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The complex phenotype of allergic bronchial asthma involves a variable degree of bronchoobstruction, increased mucus
production, and airway remodeling. So far it is suggested that it arises from multiple interactions of infiltrating and structural
cells in the context of chronic airway inflammation that is orchestrated by T helper 2 (TH2) cells. By secreting a plethora of
typical mediators such as interleukin (IL) 4, IL-5, and IL-13, these cells hold a key position in asthma pathogenesis. However,
therapeutic approaches targeting these TH2-type mediators failed to improve asthma symptoms and impressively showed that
asthma pathogenesis cannot be reduced by TH2 cell functions. Recently, other T helper cells, that is, TH9 and TH17 cells, have
been identified and these cells also contribute to asthma pathogenesis, the processes leading to formation or aggravation of asthma.
Furthermore, TH25 cells, TH3 cells, and regulatory T cells have also been implicated in asthma pathogenesis. This paper aims at
summarizing recent insights about these new T helper cells in asthma pathogenesis.

1. Introduction
A variable degree of bronchoobstruction based on airway hyperresponsiveness (AHR) and allergen-dependent
mast cell degranulation together with chronic airway
eosinophilia increased mucus production, and airway
remodeling sketches the typical pathologic picture of allergic
bronchial asthma [1]. Currently, this complex phenotype is
believed to arise from manifold interactions of infiltrating
immune cells with structural cells of the airways. Although
these processes comprise a plethora of cells such as T cells,
B cells, mast cells, and macrophages on the one hand and
smooth muscle cells, fibroblasts, and airway epithelial cells
on the other hand, over the last 15 years a subpopulation of CD4+ T cells emerged as key players in asthma
pathogenesis—the T helper 2 (TH2) cell. By releasing a
number of typical cytokines, these cells orchestrate a number
of inflammatory events that subsequently trigger cascades
of other processes ultimately leading to the formation of
the disease. These typical cytokines involve among others
especially interleukin 4 (IL-4), IL-5, and IL-13 which have all
been detected in increased amounts in asthmatic patients [2].
IL-4 upregulates the fate-determining transcription factor GATA-3 in naı̈ve T helper cells and is therefore essential

for the initial diﬀerentiation and expansion of allergenspecific TH2 cells [3]. Besides its importance for TH2
cell development, IL-4 further plays a significant role in
establishing the basis for IgE-mediated allergic reactions.
Thus, IL-4 is one of two essential factors inducing the isotype
class switch in plasma cells from the production of IgM
to IgE; the other factor is IL-13 [4, 5]. Furthermore, IL-4
triggers the expression of both the high and the low aﬃnity
Fcε receptors [6]. Besides its aﬀects on diﬀerentiating B cells
IL-5 predominantly works on eosinophils by eﬀecting their
diﬀerentiation, recruitment, activation, and survival in the
periphery predisposing this cytokine as a central factor in
regulating airway eosinophilia in asthma [7]. In contrast to
IL-4 and IL-5 that mainly act on immune cells, IL-13 impacts
airway epithelial cells and smooth muscle cells, where it
mediates mucus hypersecretion, subepithelial fibrosis, and
development of AHR [8]. By secreting these three cytokines,
TH2 cells exert influence on asthma pathogenesis on the level
of T cells, B cells, and structural cells. The importance of
these factors has further been figured out in mouse models
of experimental asthma: neither in animals deficient for IL4 or IL-13 nor in animals deficient for the IL-5 receptor it
was possible to induce allergic airway inflammation or AHR
[9–11]. In line with these observations, neutralizing these
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mediators with specific antibodies not only prevented the
development of experimental asthma but also diminished its
phenotype in already diseased animals [12].
Despite these promising results, the clinical approaches
towards asthma therapy by neutralizing IL-4, IL-5, or IL13 frustrated the high expectations or did not progress to
clinical trials [13–15]. These studies strikingly demonstrated
the complexity of the pathogenetic mechanisms underlying
the formation of allergic bronchial asthma and lead to a
discussion about the proposed predominant role of TH2
cells within these processes. Additionally, over the last few
years further T helper cell subsets are identified, namely,
TH9 and TH17 cells, which also seem to be involved in
asthma pathogenesis. Although TH1 cells have been shown
to act as opponents to TH2 cells that is even able to
counteract ongoing allergic immune responses [16], there
exist a few studies that clearly demonstrated a participation
of interferon γ (IFN-γ) in the development of AHR. This
paper aims at summarizing the latest developments of T
helper cell research in asthma research.

2. TH9 Cells in Asthma Pathogenesis
TH2 cells have been regarded as a major source of IL-9 production [17]. Several studies showed IL-9 mRNA and protein
expression in the lymphocytes of bronchoalveolar lavage and
CD3+ T cells in bronchial tissue from asthmatics [18, 19].
However, recent studies described a new subset of CD4+ T
cells distinct from TH2 cells. These cells were named TH9
cells because they produce IL-9 in large amounts [20, 21].
Diﬀerent cytokines can influence the diﬀerentiation of
naı̈ve CD4+ T cells into diﬀerent subtypes. Transforming
growth factor β (TGF-β) can “reprogram” the diﬀerentiation
of T helper cells to an IL-9 producing phenotype, the socalled TH9 cell [20]. In a study by Veldhoen and colleagues,
TGF-β1 together with IL-4 was able to drive highly polarized
naı̈ve T cells (CD4+CD25-CD44low ) into TH9 cells in the
absence of IL-6. TGF-β1 caused a loss of the TH2 fatedetermining transcription factor GATA-3 and consequently
loss of expression of TH2 type cytokines IL-4, IL-5, and IL-13
in those TH2 cells. Since loss of GATA-3 by conditional gene
deletion abolishes the production of IL-5 and IL-13 but not
IL-4, it is unlikely that the eﬀect of TGF-β simply mimics the
loss of GATA-3 [22]. These TH9 cells produce IL-9 and IL-10.
Although IL-10 may promote IL-9 production in human and
mouse T cells [23, 24], blockade of the IL-10 receptor did not
compromise the ability of these cells to produce IL-9.
Another study found that IL-4 could inhibit the generation of TGF-β-induced Treg cells expressing the transcription
factor Foxp3+ . That study by Dardalhon and coworkers used
naı̈ve CD4+Foxp32-CD62L+ T cells from mice. Surprisingly,
the combination of IL-4 and TGF-β generated Foxp3−
eﬀector T cells producing IL-9 and IL-10 [21]. In contrast
to the role of IL-10 as an anti-inflammatory cytokine, these
cells induced colitis and neuritis in recombination-activating
gene- (RAG-) 1-deficient mice [21]. A more recent study
by Jäger and colleagues showed that TH9 cells could induce
experimental autoimmune encephalomyelitis upon adoptive
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transfer in mice [24]. So far, no defined transcription factor
has been found in TH9 cells as compared to TH2 T cells
(GATA-3), TH1 cells (T-bet), or TH17 cells (RORγt). It
has also to be taken into account that the above-mentioned
studies used mouse models. Whether TH9 cells are present
in humans or not is not proven yet.
It is interesting that IL-9+ IL-10+ Foxp3− T cells do not
possess anti-inflammatory activities or immunoregulatory
properties despite their production of IL-10 [25–27]. These
TH9 cells have to be considered as eﬀector T cells. However,
their role in health and disease is not clear at the moment,
even if experimental approaches have shown that they can
induce autoimmune encephalomyelitis [24]. To understand
the possible role of IL-9 producing cells, it has to be
asked what role IL-9 plays in physiologic and pathologic
conditions.
IL-9 belongs to the family of 4-helix bundle cytokines.
This family also includes IL-2, IL-3, IL-4, IL-6, IL-7, and IL15. Human IL-9 consists of a 14-kd glycoprotein, the mature
form of which is composed of 144 amino acids along with a
signal sequence of 18 amino acids. The IL-9 protein contains
a high proportion of cationic amino acid residues and 10
cysteines and has 4 N-linked glycosylation sites. The IL-9
gene is located on chromosome 5 (5q31-35) next to the genes
encoding IL-3, IL-4, IL-5, IL-13, CD14, and granulocytemacrophage colony-stimulating factor [28]. All of these
mediators have been implicated in allergic inflammation
[29].
