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The lungs are continuously subjected to environmental insults making them susceptible

to infection and injury. They are protected by the respiratory epithelium, which not

only serves as a physical barrier but also a reactive one that can release cytokines,

chemokines, and other defense proteins in response to danger signals, and can undergo

conversion to protective mucus-producing goblet cells. The lungs are also guarded by

a complex network of highly specialized immune cells and their mediators to support

tissue homeostasis and resolve integrity deviation. This review focuses on specialized

innate-like lymphocytes present in the lung that act as key sensors of lung insults

and direct the pulmonary immune response. Included amongst these tissue-resident

lymphocytes are innate lymphoid cells (ILCs), which are classified into five distinct subsets

(natural killer, ILC1, ILC2, ILC3, lymphoid tissue-inducer cells), and unconventional T cells

including natural killer T (NKT) cells, mucosal-associated invariant T (MAIT) cells, and γδ-T

cells. While ILCs and unconventional T cells together comprise only a small proportion of

the total immune cells in the lung, they have been found to promote lung homeostasis and

are emerging as contributors to a variety of chronic lung diseases including pulmonary

fibrosis, allergic airway inflammation, and chronic obstructive pulmonary disease (COPD).

A particularly intriguing trait of ILCs that has recently emerged is their plasticity and

ability to alter their gene expression profiles and adapt their function in response to

environmental cues. The malleable nature of these cells may aid in rapid responses to

pathogen but may also have downstream pathological consequences. The role of ILC2s

in Th2 allergic airway responses is becoming apparent but the contribution of other ILCs

and unconventional T cells during chronic lung inflammation is poorly described. This

review presents an overview of our current understanding of the involvement of ILCs and

unconventional T cells in chronic pulmonary diseases.
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INTRODUCTION

The lungs are constantly exposed to particulates from the environment. This inhaled matter
includes harmless aeroallergens, airborne pathogens which can cause infection, and noxious agents
including dust, smoke, and other environmental pollutants that can induce lung tissue damage.
The conducting airways of the respiratory system are comprised of ciliated epithelium interspersed
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with mucus-producing goblet cells. This protects against
particulates and infectious agents, which adhere to the mucus,
and through the actions of the cilia, are cleared from the airways.
This barrier is also supported by the presence of tissue-resident
immune cells that provide cellular and humoral host defense.
The resting lung harbors a plethora of leukocytes including B
and T cells and myeloid cells (alveolar macrophages, interstitial
macrophages, monocytes, dendritic cell subsets, neutrophils,
eosinophils, mast cells), with their numbers and proportions
changing dramatically during infection and inflammation. In
response to tissue damage, stress or infection, the respiratory
epithelium secretes proteins important in inflammation and host
defense such as surfactant, anti-microbial peptides (β-defensins,
cathelicidins), danger signals such as alarmins, chemokines,
and cytokines to recruit and activate immune cells. While this
normally results in the clearance of the pathogenic agent, in
certain situations the inflammatory response becomes chronic
leading to progressive lung tissue damage. Defining the cellular
and molecular pathways that are altered during chronic disease
transition may reveal new lung disease targets for therapy.

Recent studies have revealed the presence of small populations
of other distinct immune cells in the lung including innate
lymphoid cells (ILCs) and unconventional T lymphocytes (CD1-
restricted NKT, MAIT cells, and γδ-T cells) and described their
contribution to lung homeostasis, however these innate-like
cells are now also emerging as pathogenic mediators in lung
disease. ILCs show transcriptional and functional parallels to the
conventional polarized T helper cell subsets (Th1, Th2, Th17),
with the critical difference that ILCs lack clonally distributed
antigen-specific receptors, responding instead to danger and
stress signals derived from mucosal epithelium, stroma, and
myeloid-lineage cells. In contrast, γδ-T cells, MAIT cells, and
NKT cells possess semi-variant antigen-specific receptors but
likewise respond to similar mediators, although these are more
restricted dependent on cell type, and in some cases, are still
poorly defined. Here we will summarize how these relatively new
players participate in immune-regulation and homeostasis in the
lung, and elaborate on how they can become dysregulated and
contribute to chronic lung diseases.

ILCs IN LUNG HOMEOSTASIS

The ILC family is comprised of several phenotypically distinct
subsets that are derived from a common lymphoid precursor,
which unlike conventional T lymphocytes, do not express
antigen-specific receptors nor mediate antigen-specific immune
responses (1). ILCs are classified into five distinct subsets
based on their development, transcription factor expression and
effector function (2). Conventional NK cells, which are dedicated
cytotoxic effectors that kill virus-infected cells and tumor cells
and require the transcription factor T-bet for their function, are
now regarded as a distinct ILC subset. A second subset, lymphoid
tissue-inducer (LTi) cells, are responsible for secondary lymphoid
organogenesis, while the remaining three subsets of ILCs (ILC1,
ILC2, ILC3) play a role akin to helper T cells. Herein, we will use
the abbreviation ILCs to refer to the ILC1, 2, and 3 subsets. Much

like Th1, Th2, and Th17 cells, ILC1 express T-bet (encoding
for their cytotoxic potential), ILC2 express GATA-3 while CD4−

ILC3 and CD4+ LTi cells express retinoic acid-related orphan
receptor (ROR)γt (Figure 1). Although distributed in both
lymphoid and non-lymphoid organs throughout the body, ILCs
populate barrier surfaces, notably the skin, lung, and other
mucosal sites, in much greater numbers.

Under homeostatic conditions, the immune cell make-up
of the mouse lung is predominantly conventional lymphocytes
and myeloid cells, although NK cells and all three ILC subsets
have also been identified in the airways, albeit at much
lower frequencies (3, 4). The ILC2 population is thought to
be tissue-resident and thus are the predominant helper-type
ILCs in the steady-state mouse lung (3, 5). Indeed, in a
parabiotic experiment, ILC2s found in the lung were shown
to be of host origin and strikingly, very few ILC2s were
found in the circulation with the vast majority residing within
the lung parenchyma (6). Furthermore, during homeostatic
conditions, self-renewal of ILC2s maintained the tissue-resident
population (6). Even during acute infection with the helminth
Nippostrongylus brasiliensis, the ILC2 population in the lung
remained host-derived and it was not until the expulsion of
the larvae, which is associated with inflammation and tissue
repair, that an increase in donor-derived ILC2s was observed (6).
Similarly, in another parabiosis study, after 1 month of shared
circulation, T cells and eosinophils were present from both host
and donor, while ILC2s of the parabiotic donor could not be
detected, even 1 week after intra-tracheal IL-33 challenge (7).

