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Abstract
Infectious pathologies are a group of diseases that contribute with great impact on public health worldwide. Among the various diseases, some have a higher epidemiological
importance, since their morbidity and mortality are very significant. In addition to the
usual immune response, mounted against noxious agents, there is still the concept of
infection-induced autoimmunity. Autoimmune diseases are defined as illnesses in which
the evolution from benign to pathogenic autoimmunity takes place. However, proving
a disease to be of autoimmune etiology is not a simple task. It is well known that both
genetic influences and environmental factors trigger autoimmune disorders. However,
some theories are still under great discussion. One of the most intriguing self-induced
disorders is the hypothesis of autoimmunity during Chagas disease. Since the mid-1970s,
the Chagas autoimmunity hypothesis has been considered an important contributor to
the complex immune response developed by the host and triggered by Trypanosoma cruzi.
New ideas and findings have strengthened this hypothesis, which has been reported in a
series of publications from different groups around the world. The aim of this chapter is
to discuss the mechanisms involving autoimmunity development during Chagas disease.
Keywords: Chagas disease, autoimmunity, T. cruzi, autoantibodies, immunology,
cardiomyopathy
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1. Introduction
Autoimmune diseases are chronic disabling disorders described as immune responses against
self-antigens that comprise cells, tissues, and organs, resulting in devastating consequences
for patients [1]. For over decades, the concept of autoimmune disease has been studied, and
the relationship between infectious diseases and autoimmunity has been established. Among
all illnesses, Chagas disease has caught the attention of many researchers worldwide. Along
with all the possible pathogenic mechanisms involved in Trypanosoma cruzi infection, the
autoreactive hypothesis has been discussed over the years and plays an important role in the
cardiac damage presented by Chagas patients. This chapter intends to explore the T. cruziinduced autoimmunity hypothesis by discussing its pathogenic mechanisms and its potential
role in the tissue aggravation during Chagas disease.

2. Autoimmunity: an obscure immunological path
In order to understand autoimmunity, it is essential to go back into the first steps of T- and
B-cell development, differentiation, and maturation. During the process of generation of new
lymphocytic clones derived from a stem cell, a novel lymphocyte carrying a specific pattern
of B-cell receptor (BCR) or T-cell receptor (TCR) is formed as revised recently [2, 3]. While
B-lymphocytes may undergo full maturation in the bone marrow, T lymphocytes need thymic education, as can be observed in Figure 1.
After egressing the bone marrow, T lymphocytes undergo differentiation and maturation
in the thymus in which they pass through a process called negative and positive selection
[4, 5].
Positive selection occurs during classical thymic differentiation, in which thymocytes may
generate naive conventional T lymphocytes. These cells migrate to peripheral tissues and
further differentiate in response to encounter with nonself-antigens. The negative selection
is based on the elimination or inhibition of “self-reactive” cells. Nevertheless, some of these
self-reactive T cells could escape negative selection and might become activated during the
inflammatory process. On the other hand, a second or agonist-driven thymic selection, was
proposed in which specialized T-cell subsets are generated from thymocytes that bind with
high avidity to self-antigens. In this case, these cells leave the thymus as antigen-experienced
activated T cells, such as double-negative TCRαβ+ intestinal T cells, CD8αα+, invariant iNKT,
Foxp3+ nTreg cells, TH17 cells [6] and possibly mucosal associated invariant T cells (MAIT)
[7]. Two barriers for self-reactive cells exist, which are the central and peripheral tolerance [5].
Failure in these processes may allow the proliferation of self-reactive clones, thus establishing
an autoimmune pathogenic disease. Genetic disorders as well as environmental conditions
can trigger the failure on central or peripheral tolerance, [8–12]. In addition, other pathways
can lead to autoimmunity such as molecular similarity or mimicry, specific epitope spreading, indirect or bystander activation, B- and T-cell polyclonal activation, infections, and selfinflammatory activation that trigger innate immunity [8, 13].
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Figure 1. Dynamics of hematopoiesis, maturation and recirculation of newly generated lymphocytes as well as thymic
selection of T-cell clones.