Besides T cells IL-9 production has been reported in
several other cell types including mast cells, eosinophils, and
neutrophils [18, 30–34]. In asthmatic patients, mast cells,
eosinophils, and neutrophils have been found to express IL-9
besides T cells.
IL-9 was originally described as a potent T cell and
mast cell growth factor in mice [35]. It has pleiotropic
eﬀects on various cell types. IL-9 enhances the survival
of mast cells and induces production of IL-6 [30, 35].
In addition, IL-9 stimulates the production of mast cell
proteases and the expression of the high-aﬃnity IgE receptor
[FcεRIα] [36], suggesting that IL-9 may prime mast cells to
respond to allergen challenge through increased expression
of FcεRIα and increased production of IL-6 and proteases.
In T cells, IL-9 acts as a growth factor by supporting
antigen-independent growth of T helper cell clones [37].
Moreover, IL-9 inhibits lymphokine production by IFNγ producing CD4+ T cells and promotes proliferation of
CD8+ T cells [38]. Transgenic IL-9 overexpressing mice
have increased levels of immunoglobulin isotypes including
IgE and expansion of lymphocytes from the B1 subset
(Mac+ IgM+ ). Furthermore, accumulation of B cells in the
lungs and airway infiltration with T cells could be observed
in the animals [39–41]. IL-9 promotes eosinophil maturation
in synergy with IL-5 [42]. Soussi Gounni and coworkers
showed that IL-9 increased the expression of the IL-5
receptor α-chain (IL-5Rα) on eosinophils [43]. In that study,
IL-9 inhibited eosinophil apoptosis and enhanced eosinophil
development. Expression of the IL-9 receptor α-chain (IL9Rα) has also been demonstrated on neutrophils and IL-9
induced the production and release of IL-8 by neutrophils
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from asthmatic subjects [43]. Epithelial cells release several
chemokines and cytokines upon stimulation with IL-9 [44,
45]. Furthermore, IL-9 has been shown to stimulate mucin
transcription and to upregulate mucus expression in airway
epithelial cells [46, 47].
As mentioned above, the IL-9 encoding gene has been
localized in the chromosomal region 5q31-33 which has
been identified to contain several candidate genes for
airway hyperresponsiveness (AHR) [28, 29]. Nicolaides and
colleagues were the first to show a close association between
the IL-9 gene and bronchial hyperresponsiveness [48]. In that
study, analysis of the murine IL-9 gene identified a genetic
defect at the C57BL/6(B6)IL-9 locus associated with a lack
of IL-9 expression in the lung and reduced AHR in naive
B6 mice. In that same study, an increased expression and
production of IL-9 in the lung was associated with AHR
in DBA/J2 mice. The tight genotype-phenotype relation
was further supported by the finding that (B6D2)F1 mice
were found to be intermediate in both lung IL-9 levels and
airway responsiveness. Selective overexpression of the IL-9
gene in the airways of transgenic mice resulted in massive
airway inflammation, with infiltration of eosinophils and
lymphocytes, mast cell hyperplasia, and increased subepithelial collagen deposition [39, 44, 49]. Moreover, elevated
IgE levels, AHR, and increased responsiveness to antigen
stimulation could be observed. In contrast, overexpression
of IL-4 using the CC-10 promoter resulted in baseline
eosinophilia without AHR [50]. Instillation of recombinant
mouse IL-9 into the airways of B6 mice for up to 10 days
resulted in time-dependent and dose-dependent increases
in AHR, BAL eosinophilia, elevated IgE levels, increased
lung proteases, and submucosal membrane thickening [51].
In a study by Shimbara and colleagues, both the degree
of airflow obstruction (FEV1) and airway responsiveness
to metacholine significantly correlated with IL-9 mRNA
expression [18].
Airway remodelling is a hallmark of chronic bronchial
asthma. It is characterized by structural changes of the
airways including epithelial mucus metaplasia, peribronchial
fibrosis, increases in airway smooth muscle mass, and angiogenesis [52]. These changes are mediated by chemokines
and cytokines [53]. IL-9 has been shown to induce mucus
expression. Both in vitro and in vivo studies have demonstrated that IL-9 can directly induce metaplasia independent
of inflammation [54, 55]. However, some studies have
suggested that IL-9-induced mucus expression is mediated
via IL-13 [56, 57]. In IL-9 transgenic mice, subepithelial
fibrosis was observed, but this may be due to mediator release
and cell recruitment [58]. IL-9 appears to play an important
role in airway remodelling especially with epithelial mucus
production. Doherty and colleagues have shown that CD4+
T cells, are not required for remodelling after establishment
of acute inflammation [59]. CD4+ T cells remain essential
for eosinophilic inflammation even during late antigen
challenges. It is tempting to speculate that IL-9 secreted from
CD4+ T cells may play an important role in early initiation
of airway remodelling. However, other cells and cytokines
are likely to contribute later. Airway remodelling in human
asthmatics and in mouse models may be regulated by TGF-β
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on many levels [60]. Together with IL-4 this may provide the
adequate “milieu” to diﬀerentiate or possibly “reprogram”
eﬀector T cells into TH9 cells.
Although animal models have shown that TH9 cells may
represent a new subtype of T cells information on their
role in human disease is speculative at the moment. So
far they have not been described in humans. One has to
keep in mind that several inflammatory cells can express
IL-9 in bronchial asthma. Therefore, the importance of
these “new” cells has to be regarded with caution. The
first step will be the identification of TH9 cells in human
patients. Nevertheless, the role of IL-9 as an important TH2
type cytokine in bronchial asthma and other diseases (e.g.,
allergic, autoimmune) cannot be questioned.

3. TH17, TH17/TH2, and TH22 Cells in
Asthma Pathogenesis
A few years ago, the identification of TH17 cells as a
new distinct subtype of T helper cells nearly overthrew
the established TH1/TH2 paradigm, so that these cells
developed to a hot spot of actual immunological research.
Characterized by the production of the eponymous cytokine
IL-17A and the expression of retinoic acid-related orphan
receptor γt (RORγt) (in mice) or ROR c in humans,
respectively, these cells were observed for the first time in
a mouse model of autoimmune diseases like experimental
autoimmune encephalitis or collagen-induced arthritis [61,
62]. Subsequent studies identified these cells as potent
producers of well-known proinflammatory mediators such
as tumor necrosis factor α (TNF-α), IL-1β, and IL-6 and
of relatively new cytokines like IL-17A, IL-17F, IL, 21, IL22, and IL-26, pushing these cells into the role of general
promoter of inflammatory processes [63–65].
In retrospect first hints towards participation of TH17
cells in asthma pathogenesis were reported in 2001 in
two studies that detected increased amounts of IL-17 (that
is named IL-17A today) in plasma samples [66] and an
increased expression of IL-17 mRNA in airway tissues of
asthmatic patients [67]. However, identification of TH17
cells in asthmatic airways succeeded not until 2008. In a study
by Péne et al., the author, detected highly activated TH17
cells in bronchial biopsies of patients suﬀering from severe
asthma, where these cells accounted for not less than 20%
of all infiltrating lymphocytes. In vitro restimulation of these
cells resulted in production of IL-17A and IL-17F, IL-22, IL26, lymphotoxin β (LT-β), and TNF-α [68]. Together with
the finding that increased levels of IL-17A mRNA correlate
with increased numbers of neutrophils in sputum samples of
asthmatic patients, these results suggested TH17 cells to play
a key role in asthma aggravation towards a severe phenotype
by recruiting neutrophils to already inflamed asthmatic
airways [69]. This hypothesis is supported by the finding,
that human TH17 cells induce the in vitro production of
IL-8, together with IL-6, TNF-α, granulocyte-macrophage
colony-stimulating factor (GM-CSF), and growth-related
antigen α (GRO-α) in human bronchial epithelial cells
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[70–72] and human bronchial smooth muscle cells [73–
75] by secreting IL-17A and IL-17F. TH17 cells are further capable of activating neutrophils by secreting IL-6,
TNF-α, IL-1β, and IL-17A, which act synergistically on
the production and activity of human neutrophil elastase
(HNE) and myeloperoxidase, two of the most prominent
neutrophil-derived enzymes [76]. At least, TH17 prolongs
the survival of neutrophils by releasing GM-CSF and granulocyte colony-stimulating factor (G-CSF), enabling them
not only to promote but also to sustain airway neutrophilia
[77].