Unconventional T cells are similarly thought to be tissue-
resident and arise from local expansion. Indeed, γδ-T cells, with
a restricted Vγ4 or Vγ6 T cell receptor (TCR), mature in the
thymus as CD44+CD27− with a defined effector phenotype of
IL-17 production (γδ-T17 cells) and specifically populate lung
tissue during fetal development (8). CCR6/CCR2 co-expression
identifies tissue-residency of γδ-T cells including γδ-T17 cells,
but a recent study has identified populations of γδ-T17 cells
lacking CCR6 expression in lung tissue (9) suggesting that under
specific conditions, other γδ-T cell subsets are able to migrate
and populate the lungs. Evidence now suggests that inflammatory
ILC2s from the intestine are also able tomigrate to the lung under
specific conditions (10, 11). As both the lung and gut associated
tissues exhibit tonic immune activation due to interactions
between the mucosa and microbiota, further evidence is required
to understand the tissue and context-specific regulation of ILC
and unconventional T cell responses.

Maintenance of the epithelial barrier of the respiratory tract
is critical to limit exposure to pathological and immunological
stimuli and ILC2s are thought to have a key role in this
process. ILC2 mediators including IL-4, IL-5, IL-9, IL-13, and the
epidermal growth factor-like molecule amphiregulin are critical
for maintaining airway barrier integrity and tissue homeostasis.
In the lung, ILCs have been shown to interact with local epithelial
cells and myeloid cells. ILC2 depletion impaired airway epithelial
barrier integrity following influenza virus infection through a
failure to generate hyper-plastic epithelial cells, an epithelial
repair response, causing epithelial cells to undergo necrosis
leading to deterioration of the epithelial lining (5). To modulate

Frontiers in Immunology | www.frontiersin.org 2 July 2019 | Volume 10 | Article 1597

https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org
https://www.frontiersin.org/journals/immunology#articles


Borger et al. ILCs in Chronic Lung Disease

FIGURE 1 | Schematic representation of the five different ILC subsets and their roles in cellular immunity. ILCs, which are derived from a common lymphoid progenitor

(CLP), are classified into five distinct subsets on the basis of their transcription factor usage and unique spectrum of cytokines that they produce. This confers their

distinct roles in immune responses and lymphoid organ development.

epithelial cell responses in the airways, ILC2s may use autocrine
IL-9 to promote IL-5 and IL-13 production. Exposure to chitin,
which is associated with allergic responses, was shown to drive
IL-33 and thymic stromal lymphopoietin (TSLP) from resident
alveolar type II cells, inducing the IRF4-IL-9 module in ILC2s,
highlighting a critical interaction between resident ILCs and
structural cells (12). Moreover, IL-5 and IL-13 have been shown
to promote mucus hyper-production and tissue repair in type
2 immune responses such as asthma and helminth infection
[reviewed in (13)]. Interestingly in the human lung under
homeostatic conditions, it was reported that ILC3s are the most
abundant ILC population in healthy older individuals, although
in this study the confounding effects of smoking (two out of
five subjects sampled) and elevated BMI necessitates further
investigation (14). In the lung, IL-22 is mainly produced by ILC3,
in addition to γδ-T cells, and Th17 cells, and has also been shown
to be involved in the maintenance of epithelial barrier function,
mucus production and tissue repair [reviewed in (15)]. Thus,
ILCs contribute to barrier surveillance and epithelial protection

and repair through coordinated interactions with other cells in
the lung.

Epithelial cell-derived mediators are critical in the regulation
of ILC responses. Epithelial cell or myeloid cell derived IL-25,
IL-33, and TSLP can promote an ILC2 response after allergen
challenge, helminth exposure or influenza infection. IL-33, an
alarmin that is highly expressed in airway epithelial cells, has been
shown to be overexpressed in lungs of patients with pulmonary
fibrosis, asthma, and COPD and has been shown to be a main
driver of ILC2 expansion (16–18). In mice following challenge
with influenza virus, release of IL-33 corresponded with elevated
IL-5 production by ILC2s and the recruitment of eosinophils to
the lung during the recovery phase of influenza infection (19).

Intriguingly, IL-17 production from γδ-T cells was shown
during neonatal influenza to augment IL-33 production from
the mucosa, generating a type 2 response and the production
of amphiregulin by ILC2s (20). The authors found a similar
correlation of IL-17, IL-33, and amphiregulin in the nasal wash
of human infants infected with influenza, identifying an axis of
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IL-17 production from γδ-T cells in the production of IL-33 for
ILC2 repair responses in the lung (20).

ILC2 cells also express the receptor for TSLP, and together
with IL-25 and IL-33, TSLP has been shown to induce ILC2s
following rhinovirus and respiratory syncytial virus infection
(21–23). A suggestive association with a SNP in the TSLP gene
and severe asthma has been identified in genome-wide analysis
of severe asthmatics in one study (24), and TSLP has been
shown in a papain-model of asthma to illicit a type 2 response
for which ILC2s were the dominant source of IL-13 and IL-
5 (25). Similarly, TSLP has been shown to play an important
role in iNKT cell-dependent asthma, enhancing AHR expression
by increasing iNKT cell production of IL-13 (26). TGF-β, also
secreted by lung epithelial cells, has been shown to skew ILC
responses causing the upregulation of the TGF-β receptor (TGF-
βRII) and enhancement of ILC2 activity, demonstrating that
ILCs take direct cues from the lung mucosa and epithelium
(27). This would suggest that the particular location of ILCs
within the lung and the involvement of unconventional T cells is
responsible for directing the nature and magnitude of the specific
immune response.

ILCs themselves have been reported to antagonize each other,
with IL-27 and interferon-γ (IFN-γ) released by ILC1s shown
to inhibit ILC2s and type 2 responses in the lung (28). In
addition and more fully discussed below, ILCs are highly plastic,
being able to readily change phenotype and function depending
on their microenvironment. The contribution of other innate-
like cells such as γδ-T cells, MAIT cells, and NKT cells in
directing ILC traits and functionality in the lung may be of great
importance in understanding the role of ILCs in chronic lung
disease, in particular when compounded by viral, bacterial, and
other disease exacerbations.

PLASTICITY OF ILCs
DURING INFLAMMATION

Cellular plasticity is the ability of a differentiated effector cell
to adapt their function in response to altered situations and is
a particular feature of CD4+ T cells (29). Emerging evidence
indicates that ILC subsets also demonstrate considerable
plasticity in response to the inflammatory milieu as well as
viral and bacterial challenge and tissue site residency. This is
potentially due to the promiscuous co-expression of multiple
transcription factors driving differential cytokine expression as
well as an ability to alter cell surface marker expression in the
face of a changing environment.

ILC1 AND NK CELL PLASTICITY

Historically, NK cells were categorized as cytolytic ILC1s but
more recently have been identified as one of the five bona
fide ILC populations (2). At steady state, ILC1 and NK
cells can be identified by differential expression of TRAIL,
CD49a, and CXCR6 and the transcription factors Eomes and
promyelocytic leukemia zinc finger protein (PLZF), however
during inflammation these surface markers and transcription

factors can become altered which impedes the ability to track
bona fide ILC1s. The cytokine milieu is largely responsible
for diverting ILC identity as has been shown for ILC2s and
ILC3s, which are capable of expressing T-bet and other T-bet
related gene signatures as well as secreting IFN-γ. Although
NK cells in the bone marrow are critically reliant on T-bet,
mature cell fate is regulated by additional expression of Eomes.
Indeed, deletion of Eomes at the onset of ILC1 maturation
substantially blocked cytolytic NK cell development, shifting the
balance toward helper-like ILC1s (30). TGF-β has been shown to
suppress Eomes in a tissue-specific population of ILC1s within
the salivary glands, with genetic abrogation of TGF-βRII in
NKp46+ cells significantly reducing ILC1 numbers, expression
of CD49a, CD103, CD69a, TRAIL, and CD73 (31). Similarly,
NK cells can convert into cells that resemble ILC1s due to the
presence of TGF-β in a tumor microenvironment (32, 33). These
ILC1s were devoid of cytotoxic activity and expressed Hobit and
TIGIT, transcription factors known to suppress NK cell function.