3. Chagas disease: an outburst of inflammatory events that may lead to
autoimmunity
T. cruzi is a haemoflagellate parasite transmitted by several species of triatomine bugs. The
best known mood of transmission is the vetorial via, which consists of vector insects ingesting contaminated blood meal containing bloodstream trypomastigotes. Later on, inside the
insect’s gut, the parasite differentiates into epimastigotes and replicates. The cycle is complete
once the insect defecates, and releases metacyclic trypomastigotes forms which invade the host
through the bite wound or mucosal membranes. Chagas disease progresses from a somewhat
asymptomatic short acute phase to a chronic phase. Most individuals that progress to chronic
phase remain asymptomatic, and the disease is detected by serological tests, but no clinical,
radiologic, electrocardiographic, or echocardiographic evidenced. Overall, 20–40% of asymptomatic individuals develop clinically relevant Chagas heart disease, while approximately 10%
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of the cases progress to digestive problems [14, 15]. In fact, the disease outcome toward differential clinical forms is related to many factors including the host-parasite interaction. Several
studies have been proposed that the host immunological response plays a major role in the
pathogenesis of Chagas disease [16]. Indeed, the T. cruzi can trigger an immune response, since
parasite antigen has been consistently found in heart tissue infiltrated from cardiac patients
[17, 18]. Nevertheless, the divergence between low parasite load in the tissue and severity of
the lesions observed during the chronic phase reinforces the hypothesis that other factors than
the immune response developed against the parasite might be involved in the development
of Chagas pathology [19]. In this context, humoral and cellular autoimmune mechanisms are
developed during Chagas disease [20–23]. Autoimmune mechanisms triggered during infection by T. cruzi may occur after bystander activation, parasite-cardiomyocyte harm, or molecular mimicry [24]. The mechanisms discussed in this chapter are schematically summarized in
Figure 2.

Figure 2. Scheme of the probable mechanisms involved in the autoimmune pathogenesis of Chagas disease.
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Since T. cruzi presents a high variability of surface antigens, it is possible that the parasite
causes polyclonal activation, which involves the T-independent stimulation of self-reactive B
lymphocytes [25]. The lipopolysaccharide has been described as polyclonal activator, which
induces the hypergammaglobulinemia phenomenon with higher secretion of autoantibodies, mainly IgM isotype [26]. Furthermore, T. cruzi-derived antigens can activate B1 lymphocytes before the development of T-cell-mediated immune response during the early stages
of Chagas disease. [27, 28]. High percentage of B1 cells are found in the peripheral blood of
chronic Chagas patients, as well as a significant decrease in the percentage of CD3+ T cells
[27, 28]. Additional studies have demonstrated that auto-anti-idiotypic antibodies (Ids) from
chagasic cardiac disease patients preferentially stimulate B1 cells and CD8+ T cells in magnified proportion as compared to indeterminate patients [29, 30]. The lower levels of T cells
in the peripheral blood of chagasic cardiac patients suggest that T-cell-mediated immunity
should be restricted to inflammatory foci, considering previous reports of the presence of T
cells, mainly CD8+ T lymphocytes, in the inflammatory infiltrate of cardiac tissue from individuals infected by T. cruzi [16]. A study using murine experimental model based on infection by T. cruzi demonstrated that the onset of cytokine production by T cells in the cardiac
tissue is correlated with the local increase in the expression of cell adhesion molecules that
is consistent with the T-lymphocyte migration to the inflammatory milieu [31]. In this study,
the authors propose that chronic inflammation in the cardiac tissue from Chagas disease
patients is highly active and is related to a permanent proinflammatory immune pattern that
extends from the recent acute phase to the late stages of the chronic phase. Indeed, it is well
accepted that the absence of pathology in individuals infected by T. cruzi is associated with
the individual’s ability to regulate the anti-T. cruzi response, which is responsible for the
control of persistent parasitemia and tissue inflammatory damage, characteristic of Chagas
disease [16, 32–34]. Certainly, the tissue inflammatory damage should be more severe in the
absence of regulatory mechanisms involving both innate and adaptive immune responses.
Indeed, our group has reported that in the indeterminate clinical form of Chagas disease,
there is a higher frequency of CD4+CD25High T cells and NKT lymphocytes than individuals
with cardiac disease [35, 36]. As CD4+CD25High T cells and NKT lymphocytes showed an
important role in modulating the activation of CD8+ T cells via apoptosis, as well as throughout the secretion of regulatory cytokines, it is possible that these cells during indeterminate
clinical state further contribute to the control of the cytotoxic activity and deleterious events
mediated by CD8+ T cells [37, 38]. It is worth to mention that a fine equilibrium between
inflammatory and regulatory cytokines represents a crucial element in the establishment of
distinct clinical forms of chronic Chagas disease [33, 38]. It has been demonstrated that in the
severe cardiac clinical status, leucocytes produce more IFN-gamma, while IL-10 is predominantly produced by PBMCs from indeterminate [38, 39].
In this regard, the functional role of peripheral blood leukocytes in patients infected by T. cruzi,
after antigen stimulation has demonstrated that the main source of IFN-γ in cardiac patients
is CD4+ T lymphocytes, while monocytes are responsible for the production of high levels of
IL-10 in patients with indeterminate status, favoring the regulation of the immune response
and the control of disease morbidity [40]. It is possible that regulatory T cells are involved in
this process, since they can inhibit the synthesis of IFN-γ, which could explain the low levels of
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this cytokine produced by T cells from indeterminate Chagas disease patients. In this context, it
is important to reinforce that the inflammatory environment and cell destruction induced by T.
cruzi infection could alter and induce antigen processing/presentation in such a way that novel
self-epitopes are generated and recognized by the immune system, namely, cryptic epitope
[41]. In steady state, the cryptic epitope displays low affinity for MHC molecules and is rarely
presented by somatic cells, while dominant peptides show a high affinity for MHC molecules
and are frequently presented by somatic cells. Furthermore, CD8+ T cells specific for cryptic
epitope could escape from the negative selection process in central tolerance [42]. Despite the
fact that this process during T. cruzi infection is not yet clearly understood, this mechanism
has been demonstrated to be involved in the pathogenesis of other autoimmune diseases [43].
Moreover, it has been shown that antigen processing and presentation were altered after the
in vitro IFN-γ treatment, strengthening the hypothesis that the higher levels of IFN-γ in cardiac patients may favor the establishment of autoimmune mechanisms during Chagas disease.
Indeed, the bystander activation mechanism caused by massive host antigens released in a
proinflammatory environment may stimulate autoimmunity during T. cruzi infection.

