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Hematopoietic stem and progenitor cells contribute to allergic inflammation. Pro-
inflammatory cytokines that are generated following allergen challenge can impact the
differentiation of hematopoietic progenitor cells leading to increased production of effector
cells such as eosinophils and basophils, which are key cells involved in the pathogene-
sis of allergic airway inflammation. Homing of stem cells to the lungs is associated with
inflammatory and remodeling changes in asthmatics. Factors that modulate the differenti-
ation and increased migration of stem cells to the site of inflammation in asthma remain
to be defined. Stem cells can mature at the site of inflammation in response to inflam-
matory mediators and other components in the milieu. While the available data suggest
that hematopoietic cells traffic to target tissues, the molecular factors underlying in situ
differentiation have yet to be specified. Here, we critically evaluate the potential role of
hematopoietic progenitors in contributing to the increased immune cell infiltrate in allergic
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asthma and the factors that drive their differentiation.
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INTRODUCTION
Asthma is a chronic inflammatory disease of the airways character-
ized by infiltration of immune cells, hypersensitivity, bronchocon-
striction, airway obstruction, and airway remodeling (1). One of
the most common types of asthma is allergic asthma. Upon ini-
tial exposure to allergens, the antigen is phagocytized by mucosal
dendritic cells (DCs), which will then travel to regional draining
lymph nodes and present the antigen to naive helper T cells (ThO0).
The mechanisms underlying the differentiation of ThO to type-2
helper T (Th2) cells, the predominant cells found in allergic air-
way inflammation, are not well understood. It is hypothesized that
the environment of the lymph node as well as cytokines released
by activated DCs, cause the differentiation into a Th2 cell (2, 3).
The Th2 cells then travel back to the bronchial mucosa where they
can drive class switching and IgE production by plasma cells at
the site of allergic inflammation through secretion of IL-4, IL-5,
and IL-13 (4). IgE binds primarily to the Fce receptor I (FceRI)
on mast cells and basophils in the airway. This sensitization event
primes the airway tissue, so that upon secondary exposure to an
allergen, receptor cross-linking on mast cells and basophils causes
release of their cellular contents consisting of major basic protein,
histamine, prostaglandins, and leukotrienes, which cause bron-
choconstriction and epithelial cell damage. Chemokines released
by these cells recruit other immune cells, including macrophages
and neutrophils, which release their granular products to further
exaggerate inflammation and tissue damage (3, 5, 6).
Differentiation of hematopoietic stem/progenitor (HSPCs)
into different immune cells in the presence of locally ele-
vated cytokines within the lung tissue can provide a continuing
source of inflammation and change in structural cells (7, 8).

Allergen-induced increases in CD34™ HSPCs in the bone mar-
row and airways suggest that a component of the pathophysiology
of allergic asthma involves trafficking of hematopoietic stem cells
from the bone marrow to the lung. The observation that progen-
itor cells are responsive to specific cytokines prompted us to look
at the differentiation and migration of stem cells and their contri-
bution in allergic asthma. The focus of this review is to evaluate
components of HSPCs cell differentiation and the identification
of these cells in the promotion and amplification of the allergic
asthmatic response in the lung. We will also address the potential
therapeutic targets in controlling differentiation and homing of
hematopoietic stem and progenitor cells.

HEMATOPOIETIC STEM CELLS
Hematopoietic progenitors are defined as undifferentiated
pluripotent stem cells capable of self-renewal and differentiation
into all blood cell types. Hematopoietic stem cells circulate in the
bloodstream under steady-state conditions (9). CD34, the marker
of hematopoietic stem cells, is highly expressed on the progeni-
tor cells, decreases with cell maturation, and is lost fully on mature
cells (10). CD45 is also expressed on hematopoietic cells and assists
in bone marrow egress and tissue migration (11, 12).
Stem/progenitor cells have been isolated and many studies
have defined the role of HSPCs in allergic diseases. During
hematopoiesis, hematopoietic stem cells differentiate into mul-
tipotent progenitor cells expressing CD34. The multipotent prog-
enitor cells can further differentiate into the common lymphoid
progenitor or the common myeloid progenitor. Both of these com-
mon progenitor cell types further differentiate into downstream
progenitor cell types before finally differentiating into terminally
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Table 1| Classification and characteristics of stem/progenitor cell markers: reports examining the homing and differentiation of HSPCs utilize

different markers and starting source materials.

Stem/progenitor markers

Source Reference

Forward scatter low, side scatter low, CD34*/CD45%!

Sca-17F, c-kitt

Side scatter low, CD34+/CD45%!

Monocyte depleted, CCR3+ CD34+

CD45.2F, Lin~, c-kit™

CD34+, CD3-, CD10-, CD14~, CD19-, CD20~, CD40~, CD56™,
CD83~, IL5R™, FCeRI~

CD34%/CD45+

Lin~Sca-1*c-kit*

CD34%, hCD3~, hCD4~, hCD8~, hCD19~, hCD56~, CD38~

Human cord blood and peripheral blood Punia et al. (8)

Human bone marrow and peripheral blood Doyle et al. (14)
Human bone marrow Sehmi et al. (15)
Human cord blood Lamkhioued et al. (16)
Mouse thoracic duct and bone marrow Massberg, et al. (17)
Human peripheral blood and sputum Allakhverdi et al. (9)
Mouse BAL and lung tissue Southam et al. (18)
Mouse bone marrow Dyer et al. (19)

Human cord blood Takagi et al. (20)

differentiated blood cell types. While most studies utilize CD34
expressing cells as HSPCs-derived cells, it is important to realize
that CD34 is expressed on a number of different progenitor cells
in the hematopoietic lineage in addition to hematopoietic stem
cells (13). The majority of studies investigating the migration of
hematopoietic stem cell do not distinguish between hematopoietic
stem cells or hematopoietic progenitor cells (Table 1). Therefore,
in the following discussion these cells will be referred to as a
combined cell population of HSPCs.