In humans, CD127+ ILC1 have been shown to differentiate
into ILC3-like cells in the presence of CD103+ dendritic cells
secreting IL-2, IL-23, and IL-1β, which was enhanced in the
presence of retinoic acid and dependent on the transcription
factor RORγt; such reprogramming was fully reversible in the
presence of IL-12 and IL-18 (34). Studies into the plasticity
of ILC1s have been confounded since an extensive mass
cytometry study of healthy and inflamed tissues revealed
that whereas human ILC2 and ILC3 populations could be
phenotypically delineated into separate clusters, ILC1s were
identified throughout other cell populations (35, 36). This was
compounded by the fact that ILC1 inherently lack a specific
lineage marker (35, 36). ILC1s are particularly prominent during
inflammatory conditions but whether they are true ILC1 or arise
predominantly from ILC3 under the influence of IL-12 or ILC2
exposed to IL-1β still remains to be fully resolved.

ILC2 PLASTICITY

ILC2s are in general defined as lineage negative cells, which are
positive for Thy1, Sca-1, GATA-3, ST2 (IL-33 receptor), ICOS,
CD44, CD25, CD127, KLRG1, and c-kit low to positive (37).
ILC2 cells display great heterogeneity, with single-cell sequencing
of intestinal ILC2s at steady state identifying several subgroups
displaying differential gene expression patterns that differed to
lung ILC2s (38, 39). Whereas, natural ILC2s produce a type-2
cytokine profile, plastic inflammatory ILC2s can coproduce both
type 2 and the ILC3-characteristic cytokine IL-17. Interestingly,
inflammatory KLRG1hi ILC2s, which migrated to the lungs
upon IL-25 challenge or following infection with the hookworm
Nippostrongylus brasiliensis or the fungus Candida albicans,
expressed both GATA3 and RORγt and could produce IL-17
as well as IL-13 in vitro (10). Notch signaling has been shown
to induce RORC expression and drive IL-13/IL-17 co-producing
ILC2 cells during house dust mite induced airway inflammation
in mice (40). ILC2s from healthy human donors also express
low amounts of RORγt and can co-produce IL-13 and IL-22
demonstrating that key functions of ILC2 and ILC3 subsets can
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co-exist in one cell but appear to be exquisitely balanced by the
inflammatory milieu.

Human ILC2s activated by IL-1β have been shown to convert
into IFN-γ producing ILC1s by induction of low levels of T-bet
and IL-12RβII expression (41, 42). IL-12 stimulation appears to
act as a rheostat in directing the ILC1 or ILC2 response, although
IL-12 alone is not enough to induce this functional plasticity,
a process that can be reversed by exposure to IL-4 (41, 42). In
patients with severe COPD, there was elevated IL-12 and an
accumulation of IFN-γ+ ILC2s (43). ILC2 were also shown to
upregulate T-bet expression and acquire an ILC1 phenotype in
intestinal samples from Crohn’s disease patients (44). Even in
healthy human donors, a small subset of ILC2 cells have the
capacity to co-produce IL-13, IFN-γ, and IL-22 (45, 46).

ILC3 AND LTI PLASTICITY

Previously, LTi cells were categorized as a subset of ILC3s,
although more recent studies have resolved that they are separate
populations. Plasticity between the two populations, with the
identification of LTi-like ILC3s and the lack of NCR expression
on LTi cells that is confounded by its heterogeneous expression
on ILC3s, supports the collective discussion of their plasticity.
RORγt+ ILC3 cells have been shown to co-express T-bet,
produce IFN-γ and differentiate into ILC1 cells in response to
inflammation. Purified NKp44+ ILC3s from the murine fetal
intestine when cultured with IL-2, IL-23, and IL-1β differentiate
into ILC3, however when exposed to IL-2 and IL-12 they acquire
the ILC1 phenotype, losing expression of NKp44 and c-kit
(47). The switch also appears bi-directional, as IL-2 and IL-
23 stimulation of these ILC1 cells, although maintaining RORC
expression, caused a significant reduction in the Th1-specific
transcription factor T-bet encoded by TBX21 (47). Human
natural killer 22 (NK-22) cells that express IL-22, now defined as
ILC3 cells by current nomenclature, have demonstrated similar
loss of IL-22 production and acquisition of IFN-γ expression (48–
50). Culturing of tonsillar NK-22 cells, in the presence of IL-2
considerably modified the NK-22 cell cytokine profiles, with IL-
2 promoting IFN-γ secretion and reducing secretion of IL-17
and IL-22 (49). One mechanism driving ILC3 plasticity derives
from the levels and availability of the transcription factor T-bet,
a critical mediator in lineage commitment of CCR6− RORγt+

ILCs. A distinct subset of IL-22 producing ILC3s, which also
express NKp46, reside in the gut and develop through T-bet
regulation (12, 51). Mice exhibiting loss of T-bet expression
through genetic ablation developed CCR6− RORγt+ ILC3s but
failed to develop NKp46-expressing RORγt+ ILCs (NK-22 cells)
and could not produce IFN-γ (51).

Environmental cues from commensal microbiota have been
shown to be critical in upregulating T-bet expression. Indeed,
specific pathogen free (SPF) mice were shown to have
greater numbers of T-bet+ NKp46− RORγt+ ILC numbers
compared to germ-free mice, with a corresponding decrease in
NKp46−CCR6−T-bet−RORγt+ ILCs (51). Although studies in
the lung during either homeostatic or inflammatory conditions
remain to be investigated, gut microbiota has been shown to

stabilize RORγt expression in LTi cells in mice treated with
antibiotics, with IL-12 and IL-15 identified as the main drivers
of RORγt loss (52). Similar to the lung, in the intestine, the
process of transdifferentiation appears to be a requirement of
ILC function during inflammation. Indeed the production of
IFN-γ by T-bet-expressing CCR6− RORγt+ ILCs was shown
to be essential for the release of mucus-forming glycoproteins
to protect the epithelial barrier during Salmonella enterica
infection in the intestine and in Crohn’s disease patients which
display higher frequencies of ILC1s (34, 51). Although loss
of RORγt from LTi cells and IFN-γ release leads to potent
induction of colitis (52). These results reveal how intestinal
microbiota can impact upon transcription factor gradients and
act as rheostats for ILC functional programming, identifying how
critical the tissue microenvironment is for shaping the immune
response. These studies raise the exciting possibility that the
lung microbiota may similarly affect ILC transdifferentiation
in lung homeostasis and inflammation, which now needs
investigation in the chronic disease setting, especially to further
our understanding of the pathology underlying exacerbations.

