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Abstract
By attenuating T-cell activation, immune checkpoints (ICs) limit optimal anti-tumour responses and IC
inhibition (ICI) has emerged as a new therapy for a broad range of cancers. T-cell responses are
indispensable to tuberculosis (TB) immunity in humans. However, boosting T-cell immunity in cancer
patients by blocking the programmed cell death 1/programmed cell death ligand 1 (PD-1/PD-L1) axis can
trigger re-activation of latent TB. This phenomenon appears to contradict the prevailing thought that
enhancing T-cell immunity to Mycobacterium tuberculosis will improve immune control of this pathogen.
In support of this anecdotal human data, several murine studies have shown that PD-1 deficiency leads to
severe TB disease and rapid death. These observations warrant a serious reconsideration of what constitutes
effective TB immunity and how ICs contribute to it. Through restraining T-cell responses, ICs are critical
to preventing excessive tissue damage and maintaining a range of effector functions. Bolstering this notion,
inhibitory receptors limit pathology in respiratory infections such as influenza, where loss of negative
immune regulation resulted in progressive immunopathology. In this review, we analyse the mechanisms of
ICs in general and their role in TB in particular. We conclude with a reflection on the emerging paradigm
and avenues for future research.

Introduction
A number of host-directed therapeutics (HDTs) have been licensed in recent years for the treatment of
communicable and noncommunicable diseases through modulation of the host immune response. Perhaps
the most successful of these has been the use of immune checkpoint inhibition (ICI) in the treatment of a
number of cancers [1]. ICs consist of a family of receptors that are expressed on the surface of immune
cells, particularly CD3 T-cells, and attenuate cellular activation through a variety of mechanisms [2]. These
molecules are essential in promoting peripheral tolerance and preventing excessive immune responses that
may result in immunopathology [3]. However, ICs can also act to hamper effective immunity, as in the
case of certain anti-tumour responses, and their inhibition has proven to be a powerful therapeutic tool [4].
The commonly used inhibitors against a variety of tumour types consist of therapeutic monoclonal
antibodies, such as pembrolizumab and ipilimumab, targeting the IC pathways of programmed cell death 1
(PD-1) and cytotoxic T-lymphocyte-associated protein 4 (CTLA-4), respectively. Blocking of these
pathways re-invigorates anti-tumour T-cells, which are then able to effectively target the malignant cells
and in many cases eradicate the tumour [5].

Despite generally favourable outcomes, a growing number of clinical reports have emerged of the
re-activation of latent tuberculosis (TB) in patients undergoing ICI therapy to treat cancer. Multiple
experimental studies in both human and animal systems have added support to these observations, and
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screening for latent TB is now seen as an important precaution for those patients undergoing ICI [6–8]. On
the one hand, the development of progressive TB in the context of enhanced T-cell activity is somewhat
counterintuitive, given the absolute requirement for T-cells in human TB immunity [9]. On the other hand,
the fact that altering T-cell immunity through ICI can directly impact TB immunity, albeit negatively, does
raise the intriguing possibility that the same pathways could be calibrated to produce the sort of positive
effects that have been demonstrated in the field of cancer. It should also be noted from the outset, however,
that ICs are expressed by a wide variety of cells and therefore re-activation following ICI may not be due
entirely to the effect on T-cells. Here, we review the role of IC pathways in TB and the effects of
inhibition, evaluate the possible mechanisms of TB disease progression caused by ICI, and assess the
prospects of remodelled ICI to improve TB outcomes.

Obstacles to protective TB immunity
Protective immunity against Mycobacterium tuberculosis in humans is a complex balance between host
and pathogenic factors, the intricacy of which is not yet fully understood [10–13]. Indeed, despite years of
research, the correlates of protective TB immunity remain largely unknown [14]. The role played by CD4
T-cells is, however, widely accepted to be critical, buttressed by extensive data from animal models and
the fact that CD4 T-cell depletion in HIV infection severely weakens TB immunity [15–17]. Likewise,
tumour necrosis factor (TNF)-α and the interleukin (IL)-12/interferon (IFN)-γ axis are thought to be
essential components, as genetic deficiency in these signalling pathways has consistently been associated
with increased risk of disease progression [18–21]. In addition, TNF-α blocking agents, used to treat
chronic inflammatory diseases such as rheumatoid arthritis and Crohn’s disease, led to numerous cases of
TB re-activation [22, 23]. However, the fact that impaired immune signalling leads to disease susceptibility
does not mean that an excess will be protective [24].

For most humans, natural immunity to TB appears to be highly effective and it is estimated that only 10%
of infected individuals develop active TB disease in their lifetime [25]. In spite of this, a substantial portion
of infected individuals may remain latently infected, suggesting that immunity is inadequate to prevent the
establishment of persistent infection in the lung [26]. A small fraction of individuals, generally with some
form of immunocompromise such as neonates and HIV patients, fail to prevent the early dissemination of
infection and development of disease, referred to as primary TB or progressive primary TB [27]. This
differs from post-primary TB affecting mostly adults, which occurs after the generation of systemic
immunity and is marked by pulmonary cavities that facilitate transmission to a new host [28]. The immune
failure associated with unresolved infection and/or progression to active TB in some individuals might be
attributed to immunosuppressive mechanisms of M. tuberculosis, which first delay the initiation of adaptive
immunity and subsequently evade the recognition of M. tuberculosis-infected cells by T-cells [29–33]. At
the root of the problem, M. tuberculosis exhibits exceptional resistance to killing by macrophages, the first
line of immune defence in the lung [34]. Inside macrophages, disruption of phagolysosome fusion and
apoptosis by M. tuberculosis prevent efficient early bacterial clearance. In humans, adaptive immunity is
detected 4–5 weeks after infection, providing ample time for prolonged bacterial replication [35]. Therefore,
the rate at which T-helper (Th) type 1 (Th1) cells are activated in the lymph node and migrate to the lung
has been suggested as a crucial factor in effective immune control [36, 37]. On the other hand, adoptive
transfer of antigen-specific T-cells into naïve hosts before infection does not accelerate bacterial control and
only confers protection 7 days post-infection [38]. In addition, there is no direct evidence linking the
presence of Th1 T-cells in circulation or in the lung with protective TB immunity [39].

Many mechanisms have been put forward to explain the limits of T-cell immunity against M. tuberculosis.
These include the influx of suppressive cell populations into the lung or that sustained antigen stimulation,
resulting from a high bacterial burden, compromises T-cell functionality [40, 41]. Additionally,
M. tuberculosis has been shown to subvert antigen presentation, in part by targeting major histocompatibility
complex (MHC) II to limit CD4 T-cell activation [26, 32]. These, together with other possible mechanisms
of T-cell impairment in TB, have been extensively reviewed [26, 31, 32]. In addition, it is now thought
that there exists a diversity of infection both at an individual and population level, and that rigid
classifications are inadequate to describe the features of the various manifestations of TB infection [42].
With these challenges in mind, examination of the regulation of ICs during TB infection might provide
fresh insights into the host–pathogen interaction, persistent infection and development of active disease.

Re-activation of TB following ICI
The use of ICI to treat cancer represents a major conceptual breakthrough in the development of HDTs,
despite being highly effective in only a minority of patients [43]. In addition, several groups have reported
the development of active TB in patients as a side-effect of ICI (figure 1) [44, 45]. The first of these
reports, by LEE et al. [46], described re-activation in a patient treated for Hodgkin lymphoma with the
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PD-1 inhibitor pembrolizumab. Next, FUJITA et al. [47] reported on a case of acute TB after treatment with
another PD-1 inhibitor, nivolumab, for stage IV lung cancer. Thereafter numerous reports describing
similar observations as a consequence of ICI have been published including observations of the
accompanying immune responses. An analysis of peripheral T-cell responses prior to and following
anti-PD-1 treatment in a single cancer patient who developed TB re-activation is presented by BARBER

et al. [48]. Here, antigen-specific Th1 responses to M. tuberculosis, but not Th17 or CD8 T-cells
responses, were detected 3 months after treatment with pembrolizumab. Despite the presence of
M. tuberculosis-specific antibodies, consistent with prior infection, these Th1 responses were absent prior
to ICI. Although only a study of one individual, the data presented by BARBER et al. [48] may suggest that
boosting Th1 T-cell function can lead to development of active, post-primary TB. However, as noted,
PD-1 is expressed on a variety of immune cell subsets, which were not reported. Strikingly, all
publications, bar one, describe the occurrence of TB disease due to PD-1/programmed cell death ligand 1
(PD-L1) inhibition. The exception involves a patient who initially received anti-CTLA-4 before continuing
with anti-PD-1 and thus the involvement of CTLA-4 cannot be ruled out [49]. In addition to TB, FUJITA
et al. [50] recently reported on three cases of Mycobacterium avium re-activation in lung cancer patients
undergoing anti-PD-1 therapy, suggesting that the re-activation mechanism may be conserved across
different mycobacterial species. Recently, triple cancer therapy, involving both immunotherapy and
chemotherapy concurrently, has been associated with several cases of TB re-activation [51, 52]. Analysis
of the US Food and Drug Administration Adverse Events Reporting System between 2015 and 2020
revealed 72 cases of TB and 13 cases of atypical mycobacterial infection due to the use of PD-1/PD-L1
inhibitors [53]. Taken together with animal studies, these data identify anti-PD-1 therapy as deleterious to
TB immunity, favouring disease re-activation. In contrast, there is no epidemiological data to suggest that
CTLA-4 inhibition triggers TB re-activation [53].