Differentiation of hematopoietic stem cells proceeds in the
bone marrow under the influence of resident stromal cells and
growth factors to which stem cells are responsive. Hematopoietic
stem cells or hematopoietic progenitor cells can leave the bone
marrow niche as a requirement for recruitment in response to
stromal cell-derived factor 1o (SDF-1a) (21).

The receptors important in the transmigration of HSPCs are
C-X-C chemokine receptor type 4 (CXCR4) and C-C chemokine
receptor type 3 (CCR3). CXCR4 is a chemokine receptor for
SDF-1a (CXCLI12). CXCR4 is expressed on hematopoietic and
lymphopoietic cells and responds to SDF-1a, which is expressed
in the bone marrow, lungs, liver, and lymph nodes. CCR3 is highly
expressed on eosinophils and basophils, but is also expressed on
T-helper cells, mast cells, airway epithelial cells, as well as in prog-
enitor cells (Table 2). This receptor binds and responds to a variety
of chemokines, including eotaxin (CCL11), eotaxin-3 (CCL26),
MCP-3 (CCL7), MCP-4 (CCL13), and regulated on activation,
normal T cell expressed and secreted (RANTES or CCL5) (22).
Other ligands expressed on HSPCs include P-selectin glycoprotein
ligand 1 (PSGL-1) and very late antigen-4 (VLA-4) which bind to
P-selectin and VCAM-1 located on endothelial cells at the site of
entry, respectively (23) (Table 2). While these factors are impor-
tant for homing to the bone marrow, as previously reviewed (24,
25), the following evidence suggests the involvement of HSPCs in
the migration to sites of inflammation using the same cytokines,
chemokines, and growth factors.

HSPCs IN ALLERGY AND ASTHMA
Growth factors and pro-inflammatory cytokines contribute to the
differentiation of HSPCs in allergic diseases, including asthma,

Table 2 | List of cell types and the presence of receptors and their

ligands.

Cell type Receptor Ligand

Hematopoietic stem cells CXCR4 SDF1a (CXCL12)

Lymphocytes

Eosinophils Eotaxin (CCL11)

Basophils Eotaxin-3 (CCL26)

T-helper cells CCR3 MCP-3 (CCL7)

Progenitor cells MCP-4 (CCL13)
RANTES (CCLb)

Hematopoietic stem cells c-Kit SCF

Leukocytes E-selectin PSGL

Endothelial cells Sialylated carbohydrates

Leukocytes P-selectin PSGL

Endothelial cells

and can occur in both the bone marrow and locally at the site
of inflammation (9, 15, 18). The importance of hematopoietic
stem cells in the initiation and onset of allergy and asthma was
demonstrated when bone marrow cells from an allergic donor
were transferred to a recipient with no known allergies. This
resulted in the recipient with the synthesis of serum IgE levels spe-
cific to cat and dog allergens at 29 days post-transplant (26). By
37 months post-transplant, exposure to cat and dog allergens trig-
gered asthma in the recipient. While the underlying mechanism
for this case is unknown, it does highlight and support the thesis
that hematopoietic cells are likely involved in the development of
allergic diseases.

There is an additional evidence for the contribution of HSPCs
in asthma that was presented by Doyle and colleagues (14). Here,
the authors demonstrated that mice challenged with ovalbumin
(OVA) resulted in amplification of hematopoietic stem cells in
the airway. Use of a CXCR4 antagonist attenuated hematopoietic
stem cell accumulation in the airway and was linked with decreased
AHR and airway remodeling (14). In humans, CD34 " progenitor
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cells were increased in the sputum of asthmatic patients following
exposure to inhaled allergen. This correlated well with angiogen-
esis in the bronchial mucosa (27). These findings indicate a role
for HSPCs in the inflammatory and remodeling components of
asthma.

There is large body of evidence to suggest that in the context of
allergic inflammation, HSPCs have increased migratory capabili-
ties. Stimulation of CD341TCD45™ cells with SDF-1a and eotaxin
increased migratory response in post-allergen stimulation com-
pared to pre-allergen levels. This was correlated with increased
expression of CXCR4 and CCR3 (15, 28). CCR3 expression on
CD347 cells has been found to be upregulated in the presence
of interleukin-4 (IL-4) and IL-5 (16). SDF-1a, with the contri-
bution of Th2 cytokines, increased hematopoietic progenitor cells
homing to sites of allergic inflammation (8). SDF-1a is released in
the bronchoalveolar lavage (BAL) fluid and has been detected by
immunohistochemistry in endobronchial biopsies of asthmatics
(29). In asthma exacerbations, SDF-1a was found to be down-
regulated in the bone marrow and corresponded with increased
expression in asthmatic airways (30). Another chemokine, SCF,
was also found to be increased in the serum of non-severe and
severe asthmatics (31). Trafficking receptors expressed on HSPCs,
including CXCR4, CCR3, and c-kit, likely contribute to the migra-
tion of HSPCs to the sites of inflammation since serum from
asthmatics contain the chemoattractants, SDF-1a, eotaxin, and

SCEF, respectively. In asthmatic lung, additional cytokines, includ-
ing granulocyte macrophage-colony stimulating factor (GM-CSF)
and growth factors, released by several cells, including T-helper
cells, are found. This suggests that inflammation during an aller-
gic event may promote HSPCs to the lungs, thereby contributing
to asthma pathophysiology (Figure 1).