ILCs IN CHRONIC LUNG DISEASE

ILCs only represent a small fraction of the total immune cells
in the lung, however it is clear that they play key roles in
protection of the pulmonary system against a diverse array of
microbes. While critical for respiratory immunity, there is now
increasing evidence that these cells are implicated in chronic
lung diseases and may represent disease biomarkers or targets
for therapeutic intervention. The following sections will describe
what is currently known about the role of these cells in chronic
lung diseases.

Asthma
Asthma is a chronic disease of the airways characterized by
airway hyper-reactivity, bronchoconstriction and mucus over-
production, and is classically associated with type 2 inflammation
with Th2 cells thought to be the predominant source of
these cytokines. Asthma is a highly heterogeneous disease with
numerous endotypes including allergic and non-allergic disease
(53) and it can be stimulated by many different triggers including
airborne allergens and irritants, respiratory infection, cold air,
and exercise. It is now appreciated that the disorder involves
more than the adaptive arm of the immune system, with ILC2s,
which are known to produce type 2 cytokines, being highly
implicated as key players in asthmatic lung inflammation. Several
recent reviews have highlighted the roles of ILCs in allergic
asthma (13, 54); thus we will only touch on this briefly in this
review, and instead focus on the contribution of ILCs in human
studies of chronic asthma.

Several studies have identified a critical role for ILC2s in
allergic asthma. ILC2 express IL17RB (IL25R) and ST2 (IL33R)
and respond to intranasal administration of IL-25 and IL-33
producing IL-13 and IL-5, which contribute to the development
of airway hyper-reactivity, eosinophilia, and airway inflammation
(55–58). Both IL-25 and IL-33 are involved in type 2 immunity
and are produced by airway epithelial cells. Allergen challenge
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greatly elevated IL-33 production, eliciting IL-13-expressing
ILC2s in the lung and airways to induce airway hyper-reactivity
(59). IL-25 or IL-33 challenge can induce the activation and
accumulation of ILC2s within the lung-draining mediastinal
lymph nodes, although in lung tissue, IL-33 administration
induced a more sustained response. Indeed, only IL-33 could
exert a direct chemotactic effect on ILC2s, which was mediated
through the activation of ERK1/2, p38, Akt, JNK, andNF-κB (60),
although IL-25 also stimulates several other cell types including
Th2 cells and iNKT cells (61) which together would further
amplify lung inflammation. In studies investigating the steroid
responsiveness of ILC2s in allergen-challenged mice, reduced
numbers, and increased cell death following dexamethasone
treatment was observed suggesting that they are sensitive to
glucocorticosteroids in eosinophilic asthma (62).

Most studies on the role of ILCs in asthma utilize experimental
models that are challenged by short-term exposure to allergens,
therefore the role of ILC2s in chronic asthma remains largely
unknown. Although, in line with the discovery of a pathogenic
role of ILC2s in experimental asthma, ILC2s are also elevated in
number and activation status in patients with chronic asthma.
ILC2s accumulate in the lung tissue, airway mucosa and the
sputum of asthmatic patients and the numbers are further
increased when challenged with allergen (63, 64). Indeed, PBMCs
isolated and exposed to IL-25 and IL-33 produced a greater
amount of IL-5 and IL-13 than healthy controls (65). Increased
numbers of ILC2s in asthmatics correlate with eosinophilia and
asthma severity, suggesting a link to disease pathogenesis (65,
66). A transcriptomic study recently revealed a link between
expression profiles of ILC2s and allergic asthma susceptibility
genes in mice and humans including RORA, SMAD3, GATA3,
IL13, IL18R1, and IL1RL1, suggesting a role for ILC2 in
regulating susceptibility gene expression (67).

The role for ILC3s still requires further investigation, but
IL-17+ILC3s were found to be elevated within the BAL of
asthma patients compared to healthy subjects (68). In line
with this finding, genetic profiling of patients with adult-onset
asthma, which is often more severe and associated with a
poorer prognosis than childhood-onset asthma, revealed that
ILC3 gene signatures, along with pathways involving eosinophilia
and mast cells, were highly enriched in nasal brushings, sputum,
and endobronchial brushings (69). IL-22 production is elevated
in allergen-challenged mice and associated with airway hyper-
responsiveness (70), and increased IL-22 expression has also been
detected in the serum of asthma patients (71). A single study
has identified Lin−CD90+Sca-1+ILCs to be the producers of IL-
22 but further studies are required to determine if ILC3s also
contribute to its production (72). Overall, ILC2s are likely to play
a key role in the initiation and propagation of type 2 responses
in the lung which may involve crosstalk with conventional
T cells. Further evidence has demonstrated crosstalk between
commensal bacteria, intestinal mucosal dendritic cells and IL-22-
producing ILC3s in establishing the pulmonary immune system
of newborn mice and promoting their resistance to pulmonary
infections and suggesting that they may play a protective role,
preventing the development of lung disorders such as asthma
(73). It seems likely that a more intricate cellular network

involving IL-17 and IL-22 producing ILC3s and γδ-T cells as well
as NKT cells may also exist in the asthmatic lung, as these cells
are known to induce airway hyperresponsiveness in the absence
of adaptive immunity.

Chronic Rhinosinusitis
Chronic rhinosinusitis is a persistent inflammatory disease of
the nasal passages and sinuses that arises through an abnormal
host response to environmental stimuli at the nasal and sinus
mucosa and in its most severe form, is associated with the
development of nasal polyps. Since cytokines such as IL-25, IL-
33, and TSLP and their receptors are involved in the disease
(74), by inference, this implicates ILCs in its pathogenesis. While
studies in this area are limited, an increased proportion of ST2+

ILCs have been observed in the sinonasal mucosa from patients
presenting with chronic rhinosinusitis and nasal polyps (75).
ST2+ ILCs, now identified as ILC2s (76), have been shown
to be increased in number and correlate with worsening nasal
symptoms (77). A recent study found that ILC2s are not only
increased in number, but they also exhibit an activated phenotype
in chronic rhinosinusitis patients (78), suggesting that ILCs play
a significant role in disease manifestation.

COPD
COPD is a chronic inflammatory lung disease that is
characterized by airflow limitation and triggered by an
exaggerated inflammatory response to noxious stimuli such
as cigarette smoke. ILCs can drive disease in the lung through
accumulation and/or an alteration in their subset composition.
In COPD patients, IL-12 signatures and the accumulation of
ILC1s are elevated. IL-12 induces the conversion of ILC2s
into IFN-γ-producing ILC1s thus contributing to the type 1
inflammation associated with COPD (43). The increase in ratio
of ILC1:ILC2 has also been shown to correlate with lung function
decline and increased disease severity (79). Gene expression
profiling studies on a small subset of samples from patients
with centrilobular emphysema showed that genes expressed by
NK, LTi, and ILC1 cells were enriched in the inflammatory cell
infiltrate, suggesting that emphysematous destruction is driven
by a Th1-type response (80).

