis195.

21. Freiberg MS, Chang CC, Kuller LH, Skanderson M, Lowy E, Kraemer KL, et al.
HIV infection and the risk of acute myocardial infarction. JAMA Intern Med.
2013;173(8):614–22. doi:10.1001/jamainternmed.2013.3728.

22. Ishizaka N, Ishizaka Y, Takahashi E, Toda Ei E, Hashimoto H, Ohno M, et al.
Increased prevalence of carotid atherosclerosis in hepatitis B virus carriers.
Circulation. 2002;105(9):1028–30.

23. Alyan O, Kacmaz F, Ozdemir O, Deveci B, Astan R, Celebi AS, et al. Hepatitis C
infection is associated with increased coronary artery atherosclerosis defined
by modified Reardon severity score system. Circ J. 2008;72(12):1960–5.

24. Ibrahim AI, Obeid MT, Jouma MJ, Moasis GA, Al-Richane WL, Kindermann I,
et al. Detection of herpes simplex virus, cytomegalovirus and Epstein-Barr
virus DNA in atherosclerotic plaques and in unaffected bypass grafts. J Clin
Virol. 2005;32(1):29–32. doi:10.1016/j.jcv.2004.06.010.

25. Binkley PF, Cooke GE, Lesinski A, Taylor M, Chen M, Laskowski B, et al.
Evidence for the role of Epstein Barr Virus infections in the pathogenesis of
acute coronary events. PLoS One. 2013;8(1), e54008. doi:10.1371/
journal.pone.0054008.

26. Zhou YF, Shou M, Guetta E, Guzman R, Unger EF, Yu ZX, et al.
Cytomegalovirus infection of rats increases the neointimal response to
vascular injury without consistent evidence of direct infection of the
vascular wall. Circulation. 1999;100(14):1569–75.

27. Simanek AM, Dowd JB, Pawelec G, Melzer D, Dutta A, Aiello AE.
Seropositivity to cytomegalovirus, inflammation, all-cause and cardiovascular
disease-related mortality in the United States. PLoS One. 2011;6(2), e16103.
doi:10.1371/journal.pone.0016103.

28. Padilla C, Lobos O, Hubert E, Gonzalez C, Matus S, Pereira M, et al.
Periodontal pathogens in atheromatous plaques isolated from patients with
chronic periodontitis. J Periodontal Res. 2006;41(4):350–3. doi:10.1111/j.1600-
0765.2006.00882.x.

29. Rosenfeld ME, Campbell LA. Pathogens and atherosclerosis: update on the
potential contribution of multiple infectious organisms to the pathogenesis
of atherosclerosis. Thromb Haemost. 2011;106(5):858–67. doi:10.1160/TH11-
06-0392.

30. Cowan J, Pandey S, Filion LG, Angel JB, Kumar A, Cameron DW. Comparison
of interferon-gamma-, interleukin (IL)-17- and IL-22-expressing CD4 T cells,
IL-22-expressing granulocytes and proinflammatory cytokines during latent
and active tuberculosis infection. Clin Exp Immunol. 2012;167(2):317–29.
doi:10.1111/j.1365-2249.2011.04520.x.

31. Sullivan ZA, Wong EB, Ndung’u T, Kasprowicz VO, Bishai WR. Latent and
Active Tuberculosis Infection Increase Immune Activation in Individuals
Co-Infected with HIV. EBioMed. 2015;2(4):334–40. doi:10.1016/
j.ebiom.2015.03.005.

32. Smeeth L, Thomas SL, Hall AJ, Hubbard R, Farrington P, Vallance P. Risk of
Myocardial Infarction and Stroke after Acute Infection or Vaccination. N Engl
J Med. 2004;351(25):2611–8.

33. Jacob JT, Mehta AK, Leonard MK. Acute forms of tuberculosis in adults. Am
J Med. 2009;122(1):12–7. doi:10.1016/j.amjmed.2008.09.018.

34. Chung WS, Lin CL, Hung CT, Chu YH, Sung FC, Kao CH, et al. Tuberculosis
increases the subsequent risk of acute coronary syndrome: a nationwide
population-based cohort study. Int J Tuberc Lung Dis. 2014;18(1):79–83.
doi:10.5588/ijtld.13.0288.

35. Stary HC, Chandler AB, Dinsmore RE, Fuster V, Glagov S, Insull W, et al.
A Definition of Advanced Types of Atherosclerotic Lesions and a
Histological Classification of Atherosclerosis: A Report From the Committee
on Vascular Lesions of the Council on Arteriosclerosis. Am Heart Association
Circ. 1995;92(5):1355–74. doi:10.1161/01.cir.92.5.1355.