Hematopoietic stem/progenitors have been demonstrated to
traffic to different tissues such as lung, liver, and kidney where
they reside for several days (17). The migration of HSPCs from
the bone marrow may depend on the peripheral environment.
CD34% cells isolated from cord and peripheral blood showed
increased migratory response in the presence of IL-4. The priming
effect of cytokines was found to be through increased incorpora-
tion of the SDF-1a receptor CXCR4 into lipid rafts (8). VLA-4 on
bone marrow-derived CD34 745" cells was found to be decreased
following allergen challenge. This may be a factor in facilitat-
ing movement of these cells out of the bone marrow and into
the peripheral circulation during an inflammatory response (32).
Indeed, release of SDF-1a and matrix metalloproteinase from the
bone does also occur (33). This suggests that while the cellular sig-
nals imposing HSPCs migration to the tissue are indeed similar,
changes in either the bone marrow, tissues, or both, dictate the
movement of HSPCs. Further studies are warranted to address the
parameters that determine when this occurs and what factors are
involved.
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FIGURE 1 | Migration of hematopoietic progenitor cells into lung tissue: while the migration and diapedesis of hematopoietic stem/progenitor cells
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HSPC DIFFERENTIATION INTO EOSINOPHILS AND
BASOPHILS

Cytokines and growth factors exert their effects via binding to
specific receptors on the cell surface. Stem cell factor (SCF) and
IL-6 act early on in the survival and self-renewal of hematopoi-
etic stem cells, while other growth factors, such as IL-5, are largely
responsible for the terminal differentiation into eosinophils and
basophils (30).

Once within the lung, hematopoietic progenitor cells have the
potential to differentiate in situ. During asthma exacerbation, the
bone marrow is activated and HSPCs traffic to the lung. Cytokines
generated following allergen challenge can impact the differentia-
tion and mobilization of HSPCs leading to accelerated eosinophil
and basophil production, thus contributing to the ongoing recruit-
ment of pro-inflammatory cells to target tissues sites in allergic
diseases. Eosinophil and basophil progenitors are found to be
upregulated in peripheral blood, bone marrow, lung tissue, and
sputum in response to allergic stimuli, as a result of increased
differentiation and migration. The commitment of bone mar-
row progenitors to the eosinophil and basophil lineage has been
demonstrated to be regulated by pro-inflammatory cytokines,
including IL-3, IL-5, and GM-CSE, that are commonly found in
allergic tissue (30).

Increased eosinophil and basophil progenitors are found to be
correlated with increased acute respiratory symptoms in the cord
blood of infants (34). Assessment of eosinophil and basophil prog-
enitor cells in peripheral blood from children 1year of age was
performed by using methylcellulose assays, which defines progeni-
tors on their ability to generate colony forming units (CFUs). IL-13
and GM-CSF-responsive eosinophil and basophil CFUs in the
blood of these children were found to be associated with exposure
to smoking related volatile organic compounds when exposed dur-
ing pregnancy or first year of life (35). This suggests that these cells
could respond to growth factors and cytokines at the site of inflam-
mation. In mice, Starkey and colleagues (36) found that Chlamydia
muridarum infection of infant mice had altered hematopoietic
cells with increased severity in airway hyperresponsiveness during
airway allergic disease in later life. Infant mice had increased IL-5
and IL-13 cytokines released from mediastinal lymph node cells
along with increased mucus secreting cells, increased transpul-
monary resistance, and IL-13 production in the lung (36). In
humans, stimulation of cord blood with lipopolysaccharide (LPS)
resulted in increased eosinophil and basophil progenitors. This
process was mediated by GM-CSF secretion by CD34™" cells and
required p38 mitogen-activated protein kinases (MAPK) activa-
tion (37). These studies further demonstrate the capability of
inflammatory events to initiate HPSC differentiation.

Epithelial cell-associated cytokines, such as IL-25 and IL-33,
have been suggested to be important in the initiation of aller-
gic responses. IL-25 has been shown to initiate Th2-type airway
inflammation but has also been shown to induce multipotent
progenitor cells into macrophages, basophils, and mast cells in
gut associated lymphoid tissue (2, 38). In IL-25~/~ mice, IL-25
was produced by epithelial cells in OVA-challenged mice sug-
gesting that the allergic airway inflammation induced by OVA
challenge can initiate IL-25 expression (39). IL-33 was found to
be important in the differentiation of HSPCs into eosinophils.

IL-33 activity in the bone marrow compartment in mice acted
locally on hematopoietic progenitor cells in an IL-5-dependent
manner. IL-33 also triggered the production of IL-13 and IL-6,
and increased the production of CCL17 and transforming growth
factor-B (TGF-B) from wild-type eosinophils. In addition to dif-
ferentiation of hematopoietic progenitor cells into eosinophils,
IL-33 also increased lung levels of eosinophils, macrophages, lym-
phocytes, IL-13, TGF-8, CCL3, CCL17, and CCL24 in eosinophil-
mediated airway inflammation (40). CD34™" progenitor cells in
humans express a functional receptor for IL-33 that results in the
rapid release of high levels of cytokines and chemokines in the
presence of IL-33, further contributing to the possibility of IL-
33-mediated differentiation of progenitor cells (9). These studies
suggest the importance of IL-33 in mediating the differentiation
of HSPCs into eosinophils during an allergic event in the airways.
Despite these findings, careful investigations are required to con-
firm IL-25 involvement in HSPC differentiation. Further studies
looking at other epithelial cell-derived cytokines, such as TSLP,
should also be performed to further elucidate these mechanisms.

Bone marrow progenitors from inbred Rocky Mountain White
(IRW) mice were found to be incapable of proliferation or appro-
priate differentiation in response to SCF, Flt3-ligand (FLT3L), and
IL-5, which are the conditions defined for eosinophil differenti-
ation. Progenitors from IRW mice were also found to be unable
to differentiate into mast cells in the presence of IL-3 and SCE.
The authors found that while the progenitor cells were unable
to respond to factors ex vivo, OVA sensitization and challenge
resulted in eosinophilia. This suggests that there are other endoge-
nous compensatory mechanisms which drive differentiation, and
this requires further elucidation (19).