Recent studies on experimental mouse models have provided
the first evidence that ILC2s may participate in COPD
pathogenesis. Following cigarette smoke exposure, ILC2-
deficient mice (Rorafl/flIl7rCre) developed similar levels of airway
inflammation to wild type mice although the loss of ILC2s
appeared to protect from cigarette smoke-induced emphysema
(81). However, ILC2-deficient mice had increased IL-33 and
IL-13 expression and substantial collagen deposition identifying
a role for ILC2s in airway fibrosis and lung remodeling
processes (81).

The release of the major stimulators of ILC2s, TSLP, IL-25,
and IL-33, as a result of epithelial cell injury in both asthma
and COPD, provide evidence of ILC2s in airway remodeling.
IL-33 expression increases in basal epithelial progenitor cells
in patients with COPD, and has been linked to increased IL-
13 and mucin gene 5AC expression (17), suggesting a role for
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ILC2s in the airway disease components of COPD such as mucus
hypersecretion, airway hyper-responsiveness and fibrosis.

When considering cell-intrinsic mechanisms regulating ILC2
function, the enzyme arginase-1 (Arg1), which is considered a
classic alternatively activated macrophage marker, was recently
identified as a critical mediator in the control of a metabolic
program within the ILC2 subset in the lung and the development
of type 2 inflammation. Arg1 is known to promote collagen
synthesis and fibrosis to support wound healing in the lung. In
lung tissue from patients with COPD and idiopathic pulmonary
fibrosis (IPF), Arg1 was found to be elevated in ILC2s although
levels between these two groups did not differ significantly,
suggesting Arg1 expression is a general inflammatory signature
of these cells (82). Loss of ILC-intrinsic Arg1 activity prevented
a robust ILC2 response and reduced the emphysematous
phenotype of COPD, identifying a role for Arg1 and its control
of ILC2 responses in chronic lung inflammation (82).

A role for ILC3s in COPD has been implicated as IL-17 is a
key mediator of neutrophilia in COPD. Indeed, COPD patients
have a greater number of IL-17- and IL-22-expressing cells in
bronchial biopsies (83) and a recent study identified the presence
of both natural cytotoxicity receptor (NCR)+ and NCR− ILC3
subsets in the lungs of COPD patients (14). However, a higher
frequency of NCR− ILC3s were found compared to healthy
controls, as well as elevated IL-17 and IL-22 production by ILC3s.
Furthermore, the recent identification of NRP1+ as a marker of
LTi-like ILC3 cells in the lungs of smokers and COPD patients,
suggests these cells may play a key role in the formation of ectopic
pulmonary lymphoid aggregates and the promotion of airway
angiogenesis (84).

The lung tissue destruction that occurs in COPD highly
implicates cytotoxic lymphocytes such as NK cells in this
damaging process. While early studies in COPD patients,
suggested that NK cells in the circulation were reduced in
number and had compromised phagocytic activity (85, 86),
further studies showed that there was an increase in the
proportion and cytotoxic activity of NK cells in the BAL
or induced sputum from smokers with COPD compared to
healthy smokers (86, 87). Moreover, NK cells isolated from
the lung tissue of patients with severe COPD had increased
cytotoxicity which correlated with decreased pulmonary function
(88). Mouse studies confirmed these findings, with cigarette
smoke exposure increasing the number of NK cells within the
lung, which also displayed an activated phenotype (89–91).
The upregulation of epithelial-derived IL-33 by cigarette smoke
exposure during a viral exacerbation was shown to increase
both NK cell recruitment and effector cytokine responses
through the upregulation of ST2, although interestingly, ILC2
cells conversely downregulated ST2 expression (92). Ligands
for NKG2D activatory receptors on NK cells have been
found to be induced on stressed lung epithelium, which
may provide a mechanism to promote NK cell activation in
lung disease (93), and in support of this, sustained NKG2D
activation in a transgenic mouse model was sufficient to
cause pulmonary emphysema (94). This finding was reinforced
by the demonstration that cigarette smoke induced the
sustained expression of NKG2D ligands on mouse epithelium

and strengthened by the same observation in patients with
COPD (94).

Exacerbations of COPD and Asthma
Asthma and COPD are the most common chronic airway
diseases, and exacerbations, which are episodes of acute
worsenings of symptoms and airflow obstruction, contribute
greatly to disease morbidity and mortality. The major cause
of disease exacerbations are viral infections of the respiratory
tract, particularly those involving rhinovirus. In respiratory viral
infection, ILCs accumulate in lung tissue and play important
roles in host defense, tissue integrity and the maintenance of
homeostasis in the lung (5). However, they are also implicated
in asthma and COPD exacerbations following lung infection (43,
95). It has been well-characterized that ILC2-activating cytokines,
IL-25, and IL-33, are released by airway epithelial cells upon
viral infection, where they play key roles in disease exacerbations
through enhancement of type 2 inflammation. These cytokines
induce ILC2 accumulation in the lung, which in turn release IL-5
and IL-13, leading to eosinophil recruitment, mucus production
and macrophage polarization (96). BAL eosinophil numbers and
IL-5 and IL-13 mRNA expression in lung tissue were greatly
reduced when ILCs were depleted by anti-CD90.2 antibody (97).
Thus, intervening in the action of ILC2s and their associated type
2 cytokines during a viral infection may be an effective strategy to
manage viral exacerbations.

Cigarette smoking, which is one of the major risk factors for
COPD, is known to alter the lung immune response to infection
(98). Smoke-exposed mice, which show an upregulation of IL-33
expression in the lung epithelium, are completely protected from
influenza virus-induced exacerbation when deficient in either IL-
33 or its receptor ST2 (92). Prior exposure to smoke was shown to
compromise the ability of the lung to mount a Th2 response and
subsequent production of IL-13 from ILC2 cells, which led to an
exacerbated Th1 proinflammatory response. In support, a study
of pulmonary biopsies from patients revealed that elevated IL-33
in lung tissue sections correlated with severity of COPD (92).

Trans-differentiation of ILCs is also linked to lung disease
exacerbations. In response to pathogens that trigger COPD
exacerbations (influenza A virus, respiratory syncytial virus,
Staphylococcus aureus, non-typeable Haemophilus influenzae),
mouse ILC2s substantially lowered their expression of the
transcription factor GATA-3, exhibited an increase in expression
of T-bet and switched to interferon-γ-producing ILC1s (36, 43).