4. The autoimmunity during Chagas disease: theories, concepts, and
mechanisms triggered by Trypanosoma cruzi
Starting from the innate response, the human organism defends itself in a variety of ways.
Physical barriers, phagocytic cells, (such as macrophages and dentritic cells), natural killer
cells, neutrophils and the complement system are just a few examples of how precise and
efficient our body reacts. Besides the innate response, the immune system is comprised of the
adaptive response, a complex compartment of defense. Leucocytes (T and B lymphocytes),
antibodies, and many other molecules are constantly working in order to keep the homeostasis. Furthermore, another important mechanism that is part of the immunological system
is the autoimmunity concept. The autoimmunity concept started when researchers proposed
that T. cruzi infection promoted rejection of allogeneic heart cell transplants and that T lymphocytes from T. cruzi-infected animals rapidly destroyed embryonic cardiomyocytes in culture [44]. However, reports that protective T. cruzi-specific T-cell-mediated immunity could
be induced without eliciting pathogenic autoimmunity were soon published.
The debate about a role for autoimmunity in Chagas disease continued. Autoreactive T cells
and antibodies were identified in individuals with chronic Chagas disease, and several specific
antigens abundant in the myocardium were identified as targets of autoreactive responses [22,
45, 46]. Inflammatory factors present in the local environment, such as cytokines and nitric
oxide, were also found to promote the activation of potentially autoreactive T cells encountering major histocompatibility complex-bound cognate antigen [21, 47, 48]. In this context, the
autoimmune hypothesis plays a crucial role in the pathogenesis of many infectious diseases,
including Chagas. The mechanisms proposed in this section for the generation of autoimmunity
during Chagas disease are mimicry, indirect or bystander activation, and epitope spreading.
Mimicry is defined by the development of immune responses against foreign antigens that
share sequence or structural similarities with self-antigens. This is due to the fact that immune
responses can be directed against peptides with similar charge distribution and shape [8].
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This mechanism suggests that T. cruzi-induced cardiac damage and/or molecular mimicry
between parasite and host antigens leads to a breakdown in self-tolerance, resulting in eventual tissue damage [49]. Two cardiac molecules that have been related to the induction of
Chagas autoimmune responses are myosin and troponin I [50, 51]. Troponin I have been
recently described in T. cruzi-naturally infected macaques, which present high titers of troponin I autoantibodies in their circulatory system. In regards to myosin, it is the most abundant
protein in the heart and may represent a significant cardiac antigen. Several studies have
demonstrated the presence of autoantibodies against this protein circulating in the sera of
Chagas disease experimental models [41, 52, 53]. Its potential to become an antigen mimicry
candidate has been under discussion for over decades, especially considering several studies,
which have linked it to the autoimmune hypothesis. Furthermore, a robust myosin-specific
autoimmunity as well as immune tolerization to myosin suppresses parasite-specific immunity [41, 53]. However, it seems that myosin-specific autoimmunity itself is not essential to
establish an inflammation [54].
In addition, other host antigens have been studied and proved to cross-react with T. cruzi
proteins, such as B1 and B2 adrenoreceptors, lymphocyte, neuronal tissues, muscle antigens,
m2 muscarinic acetylcholine receptors, small nuclear ribonucleoprotein, and Cha, a novel
autoantigen [22, 55]. Moreover, some T. cruzi proteins have also been identified as potential
antigen mimicry candidates, like epitopes of B13, 24-kDa, 36-kDa, 38-kDa, ribosomal P1 and
P2 proteins, the shed acute-phase antigen (SAPA), and the T. cruzi cysteine protease cruzipain
[22, 51, 55–59]. Worthy of mentioning was the identification of three regions of homologous
linear sequence among cruzipain and myosin as well as the partial homology displayed in
ribosomal P protein internal peptide sequence between T. cruzi and humans. These findings
provide more evidence that the molecular mimicry mechanism may stimulate autoimmunity
and strengths the hypothesis.
An additional concept of great discussion is the bystander activation. During microbial infection, toll-like receptors (TLRs) and pattern recognition receptors present on antigen-presenting cells (APCs) are stimulated leading to the synthesis and release of proinflammatory
mediators. Together with self-antigens, coming from tissue destruction and creating a milieu
of proinflammatory factors, all of these mediators may defeat self-tolerance by decreasing the
threshold of activation enough to activate potentially autoreactive T cells and trigger autoimmunity. Furthermore, CD8+ T cells may also initiate bystander activation by proliferating in
response to self-antigen presented by APCs [21, 49, 60]. Hyland et al. [61] have shown that
a reduction in parasitemia via treatment with Benznidazole, decreased or eliminated myosin-specific autoimmunity. They hypothesized that reduction of parasitemia consequently
reduces release of host antigens and also dampens the inflammatory environment lessening
bystander activation. Altogether, these data bring great perspectives to elucidate the autoimmune hypothesis of Chagas disease.
Subsequent to bystander activation, there is the development of autoimmune responses to
endogenous epitopes secondary to the release of self-antigens, the so-called epitope spreading. It results from a change in protein structure, for example, changing of an amino acid from
arginine to citrulline, which may succumb in an immune reaction against either the original
protein or the citrullinated protein. Some of the mechanisms involved in epitope spreading
are endocytic processing, antigen presentation, and somatic hypermutation, all culminating
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in broadening the immune response in autoimmune pathologies. Several authors have demonstrated the epitope spreading against many cardiac proteins, such as myosin, Cha protein,
desmin, actin, myoglobin, tubulin, and B1 adrenergic receptor [49, 55, 62]. Still, more studies
must be conducted in order to prove that this mechanism fully contributes to the propagation
of autoimmunity in Chagas disease.