HSPC DIFFERENTIATION INTO MAST CELLS

The hematopoietic lineage for mast cell development is unique in
that mast cells leave the bone marrow as progenitors rather than as
circulating end-stage cells. Mast cell progenitors will accumulate
in different body tissues under the influence of locally produced
factors that determine the final phenotype of the mast cell. Mast
cell progenitors in the periphery, are identified by their expression
of FCeRI, c-Kit, CD13, CD33, CD34, CD38, and by their ability to
form granulated MC colonies in culture (41, 42).

In order to analyze the role of the bone marrow microenviron-
ment in human hematopoietic lineage development, a transgenic
mouse strain was developed that expressed human membrane-
bound SCE. CD34% cells isolated from human cord blood were
then transplanted into NOD/SCID/IL2rgKO immunocompro-
mised mice that expressed membrane-bound SCF (hSCF Tg NSG).
These transgenic mice expressing human SCF had rapid expan-
sion of human CD45" hematopoietic cells compared to non-
transgenic NSG recipients. Since SCF-c-Kit signaling is critical for
the maintenance of stem and progenitor cells, hSCF Tg NSG con-
tained mast cells in the lung cellular infiltrates. Membrane-bound
hSCF in the bone marrow resulted in enhanced development of
CD33™" myeloid cells from the engrafted HSCs. Transgenic expres-
sion of human membrane-bound SCF influenced human myeloid
development and mast cell development in hematopoietic organs
and mucosal tissues along with the high chimerism of human
hematopoietic cells in hematopoietic organs (20). Al-Mushen and
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co-investigators (43) report the recovery of SCF mRNA-positive
cells from bronchial washings in allergic asthmatics at a higher
number compared to normal controls. While bronchial biopsy
showed that SCF expression was present primarily in the epithe-
lium, it was determined that alveolar macrophages were found to
be the major source of SCF in bronchial washings from asthmatic
subjects. Since the receptor for SCF, c-kit, is found on HSPCs and
not on monocytes, it is probable that these increased macrophages
are differentiated from circulating HSPCs (43).

RECRUITMENT OF MAST CELL PROGENITORS INTO TISSUES
In order for mast cell progenitors to migrate to the lung, they
must express 0487 and a4P1 (VLA-4) integrins. These integrins
will bind to CXCR2-regulated VCAM-1 on endothelial cells. OVA
has been found to upregulate VCAM-1 expression suggesting that
mast cells further propagate inflammatory signals in the asthmatic
lung (44). There is evidence that mast cell recruitment into tissues
may also involve SCF binding to c-Kit, resulting in the activation of
the PI3K pathway. Thus it appears that SCF is a major chemotactic
factor for mast cells (42, 45).

Another chemokine involved in the attraction of mast cells to
the tissue is CCL2. In OVA-challenged mice, the levels of CCL2
and CXCL1 are increased in BAL fluid compared to non-sensitized
mice. In freshly isolated bone marrow, the functionality of the mast
cell progenitors to migrate to CCL2 was demonstrated in vitro
and further illustrated at the in vivo level by using subepithelial
irradiation and bone marrow adoptive transfer. Examination of
the bone marrows indicate that CCR2™/~ OVA-challenged mice
reconstituted with WT bone marrow have a significant reduction
in the concentration of mast cell progenitors (46). This indicates
that CCR2/CCL2 signaling is imperative to the recruitment of
mast cell progenitors to the lung during antigen challenge and
that this requires participation of stromal and bone marrow ele-
ments. This study also denotes that CCL2 in the bone marrow
and CCR2 in the lung are important for mast cell progenitor
trafficking in the allergic airway models used and further high-
lights the complex signaling mechanisms in mast cell progenitor
trafficking.

HSPC DIFFERENTIATION INTO MONOCYTES/MACROPHAGES
Macrophages are terminally differentiated tissue dwelling cells
derived from circulating monocytes. Most tissue macrophages
are derived from hematopoietic stem cells and their local expan-
sion within tissues can be due to local proliferation of existing
macrophages or due to infiltration of blood-derived monocytes.
To fulfill many different roles in the tissue, macrophages can adapt
different phenotypes based on signals they receive from their envi-
ronment. Depending on their level of activation, macrophages can
differentiate into M1 or M2 cells. M1 macrophages act as pro-
inflammatory cells in host defense against intracellular pathogens
and cellular debris. M1 macrophages are induced by Th1 cytokines,
interferon-y (IFN-y) and tumor necrosis factor-oa (TNF-a), and
have been shown to be stimulated by GM-CSF and LPS. M2
macrophages are induced by Th2 cytokines, IL-4, and IL-13, and
also influenced by IL-10 and M-CSE. M2 macrophages produce
a wide range of factors that are involved in airway remodeling
that either lead to restoration of the tissue or pathological fibrosis

(47, 48 http://bloodjournal.hematologylibrary.org/content/79/4/
846.full.pdf).

Monocytes/macrophages perform essential functions in home-
ostasis, infection, tissue repair, and resolution of inflammation.
These cells have pleiotropic functions in the body in that they
can interact with cells with progenitor or stem cell properties and
that this interplay may contribute to repair and remodeling (49,
50). Re-establishment of tissue homeostasis in response to injury
requires infiltration of inflammatory cells and activation of resi-
dent stem cells. Full tissue recovery requires that the inflammation
is resolved.

RECRUITMENT OF MONOCYTE/MACROPHAGE
PROGENITORS INTO TISSUES

The factors that influence monocyte/macrophage trafficking to
the lung during an inflammatory event are not well established.
However, in inflammatory disease states of other tissues such
as the liver, CCR2 activation on the surface of monocytes by
monocyte chemoattractant protein 1 (MCP-1) and MCP-3 fac-
tors at the site of inflammation may be responsible for the homing
of monocyte/macrophages to the area of injury (51). Therefore,
mechanisms of monocyte/macrophage migration during airway
inflammation deserve further attention.