Although TH17 cell development in humans and mice
diﬀers in some points, the link between TH17 cells and
neutrophil infiltration into the lung could be confirmed by
several mouse studies. First indications were observed in two
studies that aimed at eliminating CD4+ T cells from mice
with experimental asthma by using monoclonal antibodies,
against CD4 or IL-2, respectively. In both studies ablation
of T helper cells did not inhibit notonly airway eosinophilia
but also neutrophil infiltration [78, 79]. Moreover, intranasal
application of IL-17A resulted in pronounced neutrophil
accumulation and increased levels of active matrix metallo
protease 9 (MMP-9), another typical neutrophil-derived
enzyme, in broncho-alveolar lavage (BAL) [80]. Consequently, adoptive transfer of in vitro generated OVA-specific
TH17 cells into transgenic DO11.10 mice with acute experimental asthma induced marked airway neutrophilia and
unresponsiveness to treatment with cortico steroids [81].
Two other studies strongly suggest that such eﬀects of TH17
cells seem to be mediated through release of IL-17A and IL17F [82, 83]. These experimental results strongly suggest a
role for TH17 cells in the development of airway neutrophilia
in severe asthma. Clinical observations additionally support
this hypothesis. Thus, IL-17A is expressed in the airways
of asthmatic patients and correlates with the numbers of
infiltrating neutrophils and disease severity [67, 84]. The
question whether these cells play a role in mild-moderate
asthmatics as well remains to be answered, especially since
two recently published studies demonstrated the appearance
of IL-17A and IL-22 producing TH17 cells in peripheral
blood of asthmatic patients [85, 86]. Most recently, another
T helper cells population has been described that produce
not only IL-17A, IL-21, and IL-22 but also considerable
amounts of the typical TH2-type cytokines IL-4, IL-5, and
IL-13. Consequently, these cells were named TH17/TH2
cells (Cosmi, 2010). Because of these special functional
properties and the increased numbers in the circulation of
asthmatic patients, this new T helper cell subset also awaits
characterization of its role in asthma pathogensis.
Furthermore, it remains also unanswered whether TH17
cells are the only source of IL-17s within the processes
leading to airway neutrophilia in asthmatic lungs since
CD11b+/F4/80+ alveolar macrophages are also capable of
producing considerable amounts of IL-17A as demonstrated
in a mouse model of experimental asthma [87]. Furthermore, distinct subtypes of γδ T cells, CD8+ T cells, and
natural killer (NK) cells have also been shown to secrete IL17A even in larger amounts as TH17 cells [88–91]. By doing
so, at least NK cells appear to be involved in the development
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of airway neutrophilia and AHR in a mouse model of ozoneinduced experimental asthma [92].
However, these studies investigated just one aspect of
TH17 cell activity while other functions and eﬀects during
asthma pathogenesis, progression, or aggravation remain
unclear. As already mentioned, TH17 cells isolated from
bronchial biopsies of severe asthmatics appeared to be
highly activated and secreted a plethora of proinflammatory
cytokines after in vitro restimulation. Although cytokines
with strong proinflammatory potential such as TNF-α and
IL-6 have meanwhile been implicated in at least several
aspects of asthma pathogenesis [93–95], the eﬀects of other
TH17 cell derived factors such as IL-17F, IL-22, and IL-26
have only been investigated fragmentarily.
IL-17F belongs to the IL-17 family and is approximately
50% homologous with IL-17A, more than with any other
member of this family. Moreover, the genes encoding IL17A and IL-17F lie next to each other on chromosome 6
[96]. Its proinflammatory potential has been characterized
in in vitro airway epithelial cells and fibroblasts where it
induced the expression of various cytokines, chemokines,
and adhesion molecules such as IL-6, IL-8, GROα, epithelial cell-derived neutrophil-activating protein 78 (ENA-78),
transforming growth factor β (TGF-β), G-CSF, GM-CSF,
monocyte chemotactic protein, and intracellular adhesion
modelcule 1 (ICAM-1) [74, 97, 98]. These observations
do not only suggest that both genes arise from a gene
duplication event but also that both gene products could
have similar functions. Increased expression of IL-17F has
already been detected in asthmatic patients after allergen
challenge. Interestingly, the authors did not observe any
augmented expression of IL-17A in the same study [99]. Pulmonary overexpression of IL-17F in mice resulted not only in
airway neutrophilia but also in an amplified allergen-induced
immune-response including increased airway eosinophilia,
AHR, and goblet cell hyperplasia [83]. The question how
IL-17F aﬀects the allergic immune-response in the lung has
so far not been answered. However, lung tissue of these
transduced animals revealed markedly increased levels of
several proinflammatory cytokines and chemokines such as
IL-6, IFN-γ, inflammatory protein 10, monokine, insulinlike growth factor, and C10, demonstrating the proinflammatory potential of IL-17F in vivo.
IL-21 belongs to the IL-2 cytokine superfamily and is
produced by several T cell subpopulations such as TH2
cells, follicular B helper T cells, and TH17 cells, while the
last appears to produce the largest amounts [100–103]. The
expression of this cytokine by TH17 cells depends on the
signal transducer of activated T cells 3 (STAT-3) and is
strongly induced by IL-6 [104]. Together with IL-6 or TGFβ, IL-21 is able to promote TH17 cell diﬀerentiation by
inducing the expression of RORγt. Therefore, this cytokine
is suggested to play a critical role in amplifying a TH17 cell
response as it has been demonstrated for IFN-γ for TH1 cells
or IL-4 for TH2 cells respectively [105]. Another activity of
IL-21 that might play a role in asthma pathogenesis involves
regulation of IgE-production in plasma cells [106].
IL-22 and IL-26 are members of the IL-10 cytokine
superfamily. So far, IL-22 expression has been detected in

Journal of Allergy
activated T helper cells and, to a lesser degree, inactivated
NK cells or so-called NK22 cells, whereas it is absent in
dendritic cells, macrophages, and nonimmune cells [107].
Interestingly, the IL-22 receptor has yet not been detected
in cells of the immune system, but in a broad range of
nonimmune cells including epithelial and endothelial cells.
This observation leads to the hypothesis that IL-22 serves for
the communication between TH17 cells and tissues in order
to form up the immune barrier function of epithelia against
bacterial infections and to induce production of antibacterial
peptides [108–110]. Recently, a small subpopulation of skinhoming CD4+ T cells has been identified produced IL-22
as well but lack the production of IL-17 or IFN-γ [111].
Furthermore, these cells did not express the TH17-typical
transcription factor RORγt suggesting these cells as a T
helper cells subpopulation that is distinct from TH17 cells
thus representing a new group called TH22 cells. It remains
to be seen whether those TH22 cells will be identified in
asthmatic patients as well. IL-26 is clustered together with
IL-22 on chromosome 12q15 and is primarily produced by
T cells and monocytes. Up to now it has been implicated
in virus-induced transformation of T cells [112]. However,
the contribution neither of IL-22 nor of IL-26 to asthma
pathogenesis has been understood so far.
The question for TH17 recruitment to the lung or their
diﬀerentiation in asthmatic airways remains unanswered
as well. Since IL-23 is required for the full acquisition
of the pathogenic function of human and murine TH17
cells the “IL-23-TH17-axis” which has been established in
severe atopic dermatitis has also been hypothesized for
asthma. This hypothesis was supported by an in vivo study
showing that airway infiltrating TH17 cells together with
local IL-23 expression significantly enhanced eosinophilic
airway inflammation in a mouse model of experimental
asthma [113]. An in vitro study performed by Cheung et al.
further suggested a role for IL-23 in asthma pathogenesis.
The authors demonstrated that IL-23 in combination with
IL-17A and IL-17F promoted the production of CXCL1
and IL-8 in human eosinophils generating a strong neutrophilotactic signal, whereas IL-23 together with IL-17F
alone induced the production of IL-1β and IL-6 which
could reciprocally continue TH17 cell activation [114].