Mechanisms of ICs
The immune system has evolved to defend against infections and then to rapidly return to tissue
homeostasis [54, 55]. Disproportionate immune responses can inflict tissue damage and therefore close
regulation of the immune response is required. IC molecules are now recognised as a key part of this
process, by acting as brakes that avert excessive T-cell activation and subsequent immunopathology or
autoimmunity [56]. Furthermore, restricting T-cell activity may preserve T-cell clones for future pathogen
encounter, by preventing activation-induced cell death [3]. The relationship between IC expression and
T-cell dysfunction is, however, complex. Generally speaking, the expression of any single IC molecule is
considered a marker of T-cell activation rather than exhaustion [57, 58]. Indeed, naïve T-cells do not
express IC molecules and their induction is directly correlated with T-cell receptor (TCR) signal strength
[59–61]. In addition, tissue-resident memory T-cells, which are highly functional and critical to immunity
at barrier sites, often express high levels of PD-1 [62, 63]. Exhaustion, on the other hand, is generally
defined as defective effector function and is often linked to the sustained expression of IC molecules, and
coexpression of several IC molecules is indicative of the severity of impairment [3, 64]. Moreover, ample
evidence suggests the consequences of ICI on T-cell activity are not generic and are dependent on the
specific pathways that are inhibited [3]. In other words, the blockade of certain IC pathways, or
combination of pathways, may lead to divergent patterns of T-cell expansion and activity. Here, we present
a brief overview of prominent IC molecules and the molecular and cellular mechanisms that govern their
function (figure 2).

FIGURE 1 Computed tomography scan showing progressive tuberculosis disease (arrow) in the right lung of a
cancer patient treated with nivolumab. Reproduced from [45] with permission.
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PD-1
PD-1 plays a major role in the maintenance of central and peripheral tolerance, and in constraining T-cell
responses [65]. PD-1 exerts its function by limiting signalling through both the TCR and the
co-stimulatory molecule CD28, which provides the “second signal” required for T-cell activation through
binding of its ligands CD80 and CD86 on the antigen-presenting cell (APC). Engagement of PD-1 by its
ligands PD-L1 and PD-L2 results in activation of tyrosine phosphatase SHP2, which in turn inhibits
signalling through the TCR and CD28. It has been proposed that the balance of activation of
co-stimulatory molecules and inhibitory receptors functions as a rheostat to fine-tune T-cell responses [66].
In this manner the threshold of antigen responses of T-cells is regulated [67]. Expression of PD-1 ligands
by nonhaematopoietic cells as well as haematopoietic cells, induced by inflammatory cytokines, helps to
maintain homeostatic control and prevents tissue damage [68]. However, tumours upregulate PD-L1/2 in
response to T-cell-derived IFN-γ in order to escape immunosurveillance and maintain a general
anti-inflammatory milieu; a phenomenon known as “adaptive immune resistance” [69]. Thus,
responsiveness to ICI therapy is correlated to the presence of pre-existing anti-tumour CD8 T-cells that
express PD-1 and are thus shackled by PD-L1/2 expression on tumour cells [70, 71]. Consistent with this
mechanism, anti-PD-1 treatment failed in patients whose tumours exhibit genetic defects in the IFN-γ
pathway [72, 73]. Longitudinal examination of peripheral blood from stage IV melanoma patients
identified PD-1+ CD8 T-cells as the main targets of PD-1 inhibition, which causes a marked expansion of
an IFN-γ-producing CXCR5+PD-1+ subset [74]. Consistent with this, PD-1 blockade in chronically
lymphocytic choriomeningitis virus (LCMV)-infected mice resulted in the expansion of CXCR5+PD-1+

CD8 T-cells [75]. This was further confirmed in human and murine tissues comparing CTLA-4 versus
PD-1 inhibition [76].

Blockade of the PD-1/PD-L1 axis in both humans and animal models has been shown to improve immune
control of infections such as malaria, hepatitis B and HIV [77]. In chronically LCMV-infected mice, PD-1/
PD-L1 blockade, but not CTLA-4 blockade, significantly reduced viral load due to re-invigoration of

CTLA-4
CD80
CD86

CD28

TCR
MHC II

TIM-3

Galectin-9

LAG-3

PD-L1/2

PD-1

APC

CD80
CD86

FIGURE 2 Immune checkpoint (IC) pathways that supress T-cell activation. The regulation of T-cell responses is
dependent on the interaction with antigen-presenting cells (APCs). The expression of cognate antigen on major
histocompatibility complex (MHC) molecules is recognised by the T-cell receptor (TCR). Secondly, CD80/CD86
on APCs provides “signal 2” to CD28 on T-cells. Together, these two signals induce T-cell activation (indicated
by the green arrow). In contrast, ICs inhibit T-cell activation (indicated by the red “blocked” symbols) either as
a host strategy to prevent excessive immune responses or as a function of pathology in order to supress
immunity. CTLA-4: cytotoxic T-lymphocyte-associated protein 4; LAG-3: lymphocyte activation gene 3; PD-1:
programmed cell death 1; PD-L1/2: programmed cell death ligand 1/2; TIM-3: T-cell immunoglobulin 3.
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exhausted CD8 T-cells [78]. In the same study, however, PD-L1 knockout (KO) mice were highly
susceptible to LCMV infection, dying rapidly of immunopathology, highlighting the part played by the
PD-1 axis in limiting tissue damage. Interestingly, genetic loss of PD-1 leads to the accumulation of
terminally differentiated effector CD8 T-cells in LCMV-infected mice [79]. This finding demonstrates a
probable role for PD-1 in protecting T-cell populations from exhaustion. Critically, this study shows that
exhaustion can occur in the absence of PD-1, demonstrating that the molecule itself does not define an
exhausted state. In addition, despite expressing high levels of PD-1, more terminally differentiated CD8
T-cells are less responsive to PD-L1 blockade, suggesting a threshold of exhaustion beyond which T-cell
function cannot be restored [57]. It is still debated as to what precisely distinguishes exhausted and
terminally differentiated T-cells, and discussion is made more complex by the fact that the terminology
used can vary [80]. Therefore, the role of PD-1 in immune regulation is highly nuanced and the impact of
inhibition appears to be very context dependent.

CTLA-4
CTLA-4 also dampens T-cell activation by competing with CD28 for its ligands CD80 and CD86,
expressed on APCs [81]. The structural similarity to CD28 and a stronger binding affinity to CD80 and
CD86 allows CTLA-4 to outcompete CD28 for these ligands and so curtails T-cell activation [81, 82].
Interestingly, recent data suggest that PD-1-induced SHP2 mainly targets CD28, indicating a functional
overlap between CTLA-4 and PD-1 [3]. Primarily, CTLA-4 regulates early T-cell priming in the lymphoid
organs and controls activation in peripheral tissues. Genetic KO or antibody-meditated inhibition of
CTLA-4 in mice causes aberrant expansion of several sets of effector CD4 T-cells, suggesting a key role
for CTLA-4 in regulating T-cell expansion and differentiation [83]. CTLA-4 is critical for the function of
regulatory T-cells (Tregs) and CTLA-4 blockade can impair this activity [84]. In Tregs, CTLA-4 acts both
through competition with effector T-cells for the co-stimulatory ligands and by limiting the availability of
these molecules by depleting them from the cell surface via transendocytosis [85, 86]. Indeed, CTLA-4
expression on Tregs is required for the maintenance of tolerance, as severe immune dysregulation is
associated with Treg impairment in humans with CTLA-A deficiency [87–91]. Deletion of CTLA-4 in
mice led to the development of severe autoimmune disease and lymphoproliferative disorder [92–94]. This
is consistent with the role of CTLA-4 in eliminating autoreactive T-cells during naïve T-cell activation in
the lymph nodes [95]. In contrast, PD-1 and T-cell immunoglobulin 3 (TIM-3) control T-cell activation at
later stages, which might explain the lack of autoimmunity observed in mice lacking these other inhibitory
receptors. CTLA-4 depletion in mice enhances antitumoral activity of CD8 T-cells and suppression of
Tregs within the tumour micro-environment [96–99]. In both humans and mice, anti-CTLA-4 therapy
resulted in an increase in ICOS+T-bet+ Th1-like CD4 effector T-cells as well as phenotypically exhausted
CD8 T-cells [76, 100, 101]. Contradictory data exist, however, with respect to the impact of CTLA-4
blockade on infection control. CTLA-4 inhibition did not enhance resistance to Toxoplasma gondii while
worsening murine malaria infection [102, 103]. In contrast, CTLA-4 inhibition accelerated clearance of
Listeria monocytogenes in mice and enhanced HIV antibody induction in monkeys [104, 105]. Although
anti-CTLA-4 and anti-PD-1 lead to the expansion of CD8 T-cells, anti-CTLA-4 alone appears to expand
the CD4 T-cells compartment, underscoring the contrasting patterns of T-cell expansion seen in CTLA-4
versus PD-1 blockade [76].

LAG-3 and TIM-3
Beyond PD-1 and CTLA-4, other molecules have emerged as potential targets for ICI, including
lymphocyte activation gene 3 (LAG-3) and TIM-3 [106]. LAG-3 structurally resembles CD4 and binds
MHC II molecules with higher affinity than CD4, likely transmitting inhibitory signals via its cytoplasmic
domain [107, 108]. In addition, T-cell homeostasis is negatively regulated by LAG-3 via Treg-dependent
mechanisms [109]. In both infection and cancer, coexpression of LAG-3 and PD-1 negatively regulates
T-cell responses, which could be remedied by combined blockade [110–113]. TIM-3 engages its ligand,
galectin-9, to suppress T-cell function by selectively inducing cell death of IFN-γ-producing Th1 cells
[114]. Other TIM-3 ligands include the phospholipid PtdSer expressed on apoptotic cells, the alarmin high
mobility group box 1 (HMGB1) that binds to DNA released from dying cells and the glycolipid CEA cell
adhesion molecule 1 (CEACAM1) known to be highly expressed on tumour cells [115]. As is the case for
LAG-3, CD8 T-cell activation is regulated by the coexpression of PD-1 and TIM-3, and functionality can
be restored by dual blockade [116]. TIM-3 also functions as an inhibitory receptor on innate cells such as
natural killer (NK) cells, macrophages and dendritic cells (DCs). Engagement of TIM-3 on NK cells
significantly reduced cytotoxic capacity [117]. In macrophages, overexpression of TIM-3 impaired
Toll-like receptor-mediated cytokine production, while blockade of TIM-3 enhanced macrophage activation
and led to severe sepsis [118]. In accordance, downregulation of TIM-3 in peripheral blood mononuclear
cells (PBMCs) from patients correlated with severity of sepsis, pointing to a protective role of TIM-3 in
restraining excessive inflammation [118]. Anti-TIM-3 treatment improved anti-tumoural responses by
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promoting production of CXCL9 by CD103+ DCs following contact with tumour cell debris [119]. The
effect of TIM-3 inhibition may vary depending on cell type as blockade is not cell selective.