5. Final remarks
Chagas disease afflicts millions of people each year worldwide. Some individuals present
mild to moderate symptoms during the chronic phase, while others develop severe and lifethreatening cardiac and digestive conditions. There have been great advances in understanding the physiopathology of Chagas heart disease, which may contribute to the evolution in
the field of drug development and therapy approaches. Apparently the auto-reactive cells
are great responsible for destruction of the cardiac tissue leading to cardiac failure, the most
severe consequence of the disease. Although the data describing the existence of T. cruziinduced autoimmunity continues to grow, there is still lack of direct evidencere ported in
the literature. Elucidating the autoimmune hypothesis of Chagas disease may help to solve
potential complications for Chagas disease treatments involving autoimmunity, as well as to
better understand many questions that remain unanswered about Chagas disease pathogenesis. Moreover, this hypothesis may serve as a model for studying infection-induced autoimmunity, which may be applicable to proposing and investigating new immune therapies for
autoimmune diseases.

Acknowledgements
OAMF and ATC received fellowship from Conselho Nacional de Desenvolvimento Científico
e Tecnológico (CNPq). JGCdR received fellowship from Programa Nacional de Pós-Doutorado
funded by Coordenação de Aperfeiçoamento de Pessoal de Nível Superior (CAPES).

Author details
Armanda Moreira Mattoso-Barbosa1, Renato Sathler-Avelar1*,
Jordana Grazziela Alves Coelho-dos-Reis1,2, Olindo Assis Martins-Filho2,
Andrea Teixeira-Carvalho2 and Danielle Marchetti Vitelli-Avelar2
*Address all correspondence to: renatosavelar@gmail.com
1 Faculdade de Minas – FAMINAS-BH, Belo Horizonte, Brazil
2 Grupo Integrado de Pesquisas em Biomarcadores, Centro de Pesquisas Rene Rachou, FIOCRUZ,
Belo Horizonte, Brazil

Physiology and Pathology of Infectious Diseases: The Autoimmune Hypothesis of Chagas Disease
http://dx.doi.org/10.5772/intechopen.70342

References
[1] Kapsogeorgou EK, Tzioufas AG. Autoantibodies in autoimmune diseases: Clinical and
critical evaluation. The Israel Medical Association Journal. 2016;18(9):519-524
[2] García-Muñoz R, Panizo C. Follicular lymphoma (FL): Immunological tolerance theory
in FL. Human Immunology. 2017;78(2):138-145. DOI: 10.1016/j.humimm.2016.09.010
[3] Miller JF. The golden anniversary of the thymus. Nature Reviews Immunology.
2011;11(7):489-495. DOI: 10.1038/nri2993
[4] Oftedal BE, Ardesjö Lundgren B, Hamm D, Gan PY, Holdsworth SR, Hahn CN, et al.
T cell receptor assessment in autoimmune disease requires access to the most adjacent immunologically active organ. Journal of Autoimmunity. 2017;81. DOI: 10.1016/j.
jaut.2017.03.002. [Epub ahead of print]
[5] Bour-Jordan H, Esensten JH, Martinez-Llordella M, Penaranda C, Stumpf M, Bluestone
JA. Intrinsic and extrinsic control of peripheral T-cell tolerance by costimulatory
molecules of the CD28/B7 family. Immunology Reviews. 2011;241(1):180-205. DOI:
10.1111/j.1600-065X.2011.01011.x
[6] Cheroutre H, Mucida D, Lambolez F. The importance of being earnestly selfish. Nature
Immunology. 2009;10:1047-1049. DOI: 10.1038/ni1009-1047
[7] Moreira ML, Tsuji M, Corbett AJ, Araújo MSS, Teixeira-Carvalho A, Martins-Filho OA,
et al. MAIT-cells: A tailor-made mate in the ancient battle against infectious diseases?
Immunol Lett. 2017;187:53-60
[8] Floreani A, Leung PSC, Gershwin ME. Environmental basis of autoimmunity. Clinical
Reviews in Allergy and Immunology. 2016;50(3):287-300. DOI: 10.1007/s12016-015-8493-8
[9] Ermann J, Fathman CG. Autoimmune diseases: Genes, bugs and failed regulation.
Nature Immunology. 2001;2(9):759-761
[10] Vojdani A, Pollard KM, Campbell AW. Environmental triggers and autoimmunity.
Autoimmune Diseases. 2014;2014:798029
[11] Selmi C, Leung PS, Sherr DH, Diaz M, Nyland JF, Monestier M, et al. Mechanisms of environmental influence on human autoimmunity: A National Institute of Environmental
Health Sciences expert panel workshop. Journal of Autoimmunity. 2012;39(4):272-284.
DOI: 10.1016/j.jaut.2012.05.007
[12] Vojdani A. A potential link between environmental triggers and autoimmunity.
Autoimmune Diseases. 2014;2014. DOI: 10.1155/2014/437231
[13] Root-Bernstein R, Fairweather D. Complexities in the relationship between infection
and autoimmunity. Current Allergy and Asthma Reports. 2014;14(1):407. DOI: 10.1007/
s11882-013-0407-3
[14] Tanowitz HB, Machado FS, Spray DC, Friedman JM, Weiss OS, Lora JN, Nagajyothi
J, Moraes DN, Garg NJ, Nunes MC, Ribeiro AL. Developments in the management