36. Huber J, Vales A, Mitulovic G, Blumer M, Schmid R, Witztum JL, et al.
Oxidized membrane vesicles and blebs from apoptotic cells contain
biologically active oxidized phospholipids that induce monocyte-
endothelial interactions. Arterioscler Thromb Vasc Biol. 2002;22(1):101–7.

37. Eriksson EE, Xie X, Werr J, Thoren P, Lindbom L. Importance of primary
capture and L-selectin-dependent secondary capture in leukocyte
accumulation in inflammation and atherosclerosis in vivo. J Exp Med.
2001;194(2):205–18.

38. Frostegard J, Ulfgren AK, Nyberg P, Hedin U, Swedenborg J, Andersson U,
et al. Cytokine expression in advanced human atherosclerotic plaques:
dominance of pro-inflammatory (Th1) and macrophage-stimulating
cytokines. Atherosclerosis. 1999;145(1):33–43.

39. Smith JD, Trogan E, Ginsberg M, Grigaux C, Tian J, Miyata M. Decreased
atherosclerosis in mice deficient in both macrophage colony-stimulating
factor (op) and apolipoprotein E. Proc Natl Acad Sci U S A.
1995;92(18):8264–8.

40. Gupta S, Pablo AM, Jiang X, Wang N, Tall AR, Schindler C. IFN-gamma
potentiates atherosclerosis in ApoE knock-out mice. J Clin Invest.
1997;99(11):2752–61. doi:10.1172/jci119465.

41. Whitman SC, Ravisankar P, Daugherty A. IFN-gamma deficiency exerts
gender-specific effects on atherogenesis in apolipoprotein E−/− mice. J
Interferon Cytokine Res. 2002;22(6):661–70. doi:10.1089/10799900260100141.

42. Falk E. Plaque rupture with severe pre-existing stenosis precipitating
coronary thrombosis. Characteristics of coronary atherosclerotic plaques
underlying fatal occlusive thrombi. Br Heart J. 1983;50(2):127–34.

43. Ariza ME, Glaser R, Kaumaya PT, Jones C, Williams MV. The EBV-encoded
dUTPase activates NF-kappa B through the TLR2 and MyD88-dependent
signaling pathway. J Immunol. 2009;182(2):851–9.

44. Vliegen I, Herngreen SB, Grauls GE, Bruggeman CA, Stassen FR. Mouse
cytomegalovirus antigenic immune stimulation is sufficient to aggravate
atherosclerosis in hypercholesterolemic mice. Atherosclerosis.
2005;181(1):39–44. doi:10.1016/j.atherosclerosis.2004.12.035.

45. Zhu J, Quyyumi AA, Rott D, Csako G, Wu H, Halcox J, et al. Antibodies to
human heat-shock protein 60 are associated with the presence and severity

http://dx.doi.org/10.1016/j.cpcardiol.2009.10.002
http://dx.doi.org/10.1161/CIRCULATIONAHA.109.849455
http://dx.doi.org/10.1016/S1473-3099(13)70015-X
http://dx.doi.org/10.1161/01.cir.0000048190.68071.2b
http://dx.doi.org/10.1161/01.cir.0000030182.35880.3e
http://dx.doi.org/10.1093/infdis/jis195
http://dx.doi.org/10.1001/jamainternmed.2013.3728
http://dx.doi.org/10.1016/j.jcv.2004.06.010
http://dx.doi.org/10.1371/journal.pone.0054008
http://dx.doi.org/10.1371/journal.pone.0054008
http://dx.doi.org/10.1371/journal.pone.0016103
http://dx.doi.org/10.1111/j.1600-0765.2006.00882.x
http://dx.doi.org/10.1111/j.1600-0765.2006.00882.x
http://dx.doi.org/10.1160/TH11-06-0392
http://dx.doi.org/10.1160/TH11-06-0392
http://dx.doi.org/10.1111/j.1365-2249.2011.04520.x
http://dx.doi.org/10.1016/j.ebiom.2015.03.005
http://dx.doi.org/10.1016/j.ebiom.2015.03.005
http://dx.doi.org/10.1016/j.amjmed.2008.09.018
http://dx.doi.org/10.5588/ijtld.13.0288
http://dx.doi.org/10.1161/01.cir.92.5.1355
http://dx.doi.org/10.1172/jci119465
http://dx.doi.org/10.1089/10799900260100141
http://dx.doi.org/10.1016/j.atherosclerosis.2004.12.035


Huaman et al. Tropical Diseases, Travel Medicine and Vaccines  (2015) 1:10 Page 7 of 7
of coronary artery disease: evidence for an autoimmune component of
atherogenesis. Circulation. 2001;103(8):1071–5.