Modulation of ICs in TB
Expression of PD-1/PD-L1 is upregulated in active TB
Expression profiles of ICs in TB patients have been characterised extensively over the years, although
studies have primarily focused on the PD-1/PD-L1 axis. PD-1 expression has been consistently shown to
be increased on circulating T-cells in patients with active TB disease compared with healthy controls
[120–123]. Interestingly, the expression of PD-1 and its ligands (PD-L1 and PD-L2) is also markedly
increased on monocytes during active infection [121, 124, 125]. Furthermore, several studies have shown
PD-1 expression directly correlates with bacterial load and the magnitude of IFN-γ responses, suggesting
antigen levels may be a driving factor [126, 127]. Indeed, PD-1 expression was increased on CD4 T-cells
producing Th1 cytokines from smear-positive TB patients compared with smear-negative patients and
latently infected subjects [127]. Here, stimulation with M. tuberculosis antigens induced PD-1 expression
on M. tuberculosis-specific CD4 T-cells, indicating that its expression may be directly upregulated by the
presence of antigen. These observations have recently been extended to TB infected lung tissue, where
PD-1 expression was highest in T-cells expressing the markers of tissue residency, CD103 and/or CD69
[8]. However, while PD-L1 expression is widespread, immunohistochemical staining found PD-1
expression to be absent in caseating granulomas, potentially indicating a role for PD-1 in limiting
immunopathology and granuloma progression [8, 49].

An early study comparing CTLA-4 expression between HIV-negative TB patients and healthy controls
previously exposed to M. tuberculosis found CTLA-4 expression to be significantly reduced in TB patients
compared with controls [128]. In the same patient group, CTLA-4 expression was significantly upregulated
in response to IL-12 stimulation or IL-10 neutralisation. Another report failed to detect CTLA-4 expression
on unstimulated PBMCs from active TB patients or patients who completed treatment [129]. However,
both CTLA-4 and IFN-γ expression increased after bacille Calmette–Guérin (BCG) stimulation, and this
was more pronounced in patients at treatment end compared with newly diagnosed cases. More recently,
examination of M. tuberculosis-specific CD4 T-cells revealed significantly elevated expression of both
CTLA-4 and PD-1 on these cells [130]. An increase in CTLA-4-expressing Tregs has recently been
described in subjects with active pulmonary TB, which reduced following treatment [131].

A similar pattern emerges from the limited studies performed for the other IC molecules. LAG-3
expression was upregulated in the lungs of macaques with active disease, but not those with latent
infection, and is detected in human lung granuloma-associated T-cells [132]. However, it was not detected
on T-cells in the blood, which does raise the issue that the expression of IC molecules may differ between
the blood compartment, where they are often measured in humans, and the site of disease. TIM-3
expression was substantially higher in both CD4 and CD8 TB-specific T-cells in the blood of patients with
active disease compared with healthy controls [133] and was associated with disease severity [134], and in
one study observed in conjunction with PD-1 [122]. Taken together, these data support a role of ICs in
regulating the immune response to TB in humans, but the net effect on host immunity is unclear.

IC expression is downregulated in response to TB therapy
The identification of biomarkers to determine TB treatment efficacy has garnered great interest in recent
years [135, 136]. Several studies have demonstrated that PD-1, CTLA-4 and TIM-3 expression in the
peripheral blood decreases significantly following TB treatment. In a TB-HIV cohort, concurrent
antiretroviral therapy and TB therapy markedly reduced PD-1 and CTLA-4 expression in antigen-specific
CD4 T-cells [130]. This was further substantiated by data showing PD-1 expression was only reduced in
IFN-γ-expressing M. tuberculosis-specific CD4 T-cells after treatment, not in CD8 T-cells [127]. The
decline of PD-1 expression during treatment was inversely related to the ratio of IFN-γ to IL-4, potentially
indicating a restoration of protective immune properties [125]. Another study showed that effector T-cells
exhibited the greatest decrease in PD-1 expression after treatment, with no differences observed in Tregs
[120]. Importantly, treatment also induces downregulation of the PD-1 axis in innate cells, as significant
downregulation of PD-L1 and PD-L2 in macrophages is associated with successful treatment [121]. On
NK cells, PD-1 expression was decreased 2 months after treatment initiation [137]. Finally, expression of
PD-1 and TIM-3 in CD8 T-cells was downregulated in M. tuberculosis-infected mice after receiving
treatment [138]. Although not comprehensively proven, the preferential decrease of IC expression on
antigen-specific cells suggests the elimination of antigen stimulation as a likely mechanism, at least for
CD4 T-cells.
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Inhibition of ICs enhances effector functions
Considering the inhibitory properties of IC molecules, it has been hypothesised that their inhibition could
enhance effector functions in TB (figure 3). In a mouse model, CTLA-4 blockade resulted in increased
lymphocyte numbers in the lymph node and antigen-induced IFN-γ secretion in vitro [139]. However, it
did not affect clearance of BCG nor granuloma formation. In vitro blockade of CTLA-4 on expanded
Tregs from subjects with active TB disease was recently shown to enhance IFN-γ production and the
proliferation of M. tuberculosis-specific T-cells, and improve macrophage killing of M. tuberculosis [131].
Generally, in vitro inhibition of the PD-1/PD-L1 axis suggested possible improvements of both innate and
adaptive cytokine production and killing potential. Inhibition of PD-1 and its ligands, for example,
enhanced degranulation and IFN-γ production of CD8 T-cells and NK cells from TB patients [126, 140].
This effect could be further augmented in CD8 T-cells by simultaneous co-stimulation [126]. Two recent
reports confirmed these findings in samples collected from TB pleurisy patients [125, 141]. Blockade of
the PD-1 pathway increased the frequency of IFN-γ-producing T-cells as well as CD8 T-cell degranulation
[141]. Specifically, PD-L1 inhibition enhanced CD8 T-cell cytotoxicity against pro-inflammatory
macrophages compared with anti-inflammatory macrophages [124]. Inhibition of PD-1 prevented apoptosis
of M. tuberculosis-specific IFN-γ-producing T-cells taken from TB patients [125]. Thus, while PD-1
expression may preserve T-cell function overall, inhibition of PD-1 may restore effector functions in
exhausted populations (due to persistent antigen stimulation) present in TB patients.

Silencing of LAG-3 in lung-derived CD4 T-cells taken from macaques significantly reduced
M. tuberculosis burden in co-cultured macrophages, while also promoting IFN-γ and IL-6 production [132].
Several studies have also investigated the modulation of TIM-3 to enhance TB immunity, with somewhat
conflicting findings. For instance, TIM-3 blockade or ablation in mice enhanced T-cell function and
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FIGURE 3 Effect of immune checkpoint inhibition (ICI) in tuberculosis (TB). Inhibition of IC molecules and
downstream effects on TB pathology. Blockade by antibodies of programmed cell death 1 (PD-1), cytotoxic
T-lymphocyte-associated protein 4 (CTLA-4) and T-cell immunoglobulin 3 (TIM-3). Lymphocyte activation gene
3 (LAG-3) is inhibited by small interfering RNA (siRNA). Galectin-9 is shown engaging its ligand TIM-3. IFN:
interferon; TNF: tumour necrosis factor; IL: interleukin; BCG: bacille Calmette–Guérin.
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moderately reduced bacterial burden, whereas stimulation of the TIM-3/galectin-9 axis promoted
macrophage activation and also restricted bacterial replication mediated by IL-1β secretion [142–145]. In
contrast to these findings, a separate study reported that TIM-3+ T-cells from TB patients more potently
controlled M. tuberculosis growth in macrophages compared with TIM-3− T-cells [133, 146]. Here,
knockdown of the TIM-3 pathway using silencing RNA was found to impair IFN-γ production while
stimulation further enhanced it. Although more work is needed to resolve some of these contrasting
observations, together they highlight the differences between IC pathways and suggest potential differing
roles in regulating the host–pathogen interaction.

Loss of PD-1/PD-L1 signalling exacerbates disease
The lung is extremely sensitive to unchecked inflammation and inhibitory signals are imperative to
minimise tissue damage [147]. Loss of the PD-1 axis consistently leads to worsening of TB disease.
PD-1-deficient mice are highly susceptible to M. tuberculosis infection and died rapidly compared with
wild-type mice [143, 148]. Severe necrotic pneumonia developed in the lungs of these PD-1 KO mice
which is characterised by massive neutrophil infiltration and higher levels of IL-6, IL-17 and IFN-γ [148].
In a separate study, M. tuberculosis infection in PD-1-deficient mice was associated with decreased
autophagy in macrophages, impaired proliferation of antigen-specific lymphocytes and increased Treg
activity [149]. Subsequently, using a combination of adoptive transfer and depletion, it was shown that the
reduction in survival was found to be mediated by PD-1 deficiency in CD4 T-cells with a minor role for
CD8 T-cells, since depletion of CD4 T-cells rescued PD-1 KO mice from early mortality and severe lung
pathology [6]. Likewise, PD-1 inhibition in macaques aggravates TB disease with larger sized granulomas
in the lung [150]. However, in this system, it was accompanied specifically by increased frequencies of M.
tuberculosis-specific CD8 T-cells that exhibited increased production of IFN-γ and IL-2 in the granulomas
of anti-PD-1-treated animals. M. tuberculosis-specific CD4 T-cells appeared unaffected and the authors
concluded that PD-1 blockade exacerbated disease primarily through CD8 T-cells. In contrast to M.
tuberculosis, PD-1-deficient mice controlled BCG infection more effectively than wild-type mice [151].
This suggests that in the face of an attenuated strain, PD-1 expression may restrict clearance, but with a
virulent strain like M. tuberculosis it is necessary to moderate inflammation. However, as noted earlier,
anti-PD-1 therapy in humans is associated with an increased risk of atypical mycobacterial infections,
generally considered to be less virulent than M. tuberculosis [152]. Along with apparent differences
between the mechanism of action of PD-1 blockade in monkey and mouse models, these findings caution
the direct translation of findings across the different models and human TB.