143

144

Physiology and Pathology of Immunology

of Chagas cardiomyopathy. Expert Rev Cardiovasc Ther. 2015;13(12):1393-1409. DOI:
10.1586/14779072.2015.1103648
[15] Menezes C, Costa GC, Gollob KJ, Dutra WO. Clinical aspects of Chagas disease and
implications for novel therapies. Drug Development Research. 2011;72(6):471-479. DOI:
10.1002/ddr.20454
[16] Machado FS, Dutra WO, Esper L, Gollob KJ, Teixeira MM, Factor SM, Weiss LM,
Nagajyothi F, Tanowitz HB, Garg NJ. Current understanding of immunity to Trypanosoma
cruzi infection and pathogenesis of Chagas disease. Seminars Immunopathology.
2012;34(6):753-770. DOI: 10.1007/s00281-012-0351-7
[17] Nitz N, Gomes C, Rosa AC, D’Souza-Ault MR, Moreno F, Lauria-Pires L, et al. Heritable
integration of kDNA minicircle sequences from Trypanosoma cruzi into the avian genome:
Insights into human Chagas disease. Cell. 2004;118:175-186
[18] Williams JT, Mubiru JN, Schlabritz-Loutsevitch NE, Rubicz RC, VandeBerg JL, Dick EJ
Jr, et al. Polymerase chain reaction detection of Trypanosoma cruzi in Macaca fascicularis
using archived tissues. The Am J Trop Med Hyg. 2009;81(2):228-234
[19] Dutra WO, Rocha MO, Teixeira MM. The clinical immunology of human Chagas disease. Trends in Parasitology. 2005;21(12):581-587
[20] Pellegrini A, Carrera-Silva EA, Arocena A, Cano RC, Aoki MP, Gea S. Trypanosoma cruzi
antigen immunization induces a higher B cell survival in BALB/c mice, a susceptible
strain, compared to C57BL/6 B lymphocytes, a resistant strain to cardiac autoimmunity.
Med Microbiol Immunology. 2011;200:209-218. DOI: 10.1007/s00430-011-0192-3
[21] Bonney KM, Taylor JM, Daniels MD, Epting CL, Engman DM. Heat-killed Trypanosoma
cruzi induces acute cardiac damage and polyantigenic autoimmunity. PLoS One.
2011;6(1). DOI: 10.1371/journal.pone.0014571
[22] Bonney KM, Engman DM. Autoimmune pathogenesis of Chagas heart disease: Looking
back, looking ahead. The American Journal of Pathology. 2015;185(6):1537-1547. DOI:
10.1016/j.ajpath.2014.12.023
[23] Iwaia LK, Julianoc MA, Julianoc L, Kalila J, Cunha-Neto E. T-cell molecular mimicry in
Chagas disease: Identification and partial structural analysis of multiple cross-reactive
epitopes between Trypanosoma cruzi B13 and cardiac myosin heavy chain. Journal of
Autoimmunity. 2005;24:111-117. DOI: 10.1016/j.jaut.2005.01.006
[24] Bonney KM, Gifford KM, Taylor JM, Chen CI, Engman DM. Cardiac damage induced
by immunization with heat-killed Trypanosoma cruzi is not antibody mediated. Parasite
Immunology. 2013;35(1):1-10. DOI: 10.1111/pim.12008
[25] Bermejo DA, Amezcua Vesely MC, Khan M, Acosta Rodriguez EV, Montes CL, Merino
MC, et al. Trypanosoma cruzi infection induces a massive extrafollicular and follicular splenic B-cell response which is a high source of non-parasite-specific antibodies.
Immunology. 2011;132(1):123-133. DOI: 10.1111/j.1365-2567.2010.03347.x
[26] Cardoso MS, Reis-Cunha JL, Bartholomeu DC. Evasion of the immune response by
Trypanosoma cruzi during acute infection. Frontiers in Immunology. 2016;18(6):659. DOI:
10.3389/fimmu.2015.00659

Physiology and Pathology of Infectious Diseases: The Autoimmune Hypothesis of Chagas Disease
http://dx.doi.org/10.5772/intechopen.70342