46. Jindal S, Dudani AK, Singh B, Harley CB, Gupta RS. Primary structure of a
human mitochondrial protein homologous to the bacterial and plant
chaperonins and to the 65-kilodalton mycobacterial antigen. Mol Cell Biol.
1989;9(5):2279–83.

47. Perschinka H, Mayr M, Millonig G, Mayerl C, van der Zee R, Morrison SG,
et al. Cross-reactive B-cell epitopes of microbial and human heat shock
protein 60/65 in atherosclerosis. Arterioscler Thromb Vasc Biol.
2003;23(6):1060–5. doi:10.1161/01.ATV.0000071701.62486.49.

48. Xu Q, Willeit J, Marosi M, Kleindiest R, Oberhollenzer F, Kiechl S, et al.
Association of serium antibody to heat-shock protein 65 with carotid
atherosclerosis. The Lancet. 1993;341:255–9.

49. Zhu J, Katz RJ, Quyyumi AA, Canos DA, Rott D, Csako G, et al. Association of
serum antibodies to heat-shock protein 65 with coronary calcification levels:
suggestion of pathogen-triggered autoimmunity in early atherosclerosis.
Circulation. 2004;109(1):36–41. doi:10.1161/01.CIR.0000105513.37677.B3.

50. Kinare SG, Bhatia BI. Tuberculosis Coronary Arteritis with Aneurysm of
Ventricular Septum. Chest. 1971;60(6):613.

51. Rodriguez Y, de Armas Y, Capo V, Wissmann G, Goldani LZ, De Waard JH.
Sudden death related to tuberculous coronary arteritis. Int J Cardiol.
2012;156(2):e28–9. doi:10.1016/j.ijcard.2011.08.002.

52. Dummer S, Lee A, Breinig MK, Kormos R, Ho M, Griffith B. Investigation of
cytomegalovirus infection as a risk factor for coronary atherosclerosis in the
explanted hearts of patients undergoing heart transplantation. J Med Virol.
1994;44(3):305–9.

53. Liu A, Hu Y, Coates A. Sudden cardiac death and tuberculosis - how much
do we know? Tuberculosis (Edinb). 2012;92(4):307–13. doi:10.1016/
j.tube.2012.02.002.

54. Wallis PJ, Branfoot AC, Emerson PA. Sudden death due to myocardial
tuberculosis. Thorax. 1984;39(2):155–6.

55. Amonkar G, Rupani A, Shah V, Parmar H. Sudden death in tuberculous
myocarditis. Cardiovasc Pathol. 2009;18(4):247–8. doi:10.1016/
j.carpath.2007.12.016.

56. Chapman RC, Claydon SM. Mycobacterium tuberculosis: a continuing cause of
sudden and unexpected death in west London. J Clin Pathol. 1992;45(8):713–5.

57. Sheu JJ, Chiou HY, Kang JH, Chen YH, Lin HC. Tuberculosis and the risk of
ischemic stroke: a 3-year follow-up study. Stroke. 2010;41(2):244–9.
doi:10.1161/STROKEAHA.109.567735.

58. Kang DD, Lin Y, Moreno JR, Randall TD, Khader SA. Profiling early lung
immune responses in the mouse model of tuberculosis. PLoS One.
2011;6(1), e16161. doi:10.1371/journal.pone.0016161.

59. Wolf AJ, Linas B, Trevejo-Nunez GJ, Kincaid E, Tamura T, Takatsu K, et al.
Mycobacterium tuberculosis infects dendritic cells with high frequency and
impairs their function in vivo. J Immunol. 2007;179(4):2509–19.

60. Davis JM, Ramakrishnan L. The role of the granuloma in expansion and
dissemination of early tuberculous infection. Cell. 2009;136(1):37–49.
doi:10.1016/j.cell.2008.11.014.

61. Orme IM, Roberts AD, Griffin JP, Abrams JS. Cytokine secretion by CD4 T
lymphocytes acquired in response to Mycobacterium tuberculosis infection.
J Immunol. 1993;151(1):518–25.

62. Jouanguy E, Dupuis S, Pallier A, Doffinger R, Fondaneche MC, Fieschi C,
et al. In a novel form of IFN-gamma receptor 1 deficiency, cell surface
receptors fail to bind IFN-gamma. J Clin Invest. 2000;105(10):1429–36.
doi:10.1172/jci9166.