Augmentation of IFN-γ failed to confer protection in vivo or in vitro and evidence suggests IFN-γ may
impair protective responses, all of which seems at odds with the concept of IFN-γ being indispensable to
TB immunity [153–155]. Consistent with this, overexpression of IFN-γ in CD4 T-cells has been shown to
accelerate death in mice, a fate that could be prevented by PD-1 expression [7]. Using an in vitro
granuloma model, PD-1 blockade significantly increased TNF-α production in M. tuberculosis-infected
human PBMCs [8]. This resulted in increased bacterial growth, which could be mitigated by TNF-α
neutralisation. Potentially excessive TNF-α might be driving loss of macrophage function, as TNF-α was
shown to induce necrosis in M. tuberculosis-infected macrophages mediated by production of reactive
oxygen species [156, 157]. However, the source of TNF-α in these experiments was not established.
Recently, PD-1 deficiency associated with TB disease in a child was linked to lower IFN-γ responses
[158]. In addition, there may be other detrimental consequences of PD-1 deficiency, such as the
requirement of PD-1 signalling for expansion of Tregs during M. tuberculosis infection [159, 160]. Despite
the fact Tregs are believed to suppress protective immunity, a serious contraction of this population might
negatively affect CD4 T-cell priming and activation [161]. Thus, although PD-1 signalling seems to be
important in the TB immune response, the mechanisms involved may be complex and context specific.

PD-1-expressing CD4 T-cells associate with protective responses
A growing body of data suggests IC expression, including PD-1, may not simply be a marker of
exhaustion, but instead be necessary to maintain T-cell function in TB. A landmark study by SAKAI et al.
[162] showed twice as many M. tuberculosis-specific CD4 T-cells in the lungs of mice are retained in the
vasculature compared with the parenchyma. Those CD4 T-cells in the parenchyma exhibited higher levels
of PD-1 expression, whereas those in the vasculature predominately expressed killer cell lectin like receptor
G1 (KLRG1), a marker of terminal differentiation [163]. The vasculature subset expressed higher levels of
T-bet and produced IFN-γ more robustly. However, when transferred into M. tuberculosis-infected
T-cell-deficient mice the parenchymal PD-1hiKLRG1lo CD4 T-cells migrated back into the parenchyma
where they restricted bacterial growth more effectively than the PD-1loKLRG1hi vascular counterpart.
Likewise, vaccination with the H56 subunit conferred superior protection against subsequent M.
tuberculosis challenge, linked to the induction of PD-1+KLRG1− CD4 T-cells [164]. This PD-1+KLRG1−
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subset was highly proliferative, homed to the lung, and produced more IL-2 and IL-17 and less IFN-γ and
TNF-α than PD-1−KLGR1+ subsets, which had a shorter lifespan and could not proliferate upon adoptive
transfer into M. tuberculosis-infected host [165]. Consequently, M. tuberculosis-specific PD-1+ CD4
T-cells confer greater protection than KLRG1+ counterparts when adoptively transferred [166]. In a
separate study examining the importance of antigen specificity, multiple infusions of the M. tuberculosis
antigens early secreted antigenic target 6 kDa (ESAT-6) or Ag85B led to an upregulation of PD-1 on CD4
T-cells specific for both antigens, but only Ag85B led to a reduction in bacterial burden in the lung [167].
Together these data, showing that functional and protective T-cells can express PD-1, indicate that it is not
strictly a marker of exhaustion on TB-specific T-cells, although the mechanistic details are not clear. In
contrast, exhausted CD8 T-cells expressing high levels of PD-1, TIM-3 and LAG-3 produced less IFN-γ
and IL-2, and correlated with impaired control of M. tuberculosis replication [168]. The presence of CD4
T-cells was necessary to prevent exhaustion and promote effector CD8 T-cells, resulting in enhanced
recognition of M. tuberculosis-infected macrophages. Detailed investigation in macaques revealed M.
tuberculosis-specific CD4 T-cells expressed higher levels of PD-1 and CTLA-4 in the granuloma but
failed to penetrate within the bacilli-containing core [169]. Recently, the same group found that PD-1
blockade did not affect CD4 T-cell penetration into the centre of granulomas, which suggests that PD-1
expression does not impair T-cells trafficking into this region [150]. These findings stress the importance
of the positioning of the protective response at the site of infection and may mirror the lack of PD-1
expression around necrotic granuloma observed in humans.

Implications of ICI in TB
The observation that ICI re-activates TB raises interesting questions about disease pathophysiology and
some of the basic assumptions made with regard to protective immunity. Most importantly: why is ICI
effective as a cancer therapy yet leads to re-activation of TB? It is plausible that pathogen-specific
characteristics allow M. tuberculosis to thrive in a hyperinflammatory environment [77], such as promoted
by ICI. Lung destruction is a well-characterised hallmark of pulmonary TB in active pulmonary TB and is
mediated by matrix metalloproteinases (MMPs) [170, 171]. Cavitation is thought to be a key process in
generating bacilli-containing aerosols and facilitating transmission, and M. tuberculosis may be under
selective pressure to maintain a vigorous T-cell response to drive this process [172, 173]. Therefore,
increased Th1 responses brought on by ICI could exaggerate cytokine release and MMP expression,
leading to tissue degradation and upsetting the delicate balance of host–pathogen interactions that exist in
the lung. This concept is supported by observations that different inhibitory receptors also act as vital
modulators of TB immune control. Mice lacking the chemokine scavenger D6 or the negative regulator of
the IL-1 system, Toll/IL-1 receptor 8 (TIR8), were rapidly killed by low-dose M. tuberculosis challenges
accompanied by considerable local and systemic inflammation [174, 175]. Interestingly, both studies
showed no differences in M. tuberculosis growth kinetics between KO and wild-type groups, suggesting
that TB disease was driven by hyperinflammation not bacterial growth. In humans, classical
epidemiological surveys showed that a strong tuberculin response in childhood is associated with an
increased risk for TB disease later in life, implying disease associates with heightened immune responses
[176]. Therefore, the restoration of effector functions observed with ICI in vitro may exacerbate disease
rather than improve control (figure 2). In addition, suppression of PD-1 and CTLA-4 signalling has been
linked to autoimmunity as a result of aberrant T-cell activation [3]. Autoreactive T-cells are reported to be
increased in TB patients and the granulomatous pathology is often indistinguishable from that observed in
the autoimmune disease sarcoidosis [177, 178]. Plausibly, ICI might tip the balance further towards
autoreactivity and increased tissue destruction, although the fact that CTLA-4 blockade does not seem to
cause this may argue against this hypothesis.

On the other hand, some of the data presented earlier, particularly from animal models, imply that PD-1
expression may actually correlate with enhanced resistance to M. tuberculosis. Conceivably, TB latency is
maintained by PD-1+ T-cells that are functionally restrained. In this scenario, PD-1 blockade leading to
T-cell dysfunction characterised by hyperinflammatory responses resulting in breakdown of immune
control. One important point to highlight in this regard is that of timing. The PD-1 experiments in TB
animal models highlighted here are probably more representative of primary human TB infection [179],
while ICI-associated TB in humans is almost certainly post-primary disease. PD-1-expressing T-cells may
have different roles and functional capacities in these different disease states, as may other immune subsets
expressing ICIs. The fact anti-PD-1 worsens disease when administered early during infection in mice and
monkeys, as well as in latent humans, indicates that PD-1 is critical to regulation of immunity at both
stages of infection. Although the mechanistic details are not clear and the data can be contradictory, several
independent studies suggest that PD-1 expression is linked to T-cell homing into the lung parenchyma, i.e.
the site of infection. Moreover, in these studies, protective PD-1+ T-cells which were positioned in the
parenchyma produced less IFN-γ than their PD-1− counterparts; thus, along with the quality of immune
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responses, these findings suggest the importance of their spatial organisation. Therefore, although ICI in
vitro appears to restore classic M. tuberculosis-specific Th1 functions (figure 2), these functions may not
be the suitable ones, at least in certain contexts. In addition, PD-1 blockade may negatively impact some
aspects of protective immunity.

Finally, it is important to note that TB re-activation is a side-effect of ICI for cancer and, to the best of our
knowledge, ICI has never been used primarily as TB therapy in humans. Potentially, therefore, the dosages
used in cancer therapy are inappropriate for enhancing TB immunity and adjusting the dosages for TB
treatment could produce a beneficial effect. Keeping in mind that ICs act more as a dial instead of a
switch, the effects on M. tuberculosis infection might vary at different concentrations of inhibitors [66, 67].
In addition, re-activation induced by PD-1 blockade occurred in the absence of antibiotics. It is possible
that PD-1 blockade or other ICI could be leveraged together with conventional TB drug therapy to bolster
sterilisation of latent or indeed active TB infection. More inhibitors are currently under investigation for
use in cancer therapy and their usefulness in TB remains to be explored [106]. Of the potential candidates,
experimental data suggest that TIM-3-blocking agents in particular might have some benefits for use in
TB. Contrary to PD-1 KO mice, TIM-3 deficiency increased survival upon TB infection and inhibition of
this pathway reduced bacterial burden [143]. Experimental data is lacking for this and many of the other
IC pathways, and further investigation is required to determine the potential for targeted ICI to improve
host control of TB.