[27] Sathler-Avelar R, Lemos EM, Reis DD, Medrano-Mercado N, Araujo-Jorge TC, Antas
PRZ, et al. Phenotypic features of peripheral blood leucocytes during early stages
of human infection with Trypanosoma cruzi. Scandinavian Journal of Immunology.
2003;58:655-663
[28] Dutra WO, Olindo A, Martins-Filho AO, Cancado JR, Pinto-Dias JC, Brener Z, Freeman
Jr GL, et al. Activated T and B lymphocytes in peripheral blood of patients with Chagas’
disease. Int Immunol. 1994;6(4):499-506
[29] Dutra WO, Colley DG, Pinto-Dias JC, Gazzinelli G, Brener Z, Pereira MES, et al. Self
and nonself stimulatory molecules induce preferential expansion of CD5+ B cells or activated t cells of chagasic patients, respectively. Scandinavian Journal of Immunology.
2000;51(1):91-97
[30] Reis DD, Gazzinelli RT, Gazzinelli G, Colley DG. Antibodies to Trypanosoma cruzi express
idiotypic patterns that can differentiate between patients with asymptomatic or severe
Chagas’ disease. The Journal of Immunology. 1993;150(4):1611-1618
[31] Fuenmayor C, Higuchi ML, Carrasco H, Parada H, Gutierrez P, Aiello V, Palomino
S. Acute Chagas’ disease: Immunohistochemical characteristics of T cell infiltrate and its
relationship with T. cruzi parasitic antigens. Acta Cardiologica. 2005;60(1):33-37
[32] Sathler-Avelar R, Vitelli-Avelar DM, Mattoso-Barbosa AM, Perdigão-de-Oliveira M,
Costa RP, Elói-Santos SM, et al. Phenotypic features of circulating leukocytes from nonhuman primates naturally infected with Trypanosoma cruzi resemble the major immunological findings observed in human Chagas disease. PLoS Negl Trop Dis. 2016;10(1).
DOI: 10.1371/journal.pntd.0004302
[33] Vitelli-Avelar DM, Sathler-Avelar R, Mattoso-Barbosa AM, Gouin N, Perdigão-deOliveira M, Valerio-dos-Reis L, et al. Cynomolgus macaques naturally infected with
Trypanosoma cruzi-I exhibit an overall mixed pro-inflammatory/modulated cytokine signature characteristic of human Chagas Disease. PLoS Negl Trop Dis. 2017;11(2). DOI:
10.1371/journal.pntd.0005233
[34] Vitelli-Avelar DM, Sathler-Avelar R, Dias JCP, Pascoal VPM, Teixeira-Carvalho A, Lage
PS, et al. Chagasic patients with indeterminate clinical form of the disease have high
frequencies of circulating CD3+ CD16− CD56+ Natural Killer T Cells and CD4+ CD25High
regulatory T lymphocytes. Scandinavian Journal of Immunology. 2005;62:297-308. DOI:
10.1111/j.1365-3083.2005.01668.x
[35] Vitelli-Avelar DM, Sathler-Avelar R, Massara RL, Borges JD, Lage PS, Lana M, et al.
Are increased frequency of macrophage-like and natural killer (NK) cells, together
with high levels of NKT and CD4+ CD25high T cells balancing activated CD8+ T cells,
the key to control Chagas’ disease morbidity? Clinical and Experimental Immunology.
2006;145:81-92. DOI: 10.1111/j.1365-2249.2006.03123.x
[36] Godfrey DI, Kronenberg M. Going both ways: Immune regulation via CD1d-dependent
NKT cells. The Journal of Clinical Investigation. 2004;114(10):1379-1388