63. 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. J Immunol. 1996;157(11):5022–6.

64. Bean AG, Roach DR, Briscoe H, France MP, Korner H, Sedgwick JD, et al.
Structural deficiencies in granuloma formation in TNF gene-targeted mice
underlie the heightened susceptibility to aerosol Mycobacterium
tuberculosis infection, which is not compensated for by lymphotoxin.
J Immunol. 1999;162(6):3504–11.

65. Torrado E, Cooper AM. IL-17 and Th17 cells in tuberculosis. Cytokine Growth
Factor Rev. 2010;21(6):455–62. doi:10.1016/j.cytogfr.2010.10.004.

66. Lockhart E, Green AM, Flynn JL. IL-17 production is dominated by
gammadelta T cells rather than CD4 T cells during Mycobacterium
tuberculosis infection. J Immunol. 2006;177(7):4662–9.

67. Okamoto Yoshida Y, Umemura M, Yahagi A, O’Brien RL, Ikuta K, Kishihara K,
et al. Essential role of IL-17A in the formation of a mycobacterial infection-
induced granuloma in the lung. J Immunol. 2010;184(8):4414–22.
doi:10.4049/jimmunol.0903332.

68. Sondergaard JN, Laursen JM, Rosholm LB, Brix S. Mycobacterium
tuberculosis promotes Th17 expansion via regulation of human dendritic
cells toward a high CD14 and low IL-12p70 phenotype that reprograms
upon exogenous IFN-gamma. Int Immunol. 2014;26(12):705–16. doi:10.1093/
intimm/dxu085.

69. Taleb S, Tedgui A, Mallat Z. IL-17 and Th17 cells in atherosclerosis: subtle
and contextual roles. Arterioscler Thromb Vasc Biol. 2015;35(2):258–64.
doi:10.1161/atvbaha.114.303567.

70. Hirota K, Duarte JH, Veldhoen M, Hornsby E, Li Y, Cua DJ, et al. Fate
mapping of IL-17-producing T cells in inflammatory responses. Nat
Immunol. 2011;12(3):255–63. doi:10.1038/ni.1993.

71. Zielinski CE, Mele F, Aschenbrenner D, Jarrossay D, Ronchi F, Gattorno M,
et al. Pathogen-induced human TH17 cells produce IFN-gamma or IL-10
and are regulated by IL-1beta. Nature. 2012;484(7395):514–8. doi:10.1038/
nature10957.

72. Eid RE, Rao DA, Zhou J, Lo SF, Ranjbaran H, Gallo A, et al. Interleukin-17 and
interferon-gamma are produced concomitantly by human coronary artery-
infiltrating T cells and act synergistically on vascular smooth muscle cells.
Circulation. 2009;119(10):1424–32. doi:10.1161/CIRCULATIONAHA.108.827618.

73. Xu Q, Dietrich H, Steiner HJ, Gown AM, Schoel B, Mikuz G, et al. Induction of
arteriosclerosis in normocholesterolemic rabbits by immunization with heat
shock protein 65. Arterioscler Thromb. 1992;12(7):789–99.

74. Isobe M. Takayasu arteritis revisited: current diagnosis and treatment. Int J
Cardiol. 2013;168(1):3–10. doi:10.1016/j.ijcard.2013.01.022.

75. Pantell RH, Goodman Jr BW. Takayasu’s Arteritis: The Relationship with
Tuberculosis. Pediatrics. 1981;67(1):84.

76. Walters HM, Aguiar CL, Macdermott EJ, Adams A, Barinstein L, Dayton JD,
et al. Takayasu arteritis presenting in the context of active tuberculosis: a
pediatric case. J Clin Rheumatol. 2013;19(6):344–7. doi:10.1097/
RHU.0b013e31829ce750.

77. Aggarwal A, Chag M, Sinha N, Naik S. Takayasu’s arteritis: role of
Mycobacterium tuberculosis and its 65 kDa heat shock protein. Int J Cardiol.
1996;55:49–55.

78. Munoz-Elias EJ, Timm J, Botha T, Chan WT, Gomez JE, McKinney JD.
Replication dynamics of Mycobacterium tuberculosis in chronically infected
mice. Infect Immun. 2005;73(1):546–51. doi:10.1128/iai.73.1.546-551.2005.