Conclusions
The current paradigm that driving increased Th1 responses may lead to greater control of TB is challenged
by the emerging evidence on anti-PD-1-associated TB re-activation (figure 3). Overall, in view of the
observations of TB re-activation after anti-TNF-α therapy, on the one hand, and anti-PD-1 therapy, on the
other, it appears that a window of protective immunity exists in humans, sitting in between two extremes
of insufficient and excessive T-cell immunity [180]. This optimally balanced response represents effective
immune control which robustly contains M. tuberculosis circumscribed by vital negative regulation to
prevent the scales tipping in favour of hyperinflammation and disease progression. Whether ICI can be
leveraged to fine-tune this response remains to be seen.

Conflict of interest: None declared.

Support statement: This work was funded by a Wellcome Strategic Core Award (201433/A/16/A), a Wellcome Senior
Research Fellowship (210662/Z/18/Z) and the Sub-Saharan African Network for TB/HIV Research Excellence.
Funding information for this article has been deposited with the Crossref Funder Registry.

References
1 Kaufmann SHE, Dorhoi A, Hotchkiss RS, et al. Host-directed therapies for bacterial and viral infections.

Nat Rev Drug Discov 2018; 17: 35–56.
2 Dyck L, Mills KHG. Immune checkpoints and their inhibition in cancer and infectious diseases.

Eur J Immunol 2017; 47: 765–779.
3 Wei SC, Duffy CR, Allison JP. Fundamental mechanisms of immune checkpoint blockade therapy. Cancer

Discov 2018; 8: 1069–1086.
4 Ribas A, Wolchok JD. Cancer immunotherapy using checkpoint blockade. Science 2018; 359: 1350–1355.
5 Korman AJ, Peggs KS, Allison JP. Checkpoint blockade in cancer immunotherapy. Adv Immunol 2006; 90:

297–339.
6 Barber DL, Mayer-Barber KD, Feng CG, et al. CD4 T cells promote rather than control tuberculosis in the

absence of PD-1-mediated inhibition. J Immunol 2011; 186: 1598–1607.
7 Sakai S, Kauffman KD, Sallin MA, et al. CD4 T cell-derived IFN-γ plays a minimal role in control of

pulmonary Mycobacterium tuberculosis infection and must be actively repressed by PD-1 to prevent lethal
disease. PLoS Pathog 2016; 12: e1005667.

8 Tezera LB, Bielecka MK, Ogongo P, et al. Anti-PD-1 immunotherapy leads to tuberculosis reactivation via
dysregulation of TNF-α. Elife 2020; 9: e52668.

9 Cooper AM. Cell-mediated immune responses in tuberculosis. Annu Rev Immunol 2009; 27: 393–422.
10 Philips JA, Ernst JD. Tuberculosis pathogenesis and immunity. Annu Rev Pathol Mech Dis 2012; 7: 353–384.
11 Orme IM, Robinson RT, Cooper AM. The balance between protective and pathogenic immune responses in

the TB-infected lung. Nat Immunol 2015; 16: 57–63.
12 O’Garra A, Redford PS, McNab FW, et al. The immune response in tuberculosis. Annu Rev Immunol 2013; 31:

475–527.

https://doi.org/10.1183/13993003.02512-2021 10

EUROPEAN RESPIRATORY JOURNAL REVIEW | M. AHMED ET AL.

https://www.crossref.org/services/funder-registry/


13 Sia JK, Rengarajan J. Immunology of Mycobacterium tuberculosis infections. Microbiol Spectr 2019; 7;
GPP3-0022-2018.

14 Brazier B, McShane H. Towards new TB vaccines. Semin Immunopathol 2020; 42: 315–331.
15 Lin PL, Rutledge T, Green AM, et al. CD4 T cell depletion exacerbates acute Mycobacterium tuberculosis while

reactivation of latent infection is dependent on severity of tissue depletion in cynomolgus macaques. AIDS
Res Hum Retroviruses 2012; 28: 1693–1702.

16 Caruso N, Serbina E, Klein K, et al. Mice deficient in CD4 T cells have only transiently diminished levels of
IFN-γ, yet succumb to tuberculosis. J Immunol 1999; 162: 5407–5416.

17 Esmail H, Riou C, Du BE, et al. The immune response to Mycobacterium tuberculosis in HIV-1-coinfected
persons. Annu Rev Immunol 2018; 36: 603–638.

18 Kerner G, Rosain J, Guérin A, et al. Inherited human IFN-γ deficiency underlies mycobacterial disease.
J Clin Invest 2020; 130: 3158–3171.

19 Flynn JAL, Chan J, Triebold KJ, et al. An essential role for interferon γ in resistance to Mycobacterium
tuberculosis infection. J Exp Med 1993; 178: 2249–2254.

20 Cooper AM, Dalton DK, Stewart TA, et al. Disseminated tuberculosis in interferon γ gene-disrupted mice.
J Exp Med 1993; 178: 2243–2247.

21 Flynn JAL, Goldstein MM, Chan J, et al. Tumor necrosis factor-α is required in the protective immune
response against Mycobacterium tuberculosis in mice. Immunity 1995; 2: 561–572.

22 Wolfe F, Michaud K, Anderson J, et al. Tuberculosis infection in patients with rheumatoid arthritis and the
effect of infliximab therapy. Arthritis Rheum 2004; 50: 372–379.

23 Keane J, Gershon S, Wise RP, et al. Tuberculosis associated with infliximab, a tumor necrosis factor
α-neutralizing agent. N Engl J Med 2001; 345: 1098–1104.

24 Casadevall A, Pirofski LA. The damage-response framework of microbial pathogenesis. Nat Rev Microbiol
2003; 1: 17–24.

25 North RJ, Jung Y-J. Immunity to tuberculosis. Annu Rev Immunol 2004; 22: 599–623.
26 Ernst JD. Mechanisms of M. tuberculosis immune evasion as challenges to TB vaccine design. Cell Host

Microbe 2018; 24: 34–42.
27 Hunter RL. The pathogenesis of tuberculosis: the early infiltrate of post-primary (adult pulmonary)

tuberculosis: a distinct disease entity. Front Immunol 2018; 9: 2108.
28 Hunter RL. The pathogenesis of tuberculosis – the Koch phenomenon reinstated. Pathogens 2020; 9: 813.
29 Srivastava S, Ernst JD. Cutting edge: direct recognition of infected cells by CD4 T cells is required for control

of intracellular Mycobacterium tuberculosis in vivo. J Immunol 2013; 191: 1016–1020.
30 Cambier CJ, Takaki KK, Larson RP, et al. Mycobacteria manipulate macrophage recruitment through

coordinated use of membrane lipids. Nature 2014; 505: 218–222.
31 Hmama Z, Peña-Díaz S, Joseph S, et al. Immunoevasion and immunosuppression of the macrophage by

Mycobacterium tuberculosis. Immunol Rev 2015; 264: 220–232.
32 Baena A, Porcelli S. Evasion and subversion of antigen presentation by Mycobacterium tuberculosis. Tissue

Antigens 2009; 74: 189–204.
33 Yang JD, Mott D, Sutiwisesak R, et al. Mycobacterium tuberculosis-specific CD4+ and CD8+ T cells differ in

their capacity to recognize infected macrophages. PLoS Pathog 2018; 14: e1007060.
34 Pieters J. Mycobacterium tuberculosis and the macrophage: maintaining a balance. Cell Host Microbe 2008; 3:

399–407.
35 Wallgren A. The time-table of tuberculosis. Tubercle 1948; 29: 245–251.
36 Wolf AJ, Desvignes L, Linas B, et al. Initiation of the adaptive immune response to Mycobacterium

tuberculosis depends on antigen production in the local lymph node, not the lungs. J Exp Med 2008; 205:
105–115.

37 Shafiani S, Tucker-Heard G, Kariyone A, et al. Pathogen-specific regulatory T cells delay the arrival of
effector T cells in the lung during early tuberculosis. J Exp Med 2010; 207: 1409–1420.

38 Gallegos AM, Pamer EG, Glickman MS. Delayed protection by ESAT-6-specific effector CD4+ T cells after
airborne M. tuberculosis infection. J Exp Med 2008; 205: 2359–2368.

39 Urdahl KB. Understanding and overcoming the barriers to T cell-mediated immunity against tuberculosis.
Semin Immunol 2014; 26: 578–587.

40 Shafiani S, Dinh C, Ertelt JM, et al. Pathogen-specific Treg cells expand early during Mycobacterium
tuberculosis infection but are later eliminated in response to interleukin-12. Immunity 2013; 38: 1261–1270.

41 Kursar M, Koch M, Mittrücker H-W, et al. Cutting edge: regulatory T cells prevent efficient clearance of
Mycobacterium tuberculosis. J Immunol 2007; 178: 2661–2665.

42 Cadena AM, Fortune SM, Flynn JL. Heterogeneity in tuberculosis. Nat Rev 2017; 17: 691–702.
43 Robert C. A decade of immune-checkpoint inhibitors in cancer therapy. Nat Commun 2020; 11: 3801.
44 Langan EA, Graetz V, Allerheiligen J, et al. Immune checkpoint inhibitors and tuberculosis: an old disease in

a new context. Lancet Oncol 2020; 21: e55–e65.

https://doi.org/10.1183/13993003.02512-2021 11

EUROPEAN RESPIRATORY JOURNAL REVIEW | M. AHMED ET AL.



45 van Eeden R, Rapoport BL, Smit T, et al. Tuberculosis infection in a patient treated with nivolumab for
non-small cell lung cancer: case report and literature review. Front Oncol 2019; 9: 659.

46 Lee JJX, Chan A, Tang T. Tuberculosis reactivation in a patient receiving anti-programmed death-1 (PD-1)
inhibitor for relapsed Hodgkin’s lymphoma. Acta Oncol 2016; 55: 519–520.