[37] Murray DA, Crispe IN. TNF-α controls intrahepatic T cell apoptosis and peripheral T
cell numbers. The Journal of Immunology. 2004;173(4):2402-2409

145

146

Physiology and Pathology of Immunology

[38] Vitelli-Avelar DM, Sathler-Avelar R, Teixeira-Carvalho A, Dias JCP, Gontijo ED, Faria
AM, et al. Strategy to assess the overall cytokine profile of circulating leukocytes and its
association with distinct clinical forms of human chagas disease. Scandinavian Journal
of Immunology. 2008;68:516-525. DOI: 10.1111/j.1365-3083.2008.02167.x
[39] Bahia-Oliveira LM, Gomes JA, Rocha MO, Moreira MC, Lemos EM, Luz ZM, et al. IFNgamma in human Chagas’ disease: Protection or pathology? Brazilian Journal of Medical
and Biological Research. 1998;31(1):127-131
[40] Gomes JAS, Bahia-Oliveira LMG, Rocha MOC, Martins-Filho AO, Gazzinelli G,
Correa-Oliveira R. Evidence that development of severe cardiomyopathy in human
Chagas’ disease is due to a th1-specific immune response. Infection and Immunity.
2003;71(3):1185-1193
[41] Leon JS, Engman DM. The significance of autoimmunity in the pathogenesis of Chagas
heart disease. Frontiers in Bioscience. 2003;8:315-322
[42] Horiuchi Y, Takagi A, Uchida T, Akatsuka T. Targeting cryptic epitope with modified
antigen coupled to the surface of liposomes induces strong antitumor CD8 T-cell immune
responses in vivo. Oncology Reports. 2015;34(6):2827-2836. DOI: 10.3892/or.2015.4299
[43] Warnock MG, Goodacre JA. Cryptic T-cell epitopes and their role in the pathogenesis of
autoimmune diseases. British Journal of Rheumatology. 1997;3:1144-1150
[44] Santos-Buch CA, Teixeira AR. The immunology of experimental Chagas’ disease.
3. Rejection of allogeneic heart cells in vitro. The Journal of Experimental Medicine.
1974;140(1):38-53
[45] Soares MBP, Pontes-De-Carvalho L, Ribeiro-Dos-Santos R. The pathogenesis of
Chagas’disease: When autoimmune and parasite-specific immune responses meet.
Anais da Academia Brasileira de Ciências. 2001;73(4):547-559
[46] Pontes-de-Carvalho L, Santana CC, Soares MB, Oliveira GG, Cunha Neto E, Ribeiro-dosSantos R. Experimental chronic Chagas’ disease myocarditis is an autoimmune disease
preventable by induction of immunological tolerance to myocardial antigens. Journal of
Autoimmunity. 2002;18:131-138
[47] Cunha-Neto E, Kalil J. Heart-infiltrating and peripheral T cells in the pathogenesis of
human Chagas disease cardiomyopathy. Autoimmunity. 2001;34:187-192
[48] Engman DM, Leon JS. Pathogenesis of Chagas heart disease: Role of autoimmunity. Acta
Tropica. 2002;81:123-132
[49] Bonney KM, Engman DM. Chagas heart disease pathogenesis: One mechanism or
many? Curr Mol. 2008;8(6):510-518
[50] Pisharath H, Zao CL, Kreeger J, Portugal S, Kawabe T, Burton T, et al. Immunopathologic
characterization of naturally acquired Trypanosoma cruzi infection and cardiac sequelae
in Cynomolgus macaques (macaca fascicularis). Journal of the American Association for
Laboratory Animal Science. 2013;52(5):545-552