79. Kanai K. Experimental studies on host-parasite equilibrium in tuberculous
infection, in relation to vaccination and chemotherapy. Jpn J Med Sci Biol.
1966;19(4):181–99.

80. Stover CK, Warrener P, VanDevanter DR, Sherman DR, Arain TM, Langhorne
MH, et al. A small-molecule nitroimidazopyran drug candidate for the
treatment of tuberculosis. Nature. 2000;405(6789):962–6. doi:10.1038/35016103.

81. Gill WP, Harik NS, Whiddon MR, Liao RP, Mittler JE, Sherman DR. A
replication clock for Mycobacterium tuberculosis. Nat Med. 2009;15(2):211–4.
doi:10.1038/nm.1915.

82. Gideon HP, Phuah J, Myers AJ, Bryson BD, Rodgers MA, Coleman MT, et al.
Variability in tuberculosis granuloma T cell responses exists, but a balance of
pro- and anti-inflammatory cytokines is associated with sterilization. PLoS
Pathog. 2015;11(1), e1004603. doi:10.1371/journal.ppat.1004603.

83. King CAS, John K, John, Mehta S. Mycobacterium tuberculosis infection induces
persistent non-resolving inflammation. Am J Trop Med Hyg. 2014;91(5S):390.

84. Babu S, Bhat SQ, Kumar NP, Kumaraswami V, Nutman TB. Regulatory T cells
modulate Th17 responses in patients with positive tuberculin skin test
results. J Infect Dis. 2010;201(1):20–31. doi:10.1086/648735.

85. Wergeland I, Assmus J, Dyrhol-Riise AM. T regulatory cells and immune
activation in Mycobacterium tuberculosis infection and the effect of
preventive therapy. Scand J Immunol. 2011;73(3):234–42. doi:10.1111/j.1365-
3083.2010.02496.x.

86. Barry 3rd CE, Boshoff HI, Dartois V, Dick T, Ehrt S, Flynn J, et al. The
spectrum of latent tuberculosis: rethinking the biology and intervention
strategies. Nat Rev Microbiol. 2009;7(12):845–55. doi:10.1038/nrmicro2236.

http://dx.doi.org/10.1161/01.ATV.0000071701.62486.49
http://dx.doi.org/10.1161/01.CIR.0000105513.37677.B3
http://dx.doi.org/10.1016/j.ijcard.2011.08.002
http://dx.doi.org/10.1016/j.tube.2012.02.002
http://dx.doi.org/10.1016/j.tube.2012.02.002
http://dx.doi.org/10.1016/j.carpath.2007.12.016
http://dx.doi.org/10.1016/j.carpath.2007.12.016
http://dx.doi.org/10.1161/STROKEAHA.109.567735
http://dx.doi.org/10.1371/journal.pone.0016161
http://dx.doi.org/10.1016/j.cell.2008.11.014
http://dx.doi.org/10.1172/jci9166
http://dx.doi.org/10.1016/j.cytogfr.2010.10.004
http://dx.doi.org/10.4049/jimmunol.0903332
http://dx.doi.org/10.1093/intimm/dxu085
http://dx.doi.org/10.1093/intimm/dxu085
http://dx.doi.org/10.1161/atvbaha.114.303567
http://dx.doi.org/10.1038/ni.1993
http://dx.doi.org/10.1038/nature10957
http://dx.doi.org/10.1038/nature10957
http://dx.doi.org/10.1161/CIRCULATIONAHA.108.827618
http://dx.doi.org/10.1016/j.ijcard.2013.01.022
http://dx.doi.org/10.1097/RHU.0b013e31829ce750
http://dx.doi.org/10.1097/RHU.0b013e31829ce750
http://dx.doi.org/10.1128/iai.73.1.546-551.2005
http://dx.doi.org/10.1038/35016103
http://dx.doi.org/10.1038/nm.1915
http://dx.doi.org/10.1371/journal.ppat.1004603
http://dx.doi.org/10.1086/648735
http://dx.doi.org/10.1111/j.1365-3083.2010.02496.x
http://dx.doi.org/10.1111/j.1365-3083.2010.02496.x
http://dx.doi.org/10.1038/nrmicro2236

	Abstract
	Background
	Review
	A connection between infection and cardiovascular disease
	Mechanisms of the effect of infection on cardiovascular disease
	Evidence connecting tuberculosis disease and cardiovascular disease
	Mechanism of cardiovascular disease in tuberculosis disease
	Tuberculosis and Takayasu’s arteritis
	Latent tuberculosis infection and cardiovascular disease

	Conclusions
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgement
	Author details
	References