These data strongly suggest a close relationship between IL23 on the one hand and TH17 cell development and/or
activation on the other hand in the pathogenesis of severe
asthma.
Whether TH17 cells could also diﬀerentiate in a TH2
cell dominated surrounding was answered by a study carried
out in vitro by Tanaka et al. By using CD11+ dendritic
cells stimulated with human thymic stromal lymphopoetin
(TSLP) and the artificial TLR-3 ligand poly IC the others
were able to induce TH17 cells with a central memory phenotype even under TH2-polarizing conditions [115]. Since
TLR-3 originally recognizes double stranded RNA which
appears as an intermediate during viral replication, this study
supports the hypothesis that recurrent viral infections, which
are clinically correlated with asthma aggravation towards a
severe phenotype, play a role in TH17 cell recruitment to
asthmatic airways.
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4. TH25 Cells in Asthma Pathogenesis
IL-25 belongs to the IL-17 cytokine family and is also called
IL-17E but induces a cytokine profile that is completely
diﬀerent from those triggered by IL-17A or IL-17F. Its
expression has been reported in activated TH2 cells (Fort,
120)—recently suggested as a new subpopulation of T helper
cells, the TH25 cells [116]. Transgenic overexpression in mice
resulted in airway eosinophilia and elevated serum levels
of the typical TH2-type cytokines IL-4, IL-5, and IL-13
together with increased IgE serum titers [117, 118]. Similar
results were obtained by intranasal administration of an IL25-expressing adenovirus vector. When IL-25 was administered intraperitoneally, additionally development of AHR,
increased mucus production, and epithelial cell hyperplasia
could be observed [119]. Conversely, mice deficient in IL25 exhibit reduced TH2-type immune responses [120, 121]
and blocking IL-25 by the use of a monoclonal antibody or
by a soluble IL-25 receptor (sIL-25R) prevented from development of AHR, production of allergen-specific IgE, allergic
airway inflammation, and increased mucus production in a
mouse model of experimental asthma [122, 123].
Studies revealed that IL-25 predominantly aﬀects a nonT/non-B cells population expressing class II MHC and
CD11c molecules and drives production of IL-4, IL-5,
and IL-13, which consequently induces TH2-type immune
responses. While these cells exhibit the characteristics of a
typical accessory cell type, most recently a subset of invariant
natural killer T cells (iNKT cells) expressing IL-17RB, a
receptor for IL-25, have also been identified as a target
for IL-25. These cells produced large amounts of TH2-type
cytokines after stimulation with IL-25 and were capable
of restoring AHR in mice deficient for iNKT cells [124].
Another study demonstrated that in vitro IL-25 induced the
production of IL-9 that is independent from IL-4 in IL-17R
expressing T cells [125].
While these studies clearly demonstrated that IL-25 is
involved in the initiation of allergic diseases, the study of
Tamachi et al. showed that IL-25 enhances allergen-induced
airway inflammation by amplifying the already established
TH2-type immune-response [123]. With its amplifying
impact on TH2 cells IL-25 shares in part functional similarities with another novel cytokine, termed IL-33. This
is produced by many tissue related cell types including
epithelial cells, endothelial cells, smooth muscle cells, keratinocytes, fibroblasts, and adipocytes. It broadly enhances
allergic inflammation through its eﬀects on hematopoietic
cell types that is, it triggers the production of the typical
TH2-type cytokines IL-4, IL-5, and IL-13 in T cells, NKT
cells, basophils, and mast cells or prolongs the survival of
eosinophils [126, 127].

5. Regulatory T cells and TH3 Cells in
Asthma Pathology
Regulatory T cells (Tregs) and TH3 cells have both been
described as CD4+ T cells that also express the alpha chain
of the IL-2 receptor (CD25) and that act to suppress immune
responses by releasing anti-inflammatory cytokines such as
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TGF-β and IL-10. While Tregs require IL-2 for their survival,
in vitro diﬀerentiation of TH3 cells depends on TGF-β so
that these cells have been suggested to form another T cell
subpopulation [128]. Regulatory T cells have been suggested
to be critical important for maintaining self-tolerance in
order to prevent autoimmunity, they further suppress allergy,
asthma, and pathogen-induced immune-pathology, and they
seem to regulate oral tolerance as well as feto-maternal
tolerance. The role of these cells in the immune-pathogenesis
of allergic asthma has been extensively reviewed elsewhere
and will only be discussed here in brief [129, 130].
The basis for atopic sensitization and the subsequent
development of an allergic disease such as bronchial asthma
is an inappropriate TH2 cell response to common antigens.
The answers that try to address the question why asthmatic
patients develop typical allergic airway inflammation range
from genetic susceptibility and coexposure to infectious
agents to variations in the dose and timing of allergen
exposure. However, over the last 10 years it has also been
formulated that in case of asthma suppression of inappropriate immune responses is either defective or overwhelmed.
Several studies demonstrated that CD4+/CD25+ T cells
are able to inhibit cytokine production and proliferation
of TH2 cells in vitro and to suppress development of
experimental asthma including AHR in mice [131, 132];
however, in asthmatic patients, the number of these cells
appeared to be significantly decreased in peripheral blood,
airway tissue, and BAL fluid. Furthermore, the percentage
of CD4+CD25+ T cells in BAL correlated positively with
FEV1 in asthmatic children [133–136]. The question why
CD4+/CD25+ T cells are reduced in asthmatic patients has
not been answered yet; however, it has been observed that
these cells reveal a reduced response to the chemokines CCL1
and CXCL1 suggesting an impaired recruitment to the lung
[137, 138].
Recent in vitro studies revealed a remarkable plasticity of
Tregs that has so far not been interagted into the machnisms
leading to allergic diseases such as asthma. When these
cells are cultured with IL-6, they upregulate expression
of the transcription factor RORγt and become IL-17 producing cells [139]. Furthermore, Tregs are able to induce
CD4+CD25-Foxp3- T cells and can even induce their own
transformation into IL-17 producing cells when TGF-β is
absent and IL-6 is present [140]. Consequently, cd4+Foxp3+
T cells that produce IL-17 have been identified in humans
and mice [141, 142]. Komatsu et al. even reported that
after adoptive transfer of natural CD4+Foxp3+ T cells into
lymphopenic or lymphoreplete recipients, a minor fraction
enriched within the CD25(−) subset actually downregulated
Foxp3 expression and started production of IL-17 and IFN-γ
[143].
Interestingly, it has further been shown that Tregs also
develop into T follicular helper (Tfh) cells that have initially
been proposed as a separate T helper cell subpopulation
failing to express cytokines and transcription factors, which
are typical for TH1, TH2, or TH17 cells [144–147]. These
recent studies demonstrate the enormous plasticity of T
helper cells and which is attended by the challenge to classify
diﬀerent T helper cell lineages.
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6. TH1 Cells in Asthma Pathology
TH1 cells, as cells that typically direct antibacterial or
antifungal immune responses, mediate the activation of
macrophages and clearance of intracellular pathogens by
the production of IFN-γ, whereas cytokines secreted by
TH2 cells are responsible for the production of IgE, the
recruitment of eosinophils, and clearance of extracellular
parasites [148, 149]. Thus, TH1 cells were believed to be
responsible for organizing the immune response against
bacteria, fungi, and viruses, while TH2 cells were mainly
considered to play a role in defending against parasites.
In the 1990s, the “hygiene hypothesis” came up, where
allergic epidemics concluded that the western life style with
its lack of TH1-triggering factors (e.g., exposure to microbial
components) was responsible for the increase occurrence
of allergic atopic diseases. Thus, the reduction of microbial
burden reflected by the diminished production of IL-12
and interferon by natural immunity cells attenuate TH1
and enhance TH2 cell responses. Concerning the increased
prevalence of atopic allergic diseases in Western countries,
the predominance of TH2 responses to “innocuous” antigens
became rational. Supportively, the occurrence of some
infections in childhood reduces the risk for later atopy [150].