47 Fujita K, Terashima T, Mio T. Anti-PD1 antibody treatment and the development of acute pulmonary
tuberculosis. J Thorac Oncol 2016; 11: 2238–2240.

48 Barber DL, Sakai S, Kudchadkar RR, et al. Tuberculosis following PD-1 blockade for cancer immunotherapy.
Sci Transl Med 2019; 11: eaat2702.

49 Elkington PT, Bateman AC, Thomas GJ, et al. Implications of tuberculosis reactivation after immune
checkpoint inhibition. Am J Respir Crit Care Med 2018; 198: 1451–1453.

50 Fujita K, Yamamoto Y, Kanai O, et al. Development of Mycobacterium avium complex lung disease in
patients with lung cancer on immune checkpoint inhibitors. Open Forum Infect Dis 2020; 7: ofaa067.

51 Kato Y, Watanabe Y, Yamane Y, et al. Reactivation of TB during administration of durvalumab after
chemoradiotherapy for non-small-cell lung cancer: a case report. Immunotherapy 2020; 12: 373–378.

52 Crawley D, Breen RA, Elkington PT, et al. Tuberculosis associated with triplet therapy for lung cancer. Thorax
2020; 75: 609–610.

53 Anand K, Sahu G, Burns E, et al. Mycobacterial infections due to PD-1 and PD-L1 checkpoint inhibitors.
ESMO Open 2020; 5: e000866.

54 Medzhitov R. Recognition of microorganisms and activation of the immune response. Nature 2007; 449:
819–826.

55 Medzhitov R. Origin and physiological roles of inflammation. Nature 2008; 454: 428–435.
56 Pardoll DM. The blockade of immune checkpoints in cancer immunotherapy. Nat Rev Cancer 2012; 12:

252–264.
57 Blackburn SD, Shin H, Freeman GJ, et al. Selective expansion of a subset of exhausted CD8 T cells by

αPD-L1 blockade. Proc Natl Acad Sci USA 2008; 105: 15016–15021.
58 Thommen DS, Schreiner J, Müller P, et al. Progression of lung cancer is associated with increased

dysfunction of T cells defined by coexpression of multiple inhibitory receptors. Cancer Immunol Res 2015; 3:
1344–1354.

59 Egen JG, Allison JP. Cytotoxic T lymphocyte antigen-4 accumulation in the immunological synapse is
regulated by TCR signal strength. Immunity 2002; 16: 23–35.

60 Rudd CE, Taylor A, Schneider H. CD28 and CTLA-4 coreceptor expression and signal transduction. Immunol
Rev 2009; 229: 12–26.

61 Pauken KE, Wherry EJ. Overcoming T cell exhaustion in infection and cancer. Trends Immunol 2015; 36:
265–276.

62 Wang Z, Wang S, Goplen NP, et al. PD-1hi CD8+ resident memory T cells balance immunity and fibrotic
sequelae. Sci Immunol 2019; 4: 1217.

63 Weisberg SP, Carpenter DJ, Chait M, et al. Tissue-resident memory T cells mediate immune homeostasis in
the human pancreas through the PD-1/PD-L1 pathway. Cell Rep 2019; 29: 3916–3932.

64 Wherry EJ. T cell exhaustion. Nat Immunol 2011; 12: 492–499.
65 Sharpe AH, Pauken KE. The diverse functions of the PD1 inhibitory pathway. Nat Rev Immunol 2018; 18:

153–167.
66 Kamphorst AO, Ahmed R. Manipulating the PD-1 pathway to improve immunity. Curr Opin Immunol 2013; 25:

381–388.
67 Okazaki T, Chikuma S, Iwai Y, et al. A rheostat for immune responses: the unique properties of PD-1 and

their advantages for clinical application. Nat Immunol 2013; 14: 1212–1218.
68 Francisco LM, Sage PT, Sharpe AH. The PD-1 pathway in tolerance and autoimmunity. Immunol Rev 2010;

236: 219–242.
69 Garcia-Diaz A, Shin DS, Moreno BH, et al. Interferon receptor signaling pathways regulating PD-L1 and PD-L2

expression. Cell Rep 2017; 19: 1189–1201.
70 Herbst RS, Soria JC, Kowanetz M, et al. Predictive correlates of response to the anti-PD-L1 antibody

MPDL3280A in cancer patients. Nature 2014; 515: 563–567.
71 Tumeh PC, Harview CL, Yearley JH, et al. PD-1 blockade induces responses by inhibiting adaptive immune

resistance. Nature 2014; 515: 568–571.
72 Shin DS, Zaretsky JM, Escuin-Ordinas H, et al. Primary resistance to PD-1 blockade mediated by JAK1/2

mutations. Cancer Discov 2017; 7: 188–201.
73 Gao J, Shi LZ, Zhao H, et al. Loss of IFN-γ pathway genes in tumor cells as a mechanism of resistance to

anti-CTLA-4 therapy. Cell 2016; 167: 397–404.
74 Huang AC, Postow MA, Orlowski RJ, et al. T-cell invigoration to tumour burden ratio associated with

anti-PD-1 response. Nature 2017; 545: 60–65.
75 Im SJ, Hashimoto M, Gerner MY, et al. Defining CD8+ T cells that provide the proliferative burst after PD-1

therapy. Nature 2016; 537: 417–421.

https://doi.org/10.1183/13993003.02512-2021 12

EUROPEAN RESPIRATORY JOURNAL REVIEW | M. AHMED ET AL.



76 Wei SC, Levine JH, Cogdill AP, et al. Distinct cellular mechanisms underlie anti-CTLA-4 and anti-PD-1
checkpoint blockade. Cell 2017; 170: 1120–1133.

77 Wykes MN, Lewin SR. Immune checkpoint blockade in infectious diseases. Nat Rev Immunol 2018; 18:
91–104.

78 Barber DL, Wherry EJ, Masopust D, et al. Restoring function in exhausted CD8 T cells during chronic viral
infection. Nature 2006; 439: 682–687.

79 Odorizzi PM, Pauken KE, Paley MA, et al. Genetic absence of PD-1 promotes accumulation of terminally
differentiated exhausted CD8+ T cells. J Exp Med 2015; 212: 1125–1137.

80 Blank CU, Haining WN, Held W, et al. Defining ‘T cell exhaustion’. Nat Rev Immunol 2019; 19: 665–674.
81 Linsley PS, Greene JAL, Brady W, et al. Human B7-1 (CD80) and B7-2 (CD86) bind with similar avidities but

distinct kinetics to CD28 and CTLA-4 receptors. Immunity 1994; 1: 793–801.
82 Van Der Merwe PA, Bodian DL, Daenke S, et al. CD80 (B7-1) binds both CD28 and CTLA-4 with a low affinity

and very fast kinetics. J Exp Med 1997; 185: 393–403.
83 Wei SC, Sharma R, Anang N-AAS, et al. Negative co-stimulation constrains T cell differentiation by imposing

boundaries on possible cell states. Immunity 2019; 50: 1084–1098.
84 Zappasodi R, Serganova I, Cohen IJ, et al. CTLA-4 blockade drives loss of Treg stability in glycolysis-low

tumours. Nature 2021; 591: 652–658.
85 Qureshi OS, Zheng Y, Nakamura K, et al. Trans-endocytosis of CD80 and CD86: a molecular basis for the

cell-extrinsic function of CTLA-4. Science 2011; 332: 600–603.
86 Corse E, Allison JP. Cutting edge: CTLA-4 on effector T cells inhibits in trans. J Immunol 2012; 189:

1123–1127.
87 Kuehn HS, Ouyang W, Lo B, et al. Immune dysregulation in human subjects with heterozygous germline

mutations in CTLA4. Science 2014; 345: 1623–1627.
88 Schubert D, Bode C, Kenefeck R, et al. Autosomal dominant immune dysregulation syndrome in humans

with CTLA4 mutations. Nat Med 2014; 20: 1410–1416.
89 Jain N, Nguyen H, Chambers C, et al. Dual function of CTLA-4 in regulatory T cells and conventional T cells

to prevent multiorgan autoimmunity. Proc Natl Acad Sci USA 2010; 107: 1524–1528.
90 Wing K, Onishi Y, Prieto-Martin P, et al. CTLA-4 control over Foxp3+ regulatory T cell function. Science 2008;

322: 271–275.
91 Friedline RH, Brown DS, Nguyen H, et al. CD4+ regulatory T cells require CTLA-4 for the maintenance of

systemic tolerance. J Exp Med 2009; 206: 421–434.
92 Waterhouse P, Penninger JM, Timms E, et al. Lymphoproliferative disorders with early lethality in mice

deficient in Ctla-4. Science 1995; 270: 985–988.
93 Klocke K, Sakaguchi S, Holmdahl R, et al. Induction of autoimmune disease by deletion of CTLA-4 in mice in

adulthood. Proc Natl Acad Sci USA 2016; 113: E2383–E2392.
94 Khattri R, Auger JA, Griffin MD, et al. Lymphoproliferative disorder in CTLA-4 knockout mice is characterized

by CD28-regulated activation of Th2 responses. J Immunol 1999; 162: 5784–5791.
95 Buchbinder EI, Desai A. CTLA-4 and PD-1 pathways: similarities, differences, and implications of their

inhibition. Am J Clin Oncol 2016; 39: 98–106.
96 Peggs KS, Quezada SA, Chambers CA, et al. Blockade of CTLA-4 on both effector and regulatory T cell

compartments contributes to the antitumor activity of anti-CTLA-4 antibodies. J Exp Med 2009; 206:
1717–1725.

97 Selby MJ, Engelhardt JJ, Quigley M, et al. Anti-CTLA-4 antibodies of IgG2a isotype enhance antitumor
activity through reduction of intratumoral regulatory T cells. Cancer Immunol Res 2013; 1: 32–42.