There is evidence that both M1 and M2 cells are involved
in asthma. M2 macrophages have been found to correlate with
the severity of allergic airway inflammation in human and mice.
M1 macrophages have been suggested to be beneficial to pre-
vent allergic sensitization but may promote development of M2
macrophages in the presence of established disease (5). In OVA-
challenged mice, an increase in macrophages were recovered in
the BAL fluid following 1 week of OVA challenge, compared to
saline control mice. This increase in macrophages following aller-
gen challenge was also observed in macrophages recovered in the
tissues. While the number of macrophages in BAL decreased fol-
lowing weekly exposures to OVA, there was an increase in tissue
macrophages, further demonstrating macrophage involvement in
the pathogenesis of asthma (52).

Macrophage proliferation and activation requires MAPK.
MAPK activation requires phosphorylation on threonine and
tyrosine residues that are located in the activation loop. MAPK
activation are regulated by the dominant action of protein phos-
phatases, as evidenced by the fact that activation is reversible even
in the continued presence of activating stimuli. A key regulator of
macrophage proliferation and activation is mitogen-activated pro-
tein kinase phosphatase-1 (MKP-1). MKP-1 is a dual-specificity
phosphoprotein phosphatase and has been identified as a neg-
ative regulatory factor of the innate immune system and as a
key regulatory factor for macrophage proliferation and activation
(49). Expression of MKP-1 in tissue repair following damage was
demonstrated in muscle macrophages in which the tissue from
MEKP~/~ mouse lacked inflammatory cytokine expression despite
persistent tissue damage unveiling a function for macrophage con-
trolling stem cell dependent inflammation in damaged muscle
tissue repair (53). Regulation of innate immune inflammation
could thus be regulated by this phosphatase. Therefore, applica-
tion of therapeutics based on MKP-1 modulation could decrease
asthma morbidity and intensity.
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Signals released from M1 and M2 macrophages induced the
migration of meso-angioblasts in a chemotactic assay (54). The
results of this study support that macrophage recruit stem cells
to the site of injury in the tissue and the ability of precursor cells
to reconstitute the damaged tissue depends on the signals gener-
ated in situ by the macrophages. Therefore, intervention to allergic
disorders could be targeted in tempering stem cell migration by
modulating macrophage release of inflammatory cytokines. How-
ever, the origin of release of these chemoattractants is still poorly
characterized (54).

LYMPHOCYTES
Lymphocytes, such as T and B cells, differentiate from a com-
mon lymphoid progenitor and increased leukocyte progenitors
have been found in asthma patient blood (55). Th17 cells mediate
tissue inflammation and autoimmunity. TGF-$ and IL-6 induce
Th17 differentiation from naive CD4™ cells through regulation of
chromatin remodeling and IL-23 is required for expansion and
maintenance of Th17 cells. RORyt is considered to be a key tran-
scription factor for Th17 cells because its expression is induced
specifically during differentiation of Th17 cells by TGF and IL-6.
However, some cells that express RORyt function as T-regulatory
(Treg) cells. This raises the question of the role of RORyt in the
early differentiation process of T cells from HSC. In RORyt-BMT
mice where RORyt expression is forced at the HSC level, increased
expression of both Th17 and Treg expression was found. A series of
in vivo experiments in which HSCs expressing RORyt were trans-
planted into lethally irradiated mice, the effects of RORyt on T
cell development was evaluated. In contrast to mice transplanted
with HSCs expressing IL-17 which died within 14 days after trans-
plantation, those with reconstituted bone marrow hematopoiesis
survived without any autoimmune disorders during the observa-
tional period of over 16 weeks even though they had an increased
number of Th17 cells showing intracellular expression of IL-17.
Mice with increased number of Tregs had attenuated immune
response when challenged in a chronic hypersensitivity assay. This
phenomenon was supported with adoptive cell transfer of CD4™
T cells from these mice to recipient mice. Thus, these experiments
suggest that the surrounding cytokines, such as IL-5 and TGF-f,
influence the differentiation of Th17 to Treg cells by influencing
the expression of RORyt which ultimately results in decreased
tissue damage (56).

A protease responsible for cell migration and is highly expressed
in the asthmatic lungis a disintegrin and metalloprotease domain 8
(ADAMS). Adoptive transfer experiments showed that ADAMS on
hematopoietic as well as on non-hematopoietic cells was required
for full asthmatic response, ADAMS8-deficient T-lymphocytes sig-
nificantly decreased the asthmatic response. Thus, this enzyme
may also be a potential target for the inhibition of inflammatory
response in asthma (57).

FIBROCYTES

In addition to differentiation into eosinophils, basophils, and mast
cells, CD341TCD45™ cells can differentiate into several types of
tissue dwelling cells involved in the remodeling of the airway struc-
ture (9). Fibrocytes are thought to be derived from monocytes that
have similar features to that of fibroblasts and macrophages (58).

Fibrocytes express different fibroblast proteins such as vimentin,
collagen I and III, fibronectin, as well as CD34 and CD45 (59).
During the wound-healing process, the initially expressed CD34
will decrease with the induction of fibrocytes being induced
by TGF-f1 and endothelin-1 (ET-1). Evidence for fibrocytes in
asthma was observed in patients with chronic obstructive asthma.
Here, patients with chronic obstructive asthma compared with
asthmatic patients with normal pulmonary function and healthy
subjects had significant increase in the percentage of circulating
fibrocytes, as defined on the basis of expression of CD34™,CD45t,
and collagen I cells in non-adherent non-T cells (60).