Moreover the prevalence of allergy is reduced in patients
suﬀering from the TH1 driven multiple sclerosis [151]. Especially, the prevalence of asthma is on a rise in “westernized”
countries with higher hygienic and socioeconomic standard
[152]. Thus, manifold studies have shown that during the
pathogenesis of asthma TH2 cells initiate inflammatory
responses leading to AHR, the hallmark of asthma, [4, 153,
154]. Mice with deficient TH2 cytokine expression, induced
by gene deletion or the usage of TH2 cytokine antagonists,
showed diminished AHR and eosinophilic inflammation
[9, 11]. The other subset of T helper cells, the TH1 cells,
were however proposed to counteract TH2-mediated cell
responses as seen in models of parasitic infection [155].
The described virtue of TH1 cells to counteract TH2 cell
activities was subsequently reported for bronchial asthma.
Enhancement of the TH1 response by local administration
of IL-12 or IL-18 [156, 157] or the infection of TH1
promoting mycobacteria [147] or Listeria [158] diminished
the development of allergic asthma, probably by causing impaired development of TH2 responsiveness. In a
mouse model of experimental asthma, adoptive transfer
of OVA specific TH1 cells reversed in a concentrationdependent manner TH2 cell derived IL-4 production, BAL
eosinophilia and bronchial hyperresponsiveness [159, 160].
The underlying mechanism was hypothesized to be partly
mediated by IFN-γ. IFN-γ is the ‘signature’ cytokine of
TH1 cells and its production is mediated by the tissuespecific transcription factor T-bet that is involved in the
development of TH1 cells from native T cells [149]. Beside
IFN-γ, TH1 cells produce LT-α and IL-2. These cytokines
activate macrophages, natural killer cells, and CD8+ cytolytic
cells and promote IgG2a class switching [155]. IFN-γ induces
the expression of IL-12 by antigen presenting cells (APC)
and thus promotes TH1 diﬀerentiation [155]. Actually, IFNγ promotes the expression of the β-chain of IL-12 receptor
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through T-bet, indicating the importance of IFN-γ on IL-12mediated eﬀects on TH1 cells [161, 162]. Blocking of IFN-γ
reversed the TH1 cell inhibition of TH2 cell-induced AHR
[159]. Thus, based on these observations, promoting TH1
responses, in order to suppress allergic asthma, was proposed
as an approach towards asthma therapy. However, while
some studies could not show airway hyperresponsiveness
after adoptive transfer of OVA specific TH1 cells [163–
165], some other works demonstrated a distinct induction
of AHR [166]. Consequently, the therapeutic utility of TH1
cells and their cytokines in allergic asthma became at least
questionable. Moreover, TH1 responses together with TH2
responses may even act in combination to augment each
other’s activity to induce airway inflammation and AHR
[164, 167]. Concordantly, in a mouse model of allergic
asthma TH1 and TH2 cells were recruited together to the
airways after sensitization with the model antigen OVA.
However, TH1 cells were not only predominantly found early
after the challenge; the presence of TH1 seems moreover
to be a prerequisite for the recruitment of TH2 cells to the
airways [168].
In the airways of asthmatic patients TH1 cells, increased
levels of IFN-γ- and IFN-γ-dependent signaling molecules
also have been detected beside TH2 cells and TH2 cytokines
[169]. Hence, also patients suﬀering from allergic asthma
displayed mixed T helper cell responses, reflected by the
occurrence of TH2 specific IL-13 and of TH1 specific IFNγ [170, 171]. Consequently, the TH1/TH2 paradigm appears
to be more complex and the role of TH1 cells is much
more controversial. Numerous studies were subsequently
performed to evaluate the exact role of TH1 cells in allergic
asthma and their interplay with TH2 cells.
The adoptive transfer of TH1 cells in a mouse model was
capable to induce airway neutrophilia, accompanied with
a dense perivascular and interstitial accumulation of small
lymphocytes [166]. Concerning the function of TH1 cells in
mucus hypersecretion, as one feature of bronchial asthma,
observations were diﬀerent. Since the adoptive transfer of
antigen-specific TH1 cells induced mucus but much less than
did TH2 cells [164], mucus hypersecretion was totally absent
in a study by Cohn et al. [163]. In contrast to TH2 cells,
TH1 cells produce high amounts of IFN-γ but low levels
of IL-4, IL-5, and IL-13 [166]. Especially, IL-13 is involved
in goblet cell metaplasia and thus in mucus hypersecretion
[4]. By using recombinant cytokines Ford et al. [167] could
demonstrate that IFN-γ possesses double-sided eﬀects on IL13-induced lung injury: on the one hand IFN-γ inhibited
IL-13 dependent goblet cell hyperplasia and infiltration of
eosinophils and neutrophils into the airways. On the other
hand, combination of IL-13 and IFN-γ even enhanced
peribronchial and alveolar inflammation as well as numbers
of NK cells and IL-6 levels in BAL fluids. In addition,
cells expressing high levels of molecules involved in antigen
presentation such as MHC class II, CD11c, and CD68 were
elevated [165]. However, TH1 cell-induced inflammation
and induction of AHR appear to depend neither on IL-13
nor on IL-4 [166].
IL-18 was initially identified as a factor enhancing IFNγ production from TH1 cells stimulated with anti-CD3 and
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IL-12 [172]. IL-18 is abundantly stored in the epithelial cells
of various organs, including the lung [173]. Cellular IL18 responsiveness is determined by the expression of the
IL-18 receptor, a heterodimeric complex consisting of IL18Rα and IL-18Rβ. Upon IL-12 stimulation, native T cells
develop into TH1 cells, expressing the IL-18Rα [174]. Thus,
endogenous interleukin-18 (IL-18) might play a critical role
in the induction of bronchial asthma by TH1 cells through
IL-18-dependent IFN-γ production [175, 176]. In this
respect, Sugimoto and colleagues [176] demonstrated that
the intranasal application of antigen and IL-18 induced AHR
and airway inflammation, accompanied by the production of
a mast cell similar cytokine profile, including GM-CSF, TNFα, IL-9, IL-13, RANTES, and MIP-1α by reactivation of TH1
memory cells. In line with Cui et al. [166], neutralization of
IL-13 did not reverse TH1 cell induced AHR.
IFN-γ itself was initially regarded as an antiallergenic
cytokine with the ability to counteract IL-4 as well as by
reducing the proliferation of TH2 cells [177]. However,
several studies could show that INF-γ activates eosinophils
in vitro [178] or stimulates the recruitment of inflammatory
cells by inducing ICAM-1 expression [179]. The role of
IFN-γ is less clear. On the one hand administration of
an anti-INF-γ Ab reversed the development of AHR and
airway neutrophilia in mice receiving OVA specific TH1 cells
[175, 180]. On the other hand, the study by Takaoka and
colleagues [181] demonstrated that anti-IFN-γ Ab treatment
did not reveal an inhibitory eﬀect on TH1 mediated airway
neutrophilia and AHR.
Although TH1-dominated immune responses were originally considered to play a prominent role in autoimmune
diseases, an impact of TH1 cells in rather TH2-dominated
disorders, such as allergic bronchial asthma, is obvious. At
least, the typical TH-1 cytokine IFN-γ has already been
shown to play a role in the development of AHR and in
aggravating inflammatory events in asthma. Nevertheless,
further studies are required to fully elucidate the role of TH1
cells and especially of IFN-γ in asthma pathology.