Physiology and Pathology of Infectious Diseases: The Autoimmune Hypothesis of Chagas Disease
http://dx.doi.org/10.5772/intechopen.70342

[51] Kierszenbaum F. Views on the autoimmunity hypothesis for Chagas disease pathogenesis. FEMS Immunology and Medical Microbiology. 2003;37:1-11
[52] Leon JS, Godsel LM, Wang K, Engman DM. Cardiac myosin autoimmunity in acute
Chagas’heart disease. Infection and Immunity. 2001;69(9):5643-5649
[53] Leon JS, Wang K, Engman DM. Myosin autoimmunity is not essential for cardiac inflammation in acute Chagas’ disease. The Journal of Immunology. 2003;171:4271-4277
[54] Leon JS, Daniels MD, Toriello KM, Wang K, Engman DM. A cardiac myosin-specific
autoimmune response is induced by immunization with Trypanosoma cruzi proteins.
Infection and Immunity. 2004;72(6):3410-3417
[55] Gironès N, Rodríguez CI, Basso B, Bellon JM, Resino S, Muñoz-Fernández MA, Gea
S, Moretti E, Fresno M. Antibodies to an epitope from the Cha human autoantigen are
markers of Chagas’ disease. Clin Diagn Lab Immunol. 2001;8(6):1039-1043
[56] Giordanengo L, Maldonado C, Rivarola HW, Iosa D, Girones N, Fresno M, et al.
Induction of antibodies reactive to cardiac myosin and development of heart alterations
in cruzipain-immunized mice and their offspring. European Journal of Immunology.
2000;30(11):3181-3189
[57] Cunha-Neto E, Coelho V, Guilerme L, Fiorelli A, Stolf N, Kalil J. Autoimmunity in
Chagas’ disease. Identification of cardiac myosin-B13 Trypanosoma cruzi protein crossreactive T cell clones in heart lesions of a chronic Chagas’ cardiomyopathy patient. The
Journal of Clinical Investigation. 1996, 15;98(8):1709-1712
[58] Kaplan D, Ferrari I, Bergami PL, Mahler E, Levitus G, Chiale P, Hoebeke J, et al.
Antibodies to ribosomal P proteins of Trypanosoma cruzi in Chagas disease possess functional autoreactivity with heart tissue and differ from anti-P autoantibodies in lupus.
Proc Natl Acad Sci of the United States of America. 1997;94(19):10301-10306
[59] Gironès N, Rodríguez CI, Carrasco-Marín E, Hernáez RF, de Rego JL, Fresno
M. Dominant T- and B-cell epitopes in an autoantigen linked to Chagas’ disease. The
Journal of Clinical Investigation. 2001;107(8):985-993
[60] Teixeira ARL, Hecht MM, Guimaro MC, Sousa AO, Nitz N. Pathogenesis of Chagas’
disease: Parasite persistence and autoimmunity. Clinical Microbiology Reviews.
2011;24(3):592-630
[61] Hyland KV, Leon JS, Daniels MD, Giafis N, Woods LM, Bahk TJ, Wang K, Engman
DM. Modulation of autoimmunity by treatment of an infectious disease. Infection and
Immunity. 2007;75(7):3641-3650
[62] Smulski C, Labovsky V, Levy G, Hontebeyrie M, Hoebeke J, Levin MJ. Structural basis of
the cross-reaction between an antibody to the Trypanosoma cruzi ribosomal P2beta protein and the human beta1 adrenergic receptor. The FASEB Journal. 2006;20(9):1396-1406

147