In mice, IL-12 and IL-18 were involved in the trans-
differentiation program which occurred during infections where
ILC2s were observed to accumulate and acquire ILC1 effector
functions (99). Extending these studies to human samples, IL-12
could also induce the plasticity of ILC2 sorted from peripheral
blood, reprogramming them into ILC1 cells (41). Interestingly,
the frequency of ILC1 cells in patients with COPD was linked
with disease severity and exacerbation susceptibility (43). These
studies highlight the unfavorable effect of ILC2 plasticity on
anti-viral immunity and its adverse effect on COPD during an
exacerbation. In this context, it is critical we now learn how to
control the plasticity of lung ILC2s, which may help to manage
exacerbations and slow the progression of chronic lung disease.
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Pulmonary Fibrosis
Pulmonary fibrosis is a feature of lung diseases such as
asthma, COPD, cystic fibrosis, and idiopathic pulmonary fibrosis
(IPF). IPF is a progressive, fibrotic disease of the lung with
an unknown etiology and an extremely poor prognosis. It
is characterized by a dysregulated wound healing response,
the over-production of profibrotic factors such as IL-13 and
TGF-β and the activation of myofibroblasts that leads to
extracellular matrix accumulation. While this is an understudied
area, type 2 responses have been implicated in the pulmonary
fibrosis phenotype (100) and therefore by association, ILC2
cells may play a significant role. Levels of the cytokines IL-
33 and TSLP, which are inducers of ILC2s, have been found
to be significantly elevated in the BAL of patients with IPF
relative to normal control subjects (18). IL-25 has also been
shown to be elevated in the BAL fluid of IPF patients with a
corresponding increase in numbers of ILC2 cells compared to
healthy subjects (101).

The role of ILC2s in pulmonary fibrosis and airway
inflammation is supported in animal models where the
production of IL-13 by IL-25-elicited ILC2s was sufficient
to drive collagen deposition in the lungs of bleomycin-
challenged mice (101). Likewise, intranasal delivery of
recombinant IL-25 to mice caused airway inflammation,
connective tissue growth factor (CTGF) and TGF-β1
production and subsequent pulmonary fibrosis (102).
Similar observations have been made for IL-33, with elevated
levels of IL-33 detected in lung tissues during fibrosis or
intestinal epithelium of patients with pulmonary fibrosis
or fibrotic colitis, respectively, and in the liver of mice
with hepatic fibrosis (103). Mechanistically, it has been
proposed that IL-33 drives fibrosis by inducing the production
of the profibrotic cytokine IL-13 in ILC2s, macrophages,
and eosinophils.

NK cell activation may protect against lung fibrosis through
the production of IFN-γ. In murine models of bleomycin-
induced pulmonary fibrosis, CXCR3 deficiency resulted in
loss of NK cell recruitment to the lung and subsequent
IFN-γ production resulting in increased pulmonary fibrosis
(104). The expression of NKG2D, an activatory receptor on
NK cells, was shown to be reduced on NK, NKT, and
γδ-T cells isolated from the BAL of patients with IPF,
suggesting NK function may be impaired in pulmonary
fibrosis (105, 106). Interestingly, the expression of the NKG2D
ligand, MICA, is upregulated on fibroblasts and the epithelial
cells within the lung of IPF patients suggesting ligand
concentrations, in addition to cytokine milieu, may play a role
in directing NK cell function and the concerted modulation
of NKT and γδ-T cells during progression of chronic lung
disease (106).

ILCs, in addition to participating in lung homeostasis, have
now been shown to also contribute to a number of lung
pathologies. ILCs become dysregulated in chronic lung disorders
including asthma, COPD, chronic rhinosinusitis, and pulmonary
fibrosis, which in part may be due to the highly heterogeneous
nature of ILCs, and their ability to respond to changing local
tissue environmental conditions by altering their traits and

functional attributes (Figure 2). Further studies are now required
to fully appreciate how ILCs contribute to the immunopathology
of chronic lung disease.

ROLE OF UNCONVENTIONAL T CELLS IN
CHRONIC LUNG DISORDERS

In addition to ILCs, other innate-like unconventional αβ- and
γδ-T cells have recently emerged as central players in pulmonary
immunity. Both MR1-restricted MAIT cells and CD1d-restricted
NKT cells express a surface receptor comprised of a semi-
variant TCR-α chain complexed with a TCR-β chain of limited
repertoire. MAIT cells share some similarities with NKT cells
including restriction by non-classical MHC molecules and
expression the transcription factor PLZF. Unconventional γδ-
T cells differ from conventional T cells due to the expression
of a γδ TCR of limited TCR diversity. Unlike conventional
T cells that recognize antigens complexed with MHC class I
and II molecules, unconventional γδ-T cells recognize lipids,
metabolites, and modified peptides presented by MHC class Ib
andMHC class-I-likemolecules (107). The innate-like phenotype
of unconventional T cells is exemplified by their ability to secret
cytokines and chemokines without prior antigen exposure upon
thymic egress. Similarly, γδ-T cells, which mature and exit the
thymus prior to RAG recombination of the γδ TCR, are largely
effector-like cells and express a semi-variant TCR. Whereas,
MAIT and NKT cells each comprise∼2% of the T cell population
in the lung, γδ-T cells are estimated to represent up to 8–20% of
all resident pulmonary lymphocytes (107, 108). Although there
is a growing understanding of the role of MAIT, NKT, and γδ-T
cells in host protection from pathogens, at present their role and
relevance in lung disease is largely unknown.

Unconventional T cells respond to microbial pathogens
within the lung. NKT cells become activated in response
to microbial CD1d-restricted lipids and upon exposure to
inflammatory cytokines such as IL-12 (109, 110). Similarly to
NKT cells, which respond predominantly to bacterial challenges,
MAIT cells are activated by bacteria and yeasts and produce
TNF-α and IFN-γ to control infection (111). γδ-T cells sense
cellular stress-induced signals through TCR-dependent and -
independent pathways. Activation through the γδ-TCR can occur
through non-classical MHC molecules including T10/T22 and
CD1 family members as well as butyrophilin 3A1 and viral
glycoproteins (112). γδ-T cell ligands are still largely undefined
but γδ-T cells have been shown to respond to phospholipids,
viral proteins, and stress-induced molecules. γδ-T cells also
can respond to pathogen-associated molecular patterns through
expression of numerous pattern recognition receptors on their
surface as well as NK receptor ligands Rae1 and MICA/B
(113). Lung inflammation drives γδ-T cells to secrete IFN-γ
and TNF-α and they have also been shown to be a potent
source of IL-17. There is an obvious overlap in positioning,
ligand recognition, activation, and effector function between
the unconventional T cells. Unconventional T cells all express
cell surface receptors for the detection of microbial products,
which unlike the ILC population within the lung, gives them
specificity to directly respond to infectious agents entering the
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FIGURE 2 | Schematic representation of ILCs in lung health and disease. ILC2s are important for the preservation of airway barrier integrity during homeostasis.