7. iNKT Cells in Asthma Pathology
Although not belonging to the group of T helper cells, a subgroup of natural killer T (NKT) cells has to be referred to in
this paper, since by producing a number of the prementioned
cytokines involved in asthma pathogenesis. A few years ago,
invariant NKT (iNKT) cells have been described as a new
subpopulation of T cells. Since these cells express not only the
T cell receptor (TCR) but also the NK cell receptors NK1.1 or
Ly49 in mice and CD161 in humans, current research defines
these cells as a unique and evolutionally conserved group
of T cells. These iNKT cells recognize glycolipid antigens
through a TCR that is composed of an invariant TCR α
chain and a TCR β chain with restricted variability [182–
184]. In contrast to the typical cytokine profiles secreted by
T helper cells these iNKT cells, which also may express CD4,
are capable of producing large amounts of IL-4, IL-13, and
IFN-γ after being stimulated via the TCR [185]. Due to these
unique features, iNKT cells have soon been implicated in
immunological disorders such as the development of allergic

8
diseases. Thus, in iNKT cell-deficient β2 microglobulin
knock-out mice, Yoshimoto et al. demonstrated that these
cells are essential for the induction of IL-4-producing TH2
cells and consequently for the IL-4 dependent production of
IgE, suggesting that iNKT cells are the source for the initial
IL-4 required for TH2 cell development [186]. In contrast,
mice lacking iNKT cells due to CD1- or Jα18-deficiency
developed the phenotype of experimental asthma after sensitization to and challenge with aerosolized OVA. However,
in comparison to wild type animals IL-4 and IL-13 levels
as well as eosinophil numbers in BAL fluid and IgE serum
titers were significantly lower, whereas development of AHR
was completely absent, indicating involvement of iNKT cells
in the immunopathology of this disease. Most interestingly,
the lack of AHR could be restored by adoptive transfer of
IL-4/IL-13 producing iNKT cells [187, 188]. While these
data demonstrated the importance of iNKT cells for the
development of allergic disorders in mice, two studies further
suggest contribution of these cells to human allergic asthma.
On the one hand, Sen et al. figured out that the bronchial
mucosa of asthmatic patients reveal massive accumulation
of iNKT cells expressing the chemokine receptor CCR9 and
CD226 in large amounts. Additionally, these cells are capable
of inducing a strong TH2 bias upon CD226 engagement
[189]. On the other hand, Akbari et al. reported that more
than 60% of CD3+ or CD4+ T cells from patients suﬀering
from moderate-to-severe asthma were IL-4/IL-13 producing
iNKT cells expressing the Vα24 TCR and CD4 [190]. The
question how exactly iNKT cells fit into the large picture
of asthma-immunopathology remains unanswered and is
even complicated by the recent observations that iNKT cells
additionally produce IL-9, IL-17, and IL-22 [191–193].

8. Conclusion
Taken together, with the identification of new T helper cell
subsets, investigation of the mechanisms underlying asthma
pathogenesis took another step forward. However, this
insight also implicated a number of continuative questions.
What exactly are the eﬀects of TH9 or TH17 cells in asthma
pathogenesis? Do TH22 or TH17/TH2 cells also participate
in these processes? How do these cells communicate with
each other and with infiltrated cells of the immune system or
with structural cells of the airway wall? Do these new “nonTH2-type” T helper cells only play a role in special subtypes
of asthma? Or are they even responsible for directing the
disease process to a special development? The list of open
questions that arised from the identification of new T helper
cells in asthma could be continued and represents a task for
future research in the field of asthma. But, it is also a chance
to cut the Gordian knot of asthma phenotype diversity; these
new T helper cell subpopulations could also represent new
targets for therapeutic intervention in allergic diseases such
as asthma.
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and A. Lindén, “Increased elastase and myeloperoxidase
activity associated with neutrophil recruitment by IL-17 in
airways in vivo,” Journal of Allergy and Clinical Immunology,
vol. 105, no. 1, pp. 143–149, 2000.
[77] S. L. Traves and L. E. Donnelly, “Th17 cells in airway
diseases,” Current Molecular Medicine, vol. 8, no. 5, pp. 416–
426, 2008.

Journal of Allergy
[78] S. H. Gavett, X. Chen, F. Finkelman, and M. WillsKarp, “Depletion of murine CD4+ T lymphocytes prevents antigen-induced airway hyperreactivity and pulmonary
eosinophilia,” American Journal of Respiratory Cell and
Molecular Biology, vol. 10, no. 6, pp. 587–593, 1994.
[79] P. M. Renzi, J. P. Yang, T. Diamantstein, and J. G. Martin,
“Eﬀects of depletion of cells bearing the interleukin-2
receptor on immunoglobulin production and allergic airway
responses in the rat,” American Journal of Respiratory and
Critical Care Medicine, vol. 153, no. 4, pp. 1214–1221,
1996.
[80] O. Prause, S. Bozinovski, G. P. Anderson, and A. Lindén,
“Increased matrix metalloproteinase-9 concentration and
activity after stimulation with interleukin-17 in mouse
airways,” Thorax, vol. 59, no. 4, pp. 313–317, 2004.
[81] L. McKinley, J. F. Alcorn, A. Peterson et al., “TH17 cells
mediate steroid-resistant airway inflammation and airway
hyperresponsiveness in mice,” Journal of Immunology, vol.
181, no. 6, pp. 4089–4097, 2008.
[82] P. W. Hellings, A. Kasran, Z. Liu et al., “Interleukin-17
orchestrates the granulocyte influx into airways after allergen
inhalation in a mouse model of allergic asthma,” American
Journal of Respiratory Cell and Molecular Biology, vol. 28, no.
1, pp. 42–50, 2003.
[83] N. Oda, P. B. Canelos, D. M. Essayan, B. A. Plunkett, A.
C. Myers, and S.-K. Huang, “Interleukin-17F induces pulmonary neutrophilia and amplifies antigen-induced allergic
response,” American Journal of Respiratory and Critical Care
Medicine, vol. 171, no. 1, pp. 12–18, 2005.
[84] J. Chakir, J. Shannon, S. Molet et al., “Airway remodelingassociated mediators in moderate to severe asthma: eﬀect
of steroids on TGF-β, IL-11, IL-17, and type I and type
III collagen expression,” Journal of Allergy and Clinical
Immunology, vol. 111, no. 6, pp. 1293–1298, 2003.
[85] C. K. Wong, S. W. M. Lun, F. W. S. Ko et al., “Activation
of peripheral Th17 lymphocytes in patients with asthma,”
Immunological Investigations, vol. 38, no. 7, pp. 652–664,
2009.
[86] Y. Zhao, J. Yang, Y.-D. Gao, and W. Guo, “Th17 immunity
in patients with allergic asthma,” International Archives of
Allergy and Immunology, vol. 151, no. 4, pp. 297–307, 2009.
[87] L. Cosmi, L. Maggi, V. Santarlasci et al., “Identification of
a novel subset of human circulating memory CD4+ T cells
that produce both IL-17A and IL-4,” Journal of Allergy and
Clinical Immunology, vol. 125, no. 1, pp. 222–230.e4, 2010.
[88] C. T. Weaver, R. D. Hatton, P. R. Mangan, and L. E. Harrington, “IL-17 family cytokines and the expanding diversity of
eﬀector T cell lineages,” Annual Review of Immunology, vol.
25, pp. 821–852, 2007.
[89] C. Song, L. Luo, Z. Lei et al., “IL-17-producing alveolar
macrophages mediate allergic lung inflammation related to
asthma,” Journal of Immunology, vol. 181, no. 9, pp. 6117–
6124, 2008.
[90] K. I. Happel, M. Zheng, E. Young et al., “Cutting edge: roles of
toll-like receptor 4 and IL-23 in IL-17 expression in response
to Klebsiella pneumoniae infection,” Journal of Immunology,
vol. 170, no. 9, pp. 4432–4436, 2003.
[91] S. Ferretti, O. Bonneau, G. R. Dubois, C. E. Jones, and A.
Trifilieﬀ, “Il-17, produced by lymphocytes and neutrophils,
is necessary for lipopolysaccharide-induced airway neutrophilia: IL-15 as a possible trigger,” Journal of Immunology,
vol. 170, no. 4, pp. 2106–2112, 2003.

11
[92] M. A. Stark, Y. Huo, T. L. Burcin, M. A. Morris, T. S. Olson,
and K. Ley, “Phagocytosis of apoptotic neutrophils regulates
granulopoiesis via IL-23 and IL-17,” Immunity, vol. 22, no. 3,
pp. 285–294, 2005.
[93] M. Pichavant, S. Goya, E. H. Meyer et al., “Ozone exposure in
a mouse model induces airway hyperreactivity that requires
the presence of natural killer T cells and IL-17,” Journal of
Experimental Medicine, vol. 205, no. 2, pp. 385–393, 2008.