98 Fehlings M, Simoni Y, Penny HL, et al. Checkpoint blockade immunotherapy reshapes the high-dimensional
phenotypic heterogeneity of murine intratumoural neoantigen-specific CD8+ T cells. Nat Commun 2017;
8: 562.

99 Ha D, Tanaka A, Kibayashi T, et al. Differential control of human Treg and effector T cells in tumor immunity
by Fc-engineered anti-CTLA-4 antibody. Proc Natl Acad Sci USA 2019; 116: 609–618.

100 Chen H, Liakou CI, Kamat A, et al. Anti-CTLA-4 therapy results in higher CD4+ICOShi T cell frequency and
IFN-γ levels in both nonmalignant and malignant prostate tissues. Proc Natl Acad Sci USA 2009; 106:
2729–2734.

101 Liakou CI, Kamat A, Tang DN, et al. CTLA-4 blockade increases IFNγ-producing CD4+ICOShi cells to shift the
ratio of effector to regulatory T cells in cancer patients. Proc Natl Acad Sci USA 2008; 105: 14987–14992.

102 Splitt SD, Souza SP, Valentine KM, et al. PD-L1, TIM-3, and CTLA-4 blockade fails to promote resistance to
secondary infection with virulent strains of Toxoplasma gondii. Infect Immun 2018; 86: e00459-18.

103 Jacobs T, Graefe SEB, Niknafs S, et al. Murine malaria is exacerbated by CTLA-4 blockade. J Immunol 2002;
169: 2323–2329.

104 Rowe JH, Johanns TM, Ertelt JM, et al. Cytotoxic T-lymphocyte antigen 4 blockade augments the T-cell
response primed by attenuated Listeria monocytogenes resulting in more rapid clearance of virulent
bacterial challenge. Immunology 2009; 128: e471–e478.

https://doi.org/10.1183/13993003.02512-2021 13

EUROPEAN RESPIRATORY JOURNAL REVIEW | M. AHMED ET AL.



105 Bradley T, Kuraoka M, Yeh C-H, et al. Immune checkpoint modulation enhances HIV-1 antibody induction.
Nat Commun 2020; 11: 948.

106 Qin S, Xu L, Yi M, et al. Novel immune checkpoint targets: moving beyond PD-1 and CTLA-4. Mol Cancer
2019; 18: 155.

107 Anderson AC, Joller N, Kuchroo VK. Lag-3, Tim-3, and TIGIT: co-inhibitory receptors with specialized
functions in immune regulation. Immunity 2016; 44: 989–1004.

108 Andrews LP, Marciscano AE, Drake CG, et al. LAG3 (CD223) as a cancer immunotherapy target. Immunol Rev
2017; 276: 80–96.

109 Workman CJ, Vignali DAA. Negative regulation of T cell homeostasis by lymphocyte activation gene-3
(CD223). J Immunol 2005; 174: 688–695.

110 Blackburn SD, Shin H, Haining WN, et al. Coregulation of CD8+ T cell exhaustion by multiple inhibitory
receptors during chronic viral infection. Nat Immunol 2009; 10: 29–37.

111 Richter K, Agnellini P, Oxenius A. On the role of the inhibitory receptor LAG-3 in acute and chronic LCMV
infection. Int Immunol 2010; 22: 13–23.

112 Woo SR, Turnis ME, Goldberg MV, et al. Immune inhibitory molecules LAG-3 and PD-1 synergistically regulate
T-cell function to promote tumoral immune escape. Cancer Res 2012; 72: 917–927.

113 Butler NS, Moebius J, Pewe LL, et al. Therapeutic blockade of PD-L1 and LAG-3 rapidly clears established
blood-stage Plasmodium infection. Nat Immunol 2012; 13: 188–195.

114 Zhu C, Anderson AC, Schubart A, et al. The Tim-3 ligand galectin-9 negatively regulates T helper type 1
immunity. Nat Immunol 2005; 6: 1245–1252.

115 Wolf Y, Anderson AC, Kuchroo VK. TIM3 comes of age as an inhibitory receptor. Nat Rev Immunol 2020; 20:
173–185.

116 Jin HT, Anderson AC, Tan WG, et al. Cooperation of Tim-3 and PD-1 in CD8 T-cell exhaustion during chronic
viral infection. Proc Natl Acad Sci USA 2010; 107: 14733–14738.

117 Ndhlovu LC, Lopez-Vergès S, Barbour JD, et al. Tim-3 marks human natural killer cell maturation and
suppresses cell-mediated cytotoxicity. Blood 2012; 119: 3734–3743.

118 Yang X, Jiang X, Chen G, et al. T cell Ig mucin-3 promotes homeostasis of sepsis by negatively regulating the
TLR response. J Immunol 2013; 190: 2068–2079.

119 de Mingo Pulido Á, Gardner A, Hiebler S, et al. TIM-3 regulates CD103+ dendritic cell function and response
to chemotherapy in breast cancer. Cancer Cell 2018; 33: 60–74.

120 Shen L, Shi H, Gao Y, et al. The characteristic profiles of PD-1 and PD-L1 expressions and dynamic changes
during treatment in active tuberculosis. Tuberculosis 2016; 101: 146–150.

121 Shen L, Gao Y, Liu Y, et al. PD-1/PD-L pathway inhibits M.tb-specific CD4+ T-cell functions and phagocytosis
of macrophages in active tuberculosis. Sci Rep 2016; 6: 38362.

122 Jean Bosco M, Wei M, Hou H, et al. The exhausted CD4+CXCR5+ T cells involve the pathogenesis of human
tuberculosis disease. Int J Infect Dis 2018; 74: 1–9.

123 Singh A, Dey AB, Mohan A, et al. Foxp3+ regulatory T cells among tuberculosis patients: impact on prognosis
and restoration of antigen specific IFN-γ producing T cells. PLoS One 2012; 7: e44728.

124 Suarez GV, Melucci Ganzarain CDC, Vecchione MB, et al. PD-1/PD-L1 pathway modulates macrophage
susceptibility to Mycobacterium tuberculosis specific CD8+ T cell induced death. Sci Rep 2019; 9: 187.

125 Singh A, Mohan A, Dey AB, et al. Inhibiting the programmed death 1 pathway rescues Mycobacterium
tuberculosis-specific interferon γ-producing T cells from apoptosis in patients with pulmonary tuberculosis.
J Infect Dis 2013; 208: 603–615.

126 Jurado JO, Alvarez IB, Pasquinelli V, et al. Programmed death (PD)-1:PD-ligand 1/PD-ligand 2 pathway
inhibits T cell effector functions during human tuberculosis. J Immunol 2008; 181: 116–125.

127 Day CL, Abrahams DA, Bunjun R, et al. PD-1 expression on Mycobacterium tuberculosis-specific CD4 T cells is
associated with bacterial load in human tuberculosis. Front Immunol 2018; 9: 1995.

128 Gong J-H, Zhang M, Modlin RL, et al. Interleukin-10 downregulates Mycobacterium tuberculosis-induced Th1
responses and CTLA-4 expression. Infect Immun 1996; 64: 913–918.

129 Roberts T, Beyers N, Aguirre A, et al. Immunosuppression during active tuberculosis is characterized by
decreased interferon-γ production and CD25 expression with elevated forkhead box P3, transforming growth
factor-β, and interleukin-4 mRNA levels. J Infect Dis 2007; 195: 870–878.

130 Saharia KK, Petrovas C, Ferrando-Martinez S, et al. Tuberculosis therapy modifies the cytokine profile,
maturation state, and expression of inhibitory molecules on Mycobacterium tuberculosis-specific CD4+

T-cells. PLoS One 2016; 11: e0158262.
131 Shao L, Gao Y, Shao X, et al. CTLA-4 blockade reverses the Foxp3+ T-regulatory-cell suppression of

anti-tuberculosis T-cell effector responses. bioRxiv 2020; preprint [https://doi.org/10.1101/2020.05.11.
089946].

132 Phillips BL, Gautam US, Bucsan AN, et al. LAG-3 potentiates the survival of Mycobacterium tuberculosis in
host phagocytes by modulating mitochondrial signaling in an in-vitro granuloma model. PLoS One 2017; 12:
e0180413.

https://doi.org/10.1183/13993003.02512-2021 14

EUROPEAN RESPIRATORY JOURNAL REVIEW | M. AHMED ET AL.

https://doi.org/10.1101/2020.05.11.089946
https://doi.org/10.1101/2020.05.11.089946
https://doi.org/10.1101/2020.05.11.089946


133 Qiu Y, Chen J, Liao H, et al. Tim-3-expressing CD4+ and CD8+ T cells in human tuberculosis (TB) exhibit
polarized effector memory phenotypes and stronger anti-TB effector functions. PLoS Pathog 2012; 8:
e1002984.

134 Wang X, Cao Z, Jiang J, et al. Elevated expression of Tim-3 on CD8 T cells correlates with disease severity of
pulmonary tuberculosis. J Infect 2011; 62: 292–300.

135 Sigal GB, Segal MR, Mathew A, et al. Biomarkers of tuberculosis severity and treatment effect: a directed
screen of 70 host markers in a randomized clinical trial. EBioMedicine 2017; 25: 112–121.

136 Sivakumaran D, Jenum S, Vaz M, et al. Combining host-derived biomarkers with patient characteristics
improves signature performance in predicting tuberculosis treatment outcomes. Commun Biol 2020; 3: 359.

137 Hassan SS, Akram M, King EC, et al. PD-1, PD-L1 and PD-L2 gene expression on T-cells and natural killer
cells declines in conjunction with a reduction in PD-1 protein during the intensive phase of tuberculosis
treatment. PLoS One 2015; 10: e0137646.

138 Henao-Tamayo M, Irwin SM, Shang S, et al. T lymphocyte surface expression of exhaustion markers as
biomarkers of the efficacy of chemotherapy for tuberculosis. Tuberculosis 2011; 91: 308–313.