Bone marrow-derived stem cells have been found to be respon-
sible for the proliferative cells in the asthmatic airway during
airway remodeling. In GFP* bone marrow chimera mice, chronic
airway inflammation is characterized by increased thickness of
the airway subepithelial basement membrane and smooth muscle
layers. GFP™ bone marrow chimera cells produce collagen I and a-
smooth muscle actin in OVA-sensitized and challenged mice com-
pared to control mice (61). Bone marrow-derived fibrocytes was
further defined from fibroblasts isolated from cockroach antigen-
challenged mice. Cockroach antigen-challenged GFP* bone mar-
row mice had increased fibroblasts in the lung compared to healthy
mice. Lung fibroblasts cells also express telomerase reverse tran-
scriptase (TERT), which is induced in lung injury and fibrosis.
The 70% of the TERT™ cells were found to be mostly derived
from bone marrow (62). Therefore, bone marrow-derived adult
stem cells can contribute to the increased fibroblast population
found in respiratory disease and are involved in the pathogenesis
of airway remodeling in asthma.

THERAPEUTIC CONSIDERATIONS

Given the involvement of hematopoietic progenitor cells in medi-
ating allergic inflammation and airway remodeling in asthma,
various molecules involved in the molecular process of the differ-
entiation of hematopoietic progenitor cells offer attractive ther-
apeutic targets in alleviating asthma. Therapies for asthma still
strongly rely on inhaled corticosteroids and long-acting inhaled p,
agonists. However, these treatments may not be able to fully reverse
the effects of inflammation and airway remodeling. Newer thera-
peutic approaches include treatment with IL-5 antibody. This was
found to decrease CD34"/IL-5Ra cells in atopic patients. Anti-IL-5
treatment may regulate local tissue infiltration of eosinophils (10,
63). However, so far this has not been found clinically successful.

Another target is the regulation of p38 MAPK. MKP-1 can
switch off p38 signaling and cytokine production in mono-
cytes/macrophages. This action was found to be increased in the
presence of vitamin D (64). This also gives further evidence in
offering vitamin D supplementation as a treatment option in vita-
min D. Reduced vitamin D levels are associated with impaired lung
function, increased AHR, and reduced glucocorticoid response.
MKP-1 was found to be increased in the lung with higher vitamin
D levels (65).

Oligonucleotides are an emerging family of drugs with poten-
tial to treat asthma. An inhaled anti-sense drug, TPI ASMS,
contains two modified phosphorothioate anti-sense oligonu-
cleotides (AON), one targeting the common beta chain (Bc)
of the IL-3/IL-5/GM-CSF receptors and the other targeting
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Monocyte Macrophage (M2)

MCP-1, MCP-3

MCP-1, CXCL1, CXCL10

o3

IL-3, IL-5, GM-CSF, SCF

Mast Cell

Basophil

the chemokine receptor CCR3. Inhalation of TPI ASMS8 sig-
nificantly improves lung function and sputum eosinophilia
after allergen inhalation challenge in mild asthmatic sub-
jects with early and late asthmatic responses. Thus, TPI
ASMS8 may effectively block accumulation of eosinophils and
eosinophil progenitors in the airways following allergen chal-
lenge (66).

CONCLUSION

Allergic asthma is a complex disease characterized by chronic air-
way inflammation and increased airway hyperresponsiveness as
a reaction to allergen stimuli. There is evidence to support that
hematopoietic stem cell homing to the site of inflammation release
cytokines to influence and exacerbate allergic inflammation and
are also influenced by local cytokines and growth factors at the
site of injury. Their ability to differentiate in situ into differ-
ent immune cells is dependent on cytokine and growth factors

(Figure 2). Current investigative approaches looking at HSPCs dif-
ferentiation potential primarily focus on eosinophil and basophil
progenitors. However, important role of monocytes and mast cells
should not be overlooked and the potential for differentiation into
fibrocytes must also be considered. Future studies should address
the ability of HSPCs to differentiate in situ as well as focus on
factors that release HSPCs from the bone marrow and when this
occurs. Therefore, the management of hematopoietic progenitor
cells differentiation offers a potential therapeutic target. Therapy
that targets the maturation of CD34% HSPCs specifically into the
inflammatory cells in the lung could result in reduced tissue mat-
uration of hematopoietic cells and thus decreased allergic airway
inflammation.

ACKNOWLEDGMENTS

This work was supported by research grants from the National
Institutes of Health, USA to Devendra K. Agrawal. The content

www.frontiersin.org

December 2013 | Volume 4 | Article 428 | 7


http://www.frontiersin.org
http://www.frontiersin.org/Inflammation/archive

Fischer and Agrawal

HSPCs in inflammation and allergy

of this review is solely the responsibility of the authors and does
not necessarily represent the official views of the NIH. No writing
assistance was utilized in the production of this manuscript.

REFERENCES

1.

2.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Agrawal DK, Shao Z. Pathogenesis of allergic airway inflammation. Curr Allergy
Asthma Rep (2010) 10:39-48. doi:10.1038/sj.icb.7100044

Kool M, Hammad H, Lambrecht B. Cellular networks controlling Th2 polariza-
tion in allergy and immunity. F1000 Biol Rep (2012) 4:6. doi:10.3410/B4-6

. Murdoch JR, Lloyd CM. Chronic inflammation and asthma. Mutat Res (2010)

690:24-39. doi:10.1016/j.mrfmmm.2009.09.005

. Takhar P, Corrigan CJ, Smurthwaite L, O’Connor BJ, Durham SR, Lee TH,

etal. Class switch recombination to IgE in the bronchial mucosa of atopic
and nonatopic patients with asthma. J Allergy Clin Immunol (2007) 119:213-8.
doi:10.1016/j.jaci.2006.09.045

. Boorsma C, Draijer C, Melgert B. Macrophage heterogeneity in respiratory dis-

eases. Mediators Inflamm (2013) 2013:1-19. doi:10.1155/2013/769214

. Lemanske RF Jr, Busse WW. Asthma: clinical expression and molecular mech-

anisms. J Allergy Clin Immunol (2010) 125:595-102. doi:10.1016/j.jaci.2009.10.
047

. Denburg J, Keith PK. Eosinophil progenitors in airway diseases. Chest (2008)

134:1037. doi:10.1378/chest.08-0485

. Punia N, Smith S, Thomson JV, Irshad A, Nair P, Sehmi R. Interleukin-4

and interleukin-13 prime migrational responses of haemopoietic progenitor
cells to stromal cell-derived factor-lo. Clin Exp Allergy (2012) 42:255-64.
doi:10.1111/j.1365-2222.2011.03889.x

. Allakhverdi Z, Comeau MR, Smith DE, Toy D, Endam LM, Desrosiers M, et al.