During inflammation in response to allergens, IL-33, and TSLP produced by alveolar type II epithelial cells are known to drive IL-9 production in ILC2s. Autocrine IL-9

promotes IL-5 and IL-13 production which drives mucus production from goblet cells in the airways. ILC2s also produce amphiregulin during infection to activate

epithelial repair responses. IL-22, an important factor for the maintenance of epithelial barrier function, mucus production and tissue repair, is predominantly produced

by ILC3s. In disease settings, IL-25 and IL-33 from airway epithelial cells induce IL-13 and IL-5 production from ILC2s which contribute to airway hyper-reactivity,

mucus overproduction, and airway inflammation in asthma. Further dysregulation of ILC2s through increased expression of Arg1 promotes collagen synthesis and

deposition causing lung fibrosis. In addition to the contribution of IFN-γ+ from ILC1s in recruiting and activating alveolar macrophages in COPD, there is accumulation

of IFN-γ+ ILC2s. Similar alterations in ILC phenotype are seen in asthma with the production of IL-17, primarily produced by ILC3s, co-expressed with IL-13 by ILC2s

causing neutrophilia in COPD and asthma. Airway remodeling, an important feature in asthma and COPD, may in part be supported by LTi-like ILC3s and their

participation in the formation of ectopic lymphoid structures. The above findings demonstrate a highly complex interplay of ILCs, cytokines and other inflammatory

mediators within the lung. The highly plastic nature of ILCs, which follow cues from the inflammatory milieu, causes them to become dysregulated during chronic lung

disease due to an overt and persistent onslaught of inflammatory mediators.
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lung rather than to a diverse inflammatory milieu. Given their
cytolytic capacity and cytokine profiles, unconventional T cells
appear to be a specialized innate-like group of cells that are
poised to act in early host defense to a range of pathogens
and their bi-products. It also suggests that unconventional
T cells may play a specific and perhaps intersecting role
during infection of the chronically inflamed lung, contributing
to exacerbations.

NKT Cells
The most widely studied subset of NKT cells are invariant
NKT (iNKT) cells, expressing a TCR with limited diversity that
responds tomicrobial glycolipid antigens. Upon activation, iNKT
cells rapidly produce IFN-γ and IL-4 among other cytokines,
indicating that they act early in the immune response and can
coordinate both the innate and adaptive arms.

The role of iNKT cells in asthma so far is inconclusive
[reviewed in (114)]. Bronchial asthma is classically thought to
be a Th2 cell-associated disease characterized by CD4+ Th2
cells producing IL-4, −5, and −13. Yet, there are reports that a
significant proportion of lymphocytes in the blood are CD1d-
restricted CD4+ iNKT cells that inversely correlate with atopic
indexes in asthmatic patients (115, 116). However, the inverse
has also been reported in the BAL where fewer than 2% of T
cells were CD4+ iNKT in patients with asthma, a number which
did not differ significantly from the number found in healthy
subjects (117). Nevertheless, using NKT cell deficient mice it has
been shown that the absence Vα14iNKT cells protects mice from
developing allergen-induced airway hyper-reactivity (118). Thus,
much more work is required to fully appreciate the contribution
of iNKT cells to asthmatic airway disease.

In COPD, the role of iNKT cells is as confounding with CD4+

iNKT numbers in the BAL and sputum unchanged, although a
conflicting study reported that the frequency of iNKT cells in
the peripheral blood was significantly reduced in subjects with
COPD compared to healthy individuals and further reduced
in those COPD patients with exacerbations (117, 119). The
converse trends between the blood and BAL were also seen with
respect to CD4+ cells in a patient study of smokers with COPD.
Smoking was found to increase the number of CD8+ T cells
and CD8+ NKT-like cells in the BAL of COPD patients with
a concurrent reduction of CD4+ cells in the BAL and increase
of CD4+ in the blood as previously reported (120, 121), while
another study found an increase in iNKT and NKT-like cells in
BAL fluid from current smokers but not COPD patients (121).
Indeed, the role of iNKT cells in COPD may more relate to
exacerbations, which can be caused by infection with respiratory
viruses and other pathogens. iNKT cells have been shown to
contribute to COPD following viral challenge with Sendai virus
and subsequent glycolipid presentation by dendritic cells, which
leads to the secretion of IL-13 and alternative activation of
alveolar macrophages (122). This identifies a possible role for
iNKT cells in viral exacerbations of COPD, which may extend to
other chronic lung diseases.

iNKT cells have been shown to induce airway hyper-
responsiveness in the absence of adaptive immunity, which
would suggest that iNKT cells and ILCs may interact within the

lung. A study has addressed this using glycolipid antigens in
a murine model of asthma. iNKT cells activated by glycolipid
antigens stimulated the production of IL-33 from alveolar
macrophages which in turn activated ILC2 to produce IL-13
and contribute to airway hyper-responsiveness (123). NKT cells
themselves have been shown to be a source of IL-33 during
influenza infection (19). Taken together, these results suggest that
iNKT crosstalk in the lung is highly complex and involves other
innate cells such as ILC2s.

MAIT Cells
In humans, MAIT cells are in abundance in the peripheral blood
and comprise 10% of lung mucosal T cells, which in addition
to the limited diversity of the MAIT-TCR means that early
within the immune response, MAIT cell responses significantly
outnumber those from conventional αβ-T cells. MAIT cells
display an effector-memory phenotype without prior clonal
expansion and can secrete a range of pro-inflammatory cytokines
including TNF-α, IL-17, and IFN-γ and also IL-4 upon TCR
ligation (124–126).

Circulating MAIT cell numbers have been found to be
significantly reduced in patients with COPD, correlating
with disease severity and inflammatory activity (127, 128).
Exacerbations are major drivers of morbidity and mortality
in COPD. Since exacerbations can be driven by bacterial
infection, and MAIT cell activation is elicited by precursors and
derivatives of the riboflavin biosynthetic pathway conserved in
bacteria and yeast, there is potential for their involvement in
COPD exacerbations. Macrophages stimulated with live non-
typeable Haemophilus influenzae (NTHi), the most common
airway-colonizing bacterium in COPD, promoted a potent IFN-
γ response from MAIT cells, providing strong evidence that
NTHi is a target of MAIT cell immunity. Interestingly, MAIT
cell number and immune responses were significantly impaired
by corticosteroid treatment, suggesting that failure of MAIT
cell immunity may mediate COPD immunopathology during
infection (127). MAIT cell frequencies were markedly reduced in
the blood and lung tissues of severe asthma patients, which was
also related to corticosteroid treatment (129).

MAIT cells as well as NK cells and ILCs have been shown
to be involved in asthma. MAIT cells, activated NK cells
(CD69+), ILC1, ILC2, and ILC3 cells have all been shown to
positively correlate with each other and with reduced airflow
in asthmatic patients (130). This would suggest an underlying
bacterial challenge could be involved in the increase in MAIT
cell numbers, although an increase in all ILC populations and
their mixed response seems contradictory. In response to viral
challenge by influenza A virus and the bacteria Staphylococcus
aureus and NTHi, all of which are COPD-associated triggers,
ILC populations were altered. Each pathogen induced ILC
reprogramming in the lung by inducing the loss of GATA-
3 expression, while increasing IL-12RβII, IL-18Rα, and T-bet
expression (43). Similarly, exposure to cigarette smoke induced
a loss of GATA-3 expression and emergence of an ILC1
population. Interestingly, exposure to cigarette smoke combined
with viral infection augmented the ILC phenotypic switch,
suggesting the response was due to pathogenic or environmental
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insults (43). Understanding how MAIT cells contribute to these
exacerbations and support ILC plasticity may define their role
in pulmonary immunity and the immunopathology of chronic
respiratory diseases.