[94] A. Doganci, K. Sauer, R. Karwot, and S. Finotto, “Pathological role of IL-6 in the experimental allergic bronchial asthma
in mice,” Clinical Reviews in Allergy and Immunology, vol. 28,
no. 3, pp. 257–269, 2005.
[95] S. Mukhopadhyay, J. R. Hoidal, and T. K. Mukherjee, “Role of
TNFα in pulmonary pathophysiology,” Respiratory Research,
vol. 7, article no. 125, 2006.
[96] C. Brightling, M. Berry, and Y. Amrani, “Targeting TNF-α:
a novel therapeutic approach for asthma,” Journal of Allergy
and Clinical Immunology, vol. 121, no. 1, pp. 5–10, 2008.
[97] S. G. Hymowitz, E. H. Filvaroﬀ, J. Yin et al., “IL-17s
adopt a cystine knot fold: structure and activity of a novel
cytokine, IL-17F, and implications for receptor binding,”
EMBO Journal, vol. 20, no. 19, pp. 5332–5341, 2001.
[98] T. Starnes, M. J. Robertson, G. Sledge et al., “Cutting edge:
IL-17F, a novel cytokine selectively expressed in activated T
cells and monocytes, regulates angiogenesis and endothelial
cell cytokine production,” Journal of Immunology, vol. 167,
no. 8, pp. 4137–4140, 2001.
[99] M. Kawaguchi, F. Kokubu, S. Matsukura et al., “Induction of
C-X-C chemokines, growth-related oncogene α expression,
and epithelial cell-derived neutrophil-activating protein78 by ML-1 (interleukin-17F) involves activation of raf1mitogen-activated protein kinase kinase-extracellular signalregulated kinase 1/2 pathway,” Journal of Pharmacology and
Experimental Therapeutics, vol. 307, no. 3, pp. 1213–1220,
2003.
[100] M. Kawaguchi, L. F. Onuchic, X.-D. Li et al., “Identification
of a novel cytokine, ML-1, and its expression in subjects with
asthma,” Journal of Immunology, vol. 167, no. 8, pp. 4430–
4435, 2001.
[101] A. L. Wurster, V. L. Rodgers, A. R. Satoskar et al., “Interleukin
21 is a T helper (Th) cell 2 cytokine that specifically
inhibits the diﬀerentiation of naive Th cells into interferon γproducing Th1 cells,” Journal of Experimental Medicine, vol.
196, no. 7, pp. 969–977, 2002.
[102] C. G. Vinuesa, S. G. Tangye, B. Moser, and C. R. Mackay,
“Follicular B helper T cells in antibody responses and
autoimmunity,” Nature Reviews Immunology, vol. 5, no. 11,
pp. 853–865, 2005.
[103] T. Korn, E. Bettelli, W. Gao et al., “IL-21 initiates an
alternative pathway to induce proinflammatory TH 17 cells,”
Nature, vol. 448, no. 7152, pp. 484–487, 2007.
[104] R. Nurieva, X. O. Yang, G. Martinez et al., “Essential
autocrine regulation by IL-21 in the generation of inflammatory T cells,” Nature, vol. 448, no. 7152, pp. 480–483, 2007.
[105] A. Suto, D. Kashiwakuma, S.-I. Kagami et al., “Development
and characterization of IL-21-producing CD4+ T cells,”
Journal of Experimental Medicine, vol. 205, no. 6, pp. 1369–
1379, 2008.
[106] L. Zhou, I. I. Ivanov, R. Spolski et al., “IL-6 programs TH17 cell diﬀerentiation by promoting sequential engagement
of the IL-21 and IL-23 pathways,” Nature Immunology, vol. 8,
no. 9, pp. 967–974, 2007.

12
[107] D. T. Avery, C. S. Ma, V. L. Bryant et al., “STAT3 is required
for IL-21 induced secretion of IgE from human naive B cells,”
Blood, vol. 112, no. 5, pp. 1784–1793, 2008.
[108] K. Wolk, S. Kunz, K. Asadullah, and R. Sabat, “Cutting edge:
immune cells as sources and targets of the IL-10 family
members?” Journal of Immunology, vol. 168, no. 11, pp. 5397–
5402, 2002.
[109] K. Wolk, S. Kunz, E. Witte, M. Friedrich, K. Asadullah, and
R. Sabat, “IL-22 increases the innate immunity of tissues,”
Immunity, vol. 21, no. 2, pp. 241–254, 2004.
[110] S. J. Aujla, Y. R. Chan, M. Zheng et al., “IL-22 mediates
mucosal host defense against Gram-negative bacterial pneumonia,” Nature Medicine, vol. 14, no. 3, pp. 275–281, 2008.
[111] Y. Zheng, P. A. Valdez, D. M. Danilenko et al., “Interleukin22 mediates early host defense against attaching and eﬀacing
bacterial pathogens,” Nature Medicine, vol. 14, no. 3, pp. 282–
289, 2008.
[112] T. Duhen, R. Geiger, D. Jarrossay, A. Lanzavecchia, and F.
Sallusto, “Production of interleukin 22 but not interleukin 17
by a subset of human skin-homing memory T cells,” Nature
Immunology, vol. 10, no. 8, pp. 857–863, 2009.
[113] A. Knappe, S. Hör, S. Wittmann, and H. Fickenscher, “Induction of a novel cellular homolog of interleukin-10, AK155, by
transformation of T lymphocytes with herpesvirus saimiri,”
Journal of Virology, vol. 74, no. 8, pp. 3881–3887, 2000.
[114] H. Wakashin, K. Hirose, Y. Maezawa et al., “IL-23 and
Th17 cells enhance Th2-cell-mediated eosinophilic airway
inflammation in mice,” American Journal of Respiratory and
Critical Care Medicine, vol. 178, no. 10, pp. 1023–1032, 2008.
[115] P. F. Y. Cheung, C. K. Wong, and C. W. K. Lam, “Molecular mechanisms of cytokine and chemokine release from
eosinophils activated by IL-17A, IL-17F, and IL-23: implication for Th17 lymphocytes-mediated allergic inflammation,”
Journal of Immunology, vol. 180, no. 8, pp. 5625–5635, 2008.
[116] C. M. Tato, A. Laurence, and J. J. O’Shea, “Helper T cell
diﬀerentiation enters a new era: le roi est mort; vive le roi!,”
Journal of Experimental Medicine, vol. 203, no. 4, pp. 809–
812, 2006.
[117] G. Pan, D. French, W. Mao et al., “Forced expression of
murine IL-17E induces growth retardation, jaundice, a Th2biased response, and multiorgan inflammation in mice,”
Journal of Immunology, vol. 167, no. 11, pp. 6559–6567, 2001.
[118] M. R. Kim, R. Manoukian, R. Yeh et al., “Transgenic
overexpression of human IL-17E results in eosinophilia, Blymphocyte hyperplasia, and altered antibody production,”
Blood, vol. 100, no. 7, pp. 2330–2340, 2002.
[119] S. D. Hurst, T. Muchamuel, D. M. Gorman et al., “New IL17 family members promote Th1 or Th2 responses in the
lung: in vivo function of the novel cytokine IL-25,” Journal
of Immunology, vol. 169, no. 1, pp. 443–453, 2002.
[120] A. M. Owyang, C. Zaph, E. H. Wilson et al., “Interleukin
25 regulates type 2 cytokine-dependent immunity and limits
chronic inflammation in the gastrointestinal tract,” Journal of
Experimental Medicine, vol. 203, no. 4, pp. 843–849, 2006.
[121] P. G. Fallon, S. J. Ballantyne, N. E. Mangan et al., “Identification of an interleukin (IL)-25-dependent cell population
that provides IL-4, IL-5, and IL-13 at the onset of helminth
expulsion,” Journal of Experimental Medicine, vol. 203, no. 4,
pp. 1105–1116, 2006.
[122] S. J. Ballantyne, J. L. Barlow, H. E. Jolin et al., “Blocking IL25 prevents airway hyperresponsiveness in allergic asthma,”
Journal of Allergy and Clinical Immunology, vol. 120, no. 6,
pp. 1324–1331, 2007.