CD34+ hemopoietic progenitor cells are potent effectors of allergic inflamma-
tion. J Allergy Clin Immunol (2009) 123:472-8. doi:10.1016/j.jaci.2008.10.022
Rédinger M, Lotvall J. Eosinophil progenitors in allergy and asthma — do they
matter? Pharmacol Ther (2009) 121:174-84. doi:10.1016/j.pharmthera.2008.10.
008

Shivtiel S, Kollet O, Lapid K, Schajnovitz A, Goichberg P, Kalinkovich A, et al.
CD45 regulates retention, motility, and numbers of hematopoietic progenitors,
and affects osteoclast remodeling of metaphyseal trabecules. ] Exp Med (2008)
205:2381-95. doi:10.1084/jem.20080072

Lapidot T. How do stem cells find their way home? Blood (2005) 106:1901-10.
doi:10.1182/blood-2005-04-1417

Horowitz MC, Fretz JA, Lorenzo JA. How B cells influence bone biology in health
and disease. Bone (2010) 47:472-9. doi:10.1016/j.bone.2010.06.011

Doyle T, Ellis R, Park H, Inman M, Sehmi R. Modulating progenitor accumu-
lation attenuates lung angiogenesis in a mouse model of asthma. Eur Respir |
(2011) 38:679-87. doi:10.1183/09031936.00133210

Sehmi R, Dorman S, Baatjes A, Watson R, Foley R, Ying S, etal. Allergen-
induced fluctuation in CC chemokine receptor 3 expression on bone marrow
CD34+ cells from asthmatic subjects: significance for mobilization of haemopoi-
etic progenitor cells in allergic inflammation. Immunology (2003) 109:536-46.
doi:10.1046/j.1365-2567.2003.01686.x

Lamkhioued B, Abdelilah S, Hamid Q, Mansour N, Delespesse G, Renzi P. The
CCR3 receptor is involved in eosinophil differentiation and is up-regulated by
Th2 cytokines in CD34+ progenitor cells. ] Immunol (2003) 170:537—47.
Massberg S, Schaerli P, Knezevic-Maramica I, Kéllnberger M, Tubo N, Mose-
man EA, et al. Immunosurveillance by hematopoietic progenitor cells traffick-
ing through blood, lymph, and peripheral tissues. Cell (2007) 131:994-1008.
doi:10.1016/j.cell.2007.09.047

Southam DS, Widmer N, Ellis R, Hirota JA, Inman MD, Sehmi R. Increased
eosinophil-lineage committed progenitors in the lung of allergen-challenged
mice. J Allergy Clin Immunol (2005) 115:95-102. doi:10.1016/j.jaci.2004.09.022
Dyer K, Garcia-Crespo K, Percopo CM, Bowen A, Ito T, Peterson K, et al. Defec-
tive eosinophil hematopoiesis ex vivo in inbred Rocky Mountain White (IRW)
mice. J Leukoc Biol (2011) 90:1101-9. doi:10.1189/j1b.0211059

Takagi S, Saito Y, Hijikata A, Tanaka S, Watanabe T, Hasegawa T, et al. Membrane-
bound human SCF/KL promotes in vivo human hematopoietic engraftment and
myeloid differentiation. Blood (2012) 119:2768-77. doi:10.1182/blood-2011-
05-353201

Kopp H, Avecilla ST, Hooper AT, Rafii S, Kopp H. The bone marrow vascu-
lar niche: home of HSC differentiation and mobilization. Physiology (2005)
20:349-56. doi:10.1152/physiol.00025.2005

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

Stellato C, Brummet M, Plitt ], Shahabuddin S, Baroody F, Liu M, et al. Expres-
sion of the C-C Chemokine receptor CCR3 in human airway epithelial cells. J
Immunol (2001) 166:1457-61.

Mazo IB, Massberg S, von Andrian UH. Hematopoietic stem and progenitor
cell trafficking. Trends Immunol (2011) 32:493-503. doi:10.1016/}.it.2011.06.011
Schulz C, Andrian UH, Massberg S. Hematopoietic stem and progenitor cells:
their mobilization and homing to bone marrow and peripheral tissue. Immunol
Res (2009) 44:160-8. doi:10.1007/s12026-009-8109-6

Blanchet M, McNagny KM. Stem cells, inflammation and allergy. Allergy Asthma
Clin Immunol (2009) 5:13. doi:10.1186/1710-1492-5-13

Storek J, Vliagoftis H, Grizel A, Lyon AW, Daly A, Khan F, et al. Allergy transfer
with hematopoietic cell transplantation from an unrelated donor. Bone Marrow
Transplant (2010) 46:605—6. doi:10.1038/bmt.2010.150

Imaoka H, Punia N, Irshad A, Ying S, Corrigan CJ, Howie K, etal. Lung
homing of endothelial progenitor cells in humans with asthma after allergen
challenge. Am ] Respir Crit Care Med (2011) 184:771-8. doi:10.1111/j.1365-
2222.2011.03816.x

Dorman SC, Babirad I, Post J, Watson RM, Foley R, Jones GL, etal. Prog-
enitor egress from the bone marrow after allergen challenge: role of stromal
cell-derived factor 1a and eotaxin. J Allergy Clin Immunol (2005) 115:501-7.
doi:10.1016/j.jaci.2004.11.017

Negrete-Garcia MC, Velazquez JR, Popoca-Coyotl A, Montes-Vizuet AR, Juarez-
Carvajal E, Teran LM. CXCL12/SDF-1 is associated with leukocyte recruitment
in asthma. Chest (2010) 138:100-6. doi:10.1378/chest.09-2104