139 Kirman J, McCoy K, Hook S, et al. CTLA-4 blockade enhances the immune response induced by
mycobacterial infection but does not lead to increased protection. Infect Immun 1999; 67: 3786–3792.

140 Alvarez IB, Pasquinelli V, Jurado JO, et al. Role played by the programmed death-1–programmed death
ligand pathway during innate immunity against Mycobacterium tuberculosis. J Infect Dis 2010; 202: 524–532.

141 Li J, Jin C, Wu C, et al. PD-1 modulating Mycobacterium tuberculosis-specific polarized effector memory T
cells response in tuberculosis pleurisy. J Leukoc Biol 2019; 106: 733–747.

142 Jayaraman P, Sada-Ovalle I, Beladi S, et al. Tim3 binding to galectin-9 stimulates antimicrobial immunity.
J Exp Med 2010; 207: 2343–2354.

143 Jayaraman P, Jacques MK, Zhu C, et al. TIM3 mediates T cell exhaustion during Mycobacterium tuberculosis
infection. PLoS Pathog 2016; 12: e1005490.

144 Sada-Ovalle I, Chávez-Galán L, Torre-Bouscoulet L, et al. The Tim3–Galectin 9 pathway induces antibacterial
activity in human macrophages infected with Mycobacterium tuberculosis. J Immunol 2012; 189: 5896–5902.

145 Jayaraman P, Sada-Ovalle I, Nishimura T, et al. IL-1β promotes antimicrobial immunity in macrophages by
regulating TNFR signaling and caspase-3 activation. J Immunol 2013; 190: 4196–4204.

146 Kang J, Wei ZF, Li MX, et al. Modulatory effect of Tim-3/Galectin-9 axis on T-cell-mediated immunity in
pulmonary tuberculosis. J Biosci 2020; 45: 60.

147 Snelgrove RJ, Goulding J, Didierlaurent AM, et al. A critical function for CD200 in lung immune homeostasis
and the severity of influenza infection. Nat Immunol 2008: 1074–1083.

148 Lázár-Molnár E, Chen B, Sweeney KA, et al. Programmed death-1 (PD-1)-deficient mice are extraordinarily
sensitive to tuberculosis. Proc Natl Acad Sci USA 2010; 107: 13402–13407.

149 Tousif S, Singh Y, Prasad DVR, et al. T cells from programmed death-1 deficient mice respond poorly to
Mycobacterium tuberculosis infection. PLoS One 2011; 6: e19864.

150 Kauffman KD, Sakai S, Lora NE, et al. PD-1 blockade exacerbates Mycobacterium tuberculosis infection in
rhesus macaques. Sci Immunol 2021; 6: eabf3861.

151 Sakai S, Kawamura I, Okazaki T, et al. PD-1–PD-L1 pathway impairs Th1 immune response in the late stage
of infection with Mycobacterium bovis bacillus Calmette–Guérin. Int Immunol 2010; 22: 915–925.

152 Claeys TA, Robinson RT. The many lives of nontuberculous mycobacteria. J Bacteriol 2018; 200: e00739-17.
153 Zeng G, Zhang G, Chen X. Th1 cytokines, true functional signatures for protective immunity against TB?

Cell Mol Immunol 2018; 15: 206–215.
154 Leal IS, Smedegard B, Andersen P, et al. Failure to induce enhanced protection against tuberculosis by

increasing T-cell-dependent interferon-gamma generation. Immunology 2001; 104: 157–161.
155 Tezera LB, Bielecka MK, Chancellor A, et al. Dissection of the host–pathogen interaction in human

tuberculosis using a bioengineered 3-dimensional model. Elife 2017; 6: e21283.
156 Roca FJ, Whitworth LJ, Redmond S, et al. TNF induces pathogenic programmed macrophage necrosis in

tuberculosis through a mitochondrial-lysosomal-endoplasmic reticulum circuit. Cell 2019; 178: 1344–1361.
157 Roca FJ, Ramakrishnan L. TNF dually mediates resistance and susceptibility to mycobacteria via

mitochondrial reactive oxygen species. Cell 2013; 153: 521–534.
158 Ogishi M, Yang R, Aytekin C, et al. Inherited PD-1 deficiency underlies tuberculosis and autoimmunity in a

child. Nat Med 2021; 27; 1646–1654.
159 Periasamy S, Dhiman R, Barnes PF, et al. Programmed death 1 and cytokine inducible SH2-containing

protein dependent expansion of regulatory T cells upon stimulation with Mycobacterium tuberculosis.
J Infect Dis 2011; 203: 1256–1263.

160 Trinath J, Maddur MS, Kaveri SV, et al. Mycobacterium tuberculosis promotes regulatory T-cell expansion via
induction of programmed death-1 ligand 1 (PD-L1, CD274) on dendritic cells. J Infect Dis 2012; 205; 694–696.

161 Soerens AG, Da Costa A, Lund JM. Regulatory T cells are essential to promote proper CD4 T-cell priming
upon mucosal infection. Mucosal Immunol 2016; 9: 1395–1406.

https://doi.org/10.1183/13993003.02512-2021 15

EUROPEAN RESPIRATORY JOURNAL REVIEW | M. AHMED ET AL.



162 Sakai S, Kauffman KD, Schenkel JM, et al. Cutting edge: control of Mycobacterium tuberculosis infection by a
subset of lung parenchyma-homing CD4 T cells. J Immunol 2014; 192: 2965–2969.

163 Henson SM, Akbar AN. KLRG1 – more than a marker for T cell senescence. Age 2009; 31: 285–291.
164 Lindenstrøm T, Moguche A, Damborg M, et al. T cells primed by live mycobacteria versus a tuberculosis

subunit vaccine exhibit distinct functional properties. EBioMedicine 2018; 27: 27–39.
165 Reiley WW, Shafiani S, Wittmer ST, et al. Distinct functions of antigen-specific CD4 T cells during murine

Mycobacterium tuberculosis infection. Proc Natl Acad Sci USA 2010; 107: 19408–19413.
166 Moguche AO, Shafiani S, Clemons C, et al. ICOS and Bcl6-dependent pathways maintain a CD4 T cell

population with memory-like properties during tuberculosis. J Exp Med 2015; 212: 715–728.
167 Moguche AO, Musvosvi M, Penn-Nicholson A, et al. Antigen availability shapes T cell differentiation and

function during tuberculosis. Cell Host Microbe 2017; 21: 695–706.
168 Lu YJ, Barreira-Silva P, Boyce S, et al. CD4 T cell help prevents CD8 T cell exhaustion and promotes control

of Mycobacterium tuberculosis infection. Cell Rep 2021; 36: 109696.
169 Kauffman KD, Sallin MA, Sakai S, et al. Defective positioning in granulomas but not lung-homing limits CD4

T-cell interactions with Mycobacterium tuberculosis-infected macrophages in rhesus macaques. Mucosal
Immunol 2018; 11: 462–473.

170 Elkington PT, Ugarte-Gil CA, Friedland JS. Matrix metalloproteinases in tuberculosis. Eur Respir J 2011; 38:
456–464.

171 Al Shammari B, Shiomi T, Tezera L, et al. The extracellular matrix regulates granuloma necrosis in
tuberculosis. J Infect Dis 2015; 212: 463–473.

172 Comas Ĩ, Chakravartti J, Small PM, et al. Human T cell epitopes of Mycobacterium tuberculosis are
evolutionarily hyperconserved. Nat Genet 2010; 42: 498–503.

173 Coscolla M, Copin R, Sutherland J, et al. M. tuberculosis T cell epitope analysis reveals paucity of antigenic
variation and identifies rare variable TB antigens. Cell Host 2015; 18: 538–548.

174 Di Liberto D, Locati M, Caccamo N, et al. Role of the chemokine decoy receptor D6 in balancing
inflammation, immune activation, and antimicrobial resistance in Mycobacterium tuberculosis infection.
J Exp Med 2008; 205: 2075–2084.

175 Garlanda C, Di Liberto D, Vecchi A, et al. Damping excessive inflammation and tissue damage in
Mycobacterium tuberculosis infection by Toll IL-1 receptor 8/single Ig IL-1-related receptor, a negative
regulator of IL-1/TLR signaling. J Immunol 2007; 179: 3119–3125.

176 Comstock GW, Livesay VT, Woolpert SF. The prognosis of a positive tuberculin reaction in childhood and
adolescence. Am J Epidemiol 1974; 99: 131–138.

177 Elkington P, Tebruegge M, Mansour S. Tuberculosis: an infection-initiated autoimmune disease? Trends
Immunol 2016; 37: 815–818.

178 Del Galllo F, Lombardi G, Piccolella E, et al. Increased autoreactive T cell frequency in tuberculous patients.
Int Arch Allergy Immunol 1990; 91: 36–42.

179 Hunter RL, Actor JK, Hwang SA, et al. Pathogenesis and animal models of post-primary (bronchogenic)
tuberculosis, a review. Pathogens 2018; 7: 19.

180 Tezera LB, Mansour S, Elkington P. Reconsidering the optimal immune response to Mycobacterium
tuberculosis. Am J Respir Crit Care Med 2020; 201: 407–413.

https://doi.org/10.1183/13993003.02512-2021 16

EUROPEAN RESPIRATORY JOURNAL REVIEW | M. AHMED ET AL.


	The paradox of immune checkpoint inhibition re-activating tuberculosis
	Abstract
	Introduction
	Obstacles to protective TB immunity
	Re-activation of TB following ICI
	Mechanisms of ICs
	PD-1
	CTLA-4
	LAG-3 and TIM-3

	Modulation of ICs in TB
	Expression of PD-1/PD-L1 is upregulated in active TB
	IC expression is downregulated in response to TB therapy
	Inhibition of ICs enhances effector functions
	Loss of PD-1/PD-L1 signalling exacerbates disease
	PD-1-expressing CD4 T-cells associate with protective responses

	Implications of ICI in TB
	Conclusions
	References