γδ-T Cells
γδ-T cells are tissue-resident cells primarily located at mucosal
sites within the body; in the lung they have been characterized as
CD4 and CD8 double negative cells selectively expressing Vγ6,
Vγ1, and Vγ4 gene segments (131). The γδ-T cells residing in the
lung are potent producers of IL-17 whereas γδ-T cells expressing
different Vγ gene segments in the skin, gut, liver, spleen, uterus,
and peripheral blood can produce IL-17 or IFN-γ (131). The
abundance of γδ-T cells in the lung supports tissue homeostasis,
although γδ-T cells have also been shown to play critical roles in
bacterial clearance and the prevention of inflammation and lung
fibrosis (132).

Little is known about the roles of γδ-T cells in chronic
lung diseases such as COPD except that they are an important
component of tissue injury and remodeling. The specific
localization of γδ-T cells in epithelial and mucosal tissues and
their role in protecting andmaintaining airway function, suggests
that they are likely participants in chronic airway diseases.
Cigarette smoke exposure is the major cause of COPD and has
been directly implicated in neutrophil variant asthma, asthma-
COPD overlap syndrome, interstitial lung disease, rheumatic
lung disease, and infectious exacerbations of these conditions
(87, 133–135). Studies have shown elevated numbers of γδ-T

cells in the bronchial glands, lung parenchyma, peripheral blood
and BAL of smokers compared to never smokers (136–138).
Early reports demonstrated that γδ-T cell percentages in the BAL
and peripheral blood increased in COPD patients compared to
healthy controls and were further amplified by smoking (139,
140). In contrast, a more recent study reported significantly lower
relative and absolute numbers of γδ-T cells in the sputum and
BAL of patients with COPD than those with asthma or healthy
subjects, which negatively correlated with FEV1 and smoking
pack years (141). This finding contradicted earlier publications
but failed to stratify patient subgroups due to small sample size
whereas the previous studies may have been confounded by
inhaled steroid and bronchodilator therapies, and thus, much
more work is required to fully appreciate the contribution of γδ-T
cells in COPD.

In many cases, airway infections can cause COPD
exacerbations, which are an acute worsening of respiratory
symptoms. IL-17 producing cells, in particular Th17 cells, play
distinct roles in host defenses against diverse pathogens (142).
Pathogens that invoke an IL-17 response involve innate immune
cells such as γδ-T cells, NKT cells, MAIT cells, and ILC3s, as
well as adaptive Th17 cells. Persistence of some bacteria such as
Pseudomonas aeruginosa within the lower airways is common in
patients with cystic fibrosis, non-cystic fibrosis bronchiectasis,
and COPD. In a murine model of chronic pulmonary infection
with Pseudomonas aeruginosa, there was a significant expansion
of IL-17+ cells in lung homogenates and of these, 50% were
CD3− IL-17+ ILC3s, likely to be LTi cells and 50% were

FIGURE 3 | Unconventional lymphocytes are implicated as pathogenic mediators of asthma and COPD and disease exacerbations. In asthma, IL-4 and IL-13

cytokines produced by NKT cells are directly involved in disease development which is compounded by additional IL-4 production from γδ-T cells. Conversely there is

a reduction in IFN-γ producing γδ-T cells and MAIT cells, which correlates with disease severity in asthma and COPD. In COPD, there is an increase in NKT cell

numbers and cytotoxicity in the lungs, and IL-17-mediated neutrophilia, which is driven by γδ-T cells, both of which contribute to lung damage. These studies

demonstrate the complex interplay and multifaceted contributions from the different types of unconventional T cells to chronic lung disease.
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CD3+ T cells, split equally between γδ-T cells and Th17 cells,
demonstrating a diverse range of cellular sources of IL-17 in
chronic respiratory infection (143). Why a spectrum of IL-17-
producing cells are generated during pulmonary infection and
the roles of these different cell types, remains to be determined.

Just as cigarette smoke has been shown to increase the
number of IL-17A+ NKT cells in the lung, alternative cellular
sources of IL-17A include NK cells and γδ-T cells which
have been shown to become potent producers of IL-17A upon
cigarette smoke exposure, with the frequency of IL-17+ γδ-T
cells significantly increasing in number (144). Clinical studies
and experimental models of viral-induced COPD exacerbations
provide strong evidence of ineffective anti-viral immunity in
response to cigarette smoke. Although increased γδ-T cell
numbers and production of IL-17A in response to cigarette
smoke has been shown to be protective, pneumococcal challenge
of mice chronically subjected to cigarette smoke led to defective
production of IL-17 from γδ-T cells (145). Similarly, in the
presence influenza A, mice exposed to cigarette smoke recovered
poorly from an acute infection (146). During influenza infection,
γδ-T cells acquire reciprocal production of IFN-γ and IL-17A,
however, cigarette smoke exposure leads to repression of IFN-
γ transcription (146). The contribution of unconventional T
cells to chronic lung disease, including asthma and COPD, is
only starting to be understood (Figure 3). As most chronic lung
disease patients experience exacerbations during the course of
their disease, an improved understanding of how γδ-T cells
as well as MAIT and NKT cells contribute to the cytokine
milieu during these insults to drive ILC plasticity and alter
function is now required. This may offer important new insights
into the way in which innate and innate-like cells contribute
to COPD and asthma exacerbations, as well as other chronic
pulmonary diseases.

CONCLUDING REMARKS

The development of innate and innate-like lymphocytes with
overlapping phenotypes and functions has most likely evolved
to provide robustness to the pulmonary immune system (147).
ILCs and unconventional T cells may differ in cellular biology
but they share common roles in tissue integrity preservation,
lung homeostasis and immunity against infections. Compared
with their conventional counterparts, it seems likely that ILCs
and unconventional T cells have developed as specialized tissue-
resident sensors to rapidly detect deviations in tissue integrity
that arise from infection or injury. While it is clear that

ILCs contribute to the maintenance of lung homeostasis, there
is growing evidence to support the contribution of ILCs to
a number of lung pathologies. ILCs have now been shown
to become dysregulated in chronic lung disorders including
asthma, COPD, chronic rhinosinusitis, and pulmonary fibrosis,
and similarly, unconventional T cells are involved in the
immunopathology of these diseases, particularly in the context
of disease exacerbations. Recent advances have identified the
highly heterogeneous and flexible nature of ILCs, which enable
them to readily adapt to changing local tissue environmental
conditions by altering their traits and functional attributes. This
now introduces the question of how ILCs functionally integrate
into the complex network of immune cells and stroma within the
lung. In particular, the interplay and functional overlap between
these innate cells and the other tissue-resident unconventional
T cells requires further investigation. Whether or not these
cell subsets co-regulate one another or function independently
remains to be answered. We have discussed the dysregulation of
ILC function during chronic lung disease, a feature that becomes
more pronounced during exacerbations due to the sensitivity
of ILCs to the changing lung tissue microenvironment but
also in part owing to the complex interplay between ILCs and
unconventional T cells within the lung. Further studies should
now be directed at understanding these complex relationships,
particularly in the setting of chronic lung disease, which may
reveal potential treatment targets and lead to the formulation of
interventions against these prevalent and debilitating diseases.
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