Gauvreau GM, Ellis AK, Denburg JA. Haemopoietic processes in allergic dis-
ease: eosinophil/basophil development. Clin Exp Allergy (2009) 39:1297-306.
doi:10.1111/j.1365-2222.2009.03325.x

Makowska JS, Cieslak M, Kowalski ML. Stem cell factor and its soluble receptor
(c-kit) in serum of asthmatic patients- correlation with disease severity. BMC
Pulm Med (2009) 9:27. doi:10.1186/1471-2466-9-27

Catalli AE, Thomson JV, Babirad IM, Duong M, Doyle TM, Howie KJ, et al.
Modulation of Bl-integrins on hemopoietic progenitor cells after allergen
challenge in asthmatic subjects. J Allergy Clin Immunol (2008) 122:803-10.
doi:10.1016/j.jaci.2008.07.021

Dar A, Schajnovitz A, Lapid K, Kalinkovich A, Itkin T, Ludin A, etal. Rapid
mobilization of hematopoietic progenitors by AMD3100 and catecholamines is
mediated by CXCR4-dependent SDF-1 release from bone marrow stromal cells.
Leukemia (2011) 25:1286-96. doi:10.1038/leu.2011.62

Fernandes R, Kusel M, Cyr M, Sehmi R, Holt K, Holt B, etal. Cord blood
hemopoietic progenitor profiles predict acute respiratory symptoms in infancy.
Pediatr Allergy Immunol (2008) 19:239—47. doi:10.1111/j.1399-3038.2007.
00615.x

Weisse K, Lehmann I, Heroux D, Kohajda T, Herberth G, Roder S, et al. The LINA
cohort: indoor chemical exposure, circulating eosinophil/basophil (Eo/B) prog-
enitors and early life skin manifestations. Clin Exp Allergy (2012) 42:1337-46.
doi:10.1111/j.1365-2222.2012.04024.x

Starkey MR, Kim RY, Beckett EL, Schilter HC, Shim D, Essilfie A, et al. Chlamy-
dia muridarum lung infection in infants alters hematopoietic cells to promote
allergic airway disease in mice. PLoS One (2012) 7:e42588. doi:10.1371/journal.
pone.0042588

Reece P, Baatjes A, Cyr M, Sehmi R, Denburg J. Toll-like receptor mediated
eosinophil-basophil differentiation: autocrine signalling by GM-CSF in cord
blood hematopoietic progenitors. Immunology (2013) 139:256-64. doi:10.1111/
imm.12078

Saenz S, Siracusa M, Perrigoue J, Spencer S, Urban J, Tocker J, et al. IL-25 elicits a
multi-potent progenitor cell population that promotes Th2 cytokine responses.
Nature (2010) 464:1362-6. doi:10.1038/nature08901

Suzukawa M, Morita H, Nambu A, Arae K, Shimura E, Shibui A, et al. Epithe-
lial cell-derived IL-25, but not Th17 cell-derived IL-17 or IL-17F is crucial
for murine asthma. J Immunol (2012) 189:3641-52. doi:10.4049/jimmunol.
1200461

Stolarski B, Kurowska-Stolarska M, Kewin P, Xu D, Liew F, Stolarski B, et al.
IL-33 exacerbates eosinophil-mediated airway inflammation. J Immunol (2010)
185:3472-80. doi:10.4049/jimmunol.1000730

Gurish MFE, Austen KF. Developmental origin and functional specialization of
mast cell subsets. Immunity (2012) 37:25-33. doi:10.1016/j.immuni.2012.07.
003

Okayama Y, Kawakami T. Development, migration, and survival of mast cells.
Immunol Res (2006) 34:97—115. doi:10.1385/IR:34:2:97

Frontiers in Immunology | Inflammation

December 2013 | Volume 4 | Article 428 | 8


http://dx.doi.org/10.1038/sj.icb.7100044
http://dx.doi.org/10.3410/B4-6
http://dx.doi.org/10.1016/j.mrfmmm.2009.09.005
http://dx.doi.org/10.1016/j.jaci.2006.09.045
http://dx.doi.org/10.1155/2013/769214
http://dx.doi.org/10.1016/j.jaci.2009.10.047
http://dx.doi.org/10.1016/j.jaci.2009.10.047
http://dx.doi.org/10.1378/chest.08-0485
http://dx.doi.org/10.1111/j.1365-2222.2011.03889.x
http://dx.doi.org/10.1016/j.jaci.2008.10.022
http://dx.doi.org/10.1016/j.pharmthera.2008.10.008
http://dx.doi.org/10.1016/j.pharmthera.2008.10.008
http://dx.doi.org/10.1084/jem.20080072
http://dx.doi.org/10.1182/blood-2005-04-1417
http://dx.doi.org/10.1016/j.bone.2010.06.011
http://dx.doi.org/10.1183/09031936.00133210
http://dx.doi.org/10.1046/j.1365-2567.2003.01686.x
http://dx.doi.org/10.1016/j.cell.2007.09.047
http://dx.doi.org/10.1016/j.jaci.2004.09.022
http://dx.doi.org/10.1189/jlb.0211059
http://dx.doi.org/10.1182/blood-2011-05-353201
http://dx.doi.org/10.1182/blood-2011-05-353201
http://dx.doi.org/10.1152/physiol.00025.2005
http://dx.doi.org/10.1016/j.it.2011.06.011
http://dx.doi.org/10.1007/s12026-009-8109-6
http://dx.doi.org/10.1186/1710-1492-5-13
http://dx.doi.org/10.1038/bmt.2010.150
http://dx.doi.org/10.1111/j.1365-2222.2011.03816.x
http://dx.doi.org/10.1111/j.1365-2222.2011.03816.x
http://dx.doi.org/10.1016/j.jaci.2004.11.017
http://dx.doi.org/10.1378/chest