Journal of Allergy
[123] T. Tamachi, Y. Maezawa, K. Ikeda et al., “IL-25 enhances
allergic airway inflammation by amplifying a TH2 celldependent pathway in mice,” Journal of Allergy and Clinical
Immunology, vol. 118, no. 3, pp. 606–614, 2006.
[124] P. Stock, V. Lombardi, V. Kohlrautz, and O. Akbari, “Induction of airway hyperreactivity by IL-25 is dependent on a
subset of invariant NKT cells expressing IL-17RB,” Journal of
Immunology, vol. 182, no. 8, pp. 5116–5122, 2009.
[125] P. Angkasekwinai, S. H. Chang, M. Thapa, H. Watarai, and
C. Dong, “Regulation of IL-9 expression by IL-25 signaling,”
Nature Immunology, vol. 11, no. 3, pp. 250–256, 2010.
[126] D. E. Smith, “IL-33: a tissue derived cytokine pathway
involved in allergic inflammation and asthma,” Clinical
and Experimental Allergy, vol. 40, no. 2, pp. 200–208,
2010.
[127] F. Y. Liew, N. I. Pitman, and I. B. McInnes, “Diseaseassociated functions of IL-33: the new kid in the IL-1 family,”
Nature Reviews in Immunology, vol. 10, no. 2, pp. 103–110,
2010.
[128] S. Sakaguchi, M. Ono, R. Setoguchi et al., “Foxp3+
CD25+CD4+ natural regulatory T cells in dominant selftolerance and autoimmune disease,” Immunological Reviews,
vol. 212, pp. 8–27, 2006.
[129] C. A. Akdis and M. Akdis, “Mechanisms and treatment
of allergic disease in the big picture of regulatory T cells,”
Journal of Allergy and Clinical Immunology, vol. 123, no. 4,
pp. 735–746, 2009.
[130] D. S. Robinson, “Regulatory T cells and asthma,” Clinical and
Experimental Allergy, vol. 39, no. 9, pp. 1314–1323, 2009.
[131] E. M. Ling, T. Smith, X. D. Nguyen et al., “Relation
of CD4+CD25+ regulatory T-cell suppression of allergendriven T-cell activation to atopic status and expression of
allergic disease,” Lancet, vol. 363, no. 9409, pp. 608–615,
2004.
[132] K. Presser, D. Schwinge, M. Wegmann et al., “Coexpression of
TGF-beta1 and IL-10 enables regulatory T cells to completely
suppress airway hyperreactivity,” Journal of Immunology, vol.
181, no. 11, pp. 7751–7758, 2008.
[133] H. Grindebacke, K. Wing, A. C. Andersson, E. Suri-Payer, S.
Rak, and A. Rudin, “Defective suppression of Th2 cytokines
by CD4CD25 regulatory T cells in birch allergics during birch
pollen season,” Clinical Experimental Allergy, vol. 34, no. 9,
pp. 1364–1372, 2004.
[134] M. Akdis, J. Verhagen, A. Taylor et al., “Immune responses
in healthy and allergic individuals are characterized by a fine
balance between allergen-specific T regulatory 1 and T helper
2 cells,” Journal of Experimental Medicine, vol. 199, no. 11, pp.
1567–1575, 2004.
[135] D. Hartl, B. Koller, A. T. Mehlhorn et al., “Quantitative
and functional impairment of pulmonary CD4+CD25hi
regulatory T cells in pediatric asthma,” Journal of Allergy
and Clinical Immunology, vol. 119, no. 5, pp. 1258–1266,
2007.
[136] Y.-L. Lin, C.-C. Shieh, and J.-Y. Wang, “The functional
insuﬃciency of human CD4+ CD25high T-regulatory cells in
allergic asthma is subjected to TNF-α modulation,” Allergy,
vol. 63, no. 1, pp. 67–74, 2008.
[137] K. D. Nguyen, A. Fohner, J. D. Booker, C. Dong, A. M.
Krensky, and K. C. Nadeau, “XCL1 enhances regulatory
activities of CD4+ CD25high CD127low/- T cells in human
allergic asthma,” Journal of Immunology, vol. 181, no. 8, pp.
5386–5395, 2008.

Journal of Allergy
[138] K. D. Nguyen, C. Vanichsarn, A. Fohner, and K. C. Nadeau,
“Selective deregulation in chemokine signaling pathways of
CD4+ CD25hi CD127lo/- regulatory T cells in human allergic
asthma,” Journal of Allergy and Clinical Immunology, vol. 123,
no. 4, pp. 933–939, 2009.
[139] X. O. Yang, R. Nurieva, G. J. Martinez et al., “Molecular
antagonism and plasticity of regulatory and inflammatory T
cell programs,” Immunity, vol. 29, no. 1, pp. 44–56, 2008.
[140] L. Xu, A. Kitani, I. Fuss, and W. Strober, “Cutting edge:
regulatory T cells induce CD4+CD25 -Foxp3- T cells or
are self-induced to become Th17 cells in the absence of
exogenous TGF-β,” Journal of Immunology, vol. 178, no. 11,
pp. 6725–6729, 2007.
[141] M. Lochner, L. Peduto, M. Cherrier, et al., “In vivo equilibrium of proinflammatory IL-17+ and regulatory IL-10+
Foxp3+ RORgamma t+ T cells,” Journal of Experimental
Medicine, vol. 205, no. 6, pp. 1381–1393, 2008.
[142] K. S. Voo, Y.-H. Wang, F. R. Santori et al., “Identification
of IL-17-producing FOXP3+ regulatory T cells in humans,”
Proceedings of the National Academy of Sciences of the United
States of America, vol. 106, no. 12, pp. 4793–4798, 2009.
[143] N. Komatsu, M. E. Mariotti-Ferrandiz, Y. Wang, B. Malissen,
H. Waldmann, and S. Hori, “Heterogeneity of natural
Foxp3+ T cells: a committed regulatory T-cell lineage and
an uncommitted minor population retaining plasticity,”
Proceedings of the National Academy of Sciences of the
United States of America, vol. 106, no. 6, pp. 1903–1908,
2009.
[144] C. King, S. G. Tangye, and C. R. Mackay, “T follicular helper
(TFH) cells in normal and dysregulated immune responses,”
Annual Review of Immunology, vol. 26, pp. 741–766, 2008.
[145] A. Vogelzang, H. M. McGuire, D. Yu, J. Sprent, C. R. Mackay,
and C. King, “A fundamental role for interleukin-21 in the
generation of T follicular helper cells,” Immunity, vol. 29, no.
1, pp. 127–137, 2008.
[146] R. I. Nurieva, Y. Chung, D. Hwang et al., “Generation of
T follicular helper cells is mediated by interleukin-21 but
independent of T helper 1, 2, or 17 cell lineages,” Immunity,
vol. 29, no. 1, pp. 138–149, 2008.
[147] M. Tsuji, N. Komatsu, S. Kawamoto et al., “Preferential
generation of follicular B helper T cells from Foxp3+ T cells
in gut Peyer’s patches,” Science, vol. 323, no. 5920, pp. 1488–
1492, 2009.
[148] K. M. Ansel, I. Djuretic, B. Tanasa, and A. Rao, “Regulation of
Th2 diﬀerentiation and Il4 locus accessibility,” Annual Review
of Immunology, vol. 24, pp. 607–656, 2006.
[149] S. J. Szabo, B. M. Sullivan, S. L. Peng, and L. H. Glimcher,
“Molecular mechanisms regulating Th1 immune responses,”
Annual Review of Immunology, vol. 21, pp. 713–758, 2003.
[150] T. Shirakawa, T. Enomoto, S.-I. Shimazu, and J. M. Hopkin,
“The inverse association between tuberculin responses and
atopic disorder,” Science, vol. 275, no. 5296, pp. 77–79, 1997.
[151] L. Tang, S. Benjaponpitak, R. H. DeKruyﬀ, and D. T.
Umetsu, “Reduced prevalence of allergic disease in patients
with multiple sclerosis is associated with enhanced IL-12
production,” Journal of Allergy and Clinical Immunology, vol.
102, no. 3, pp. 428–435, 1998.
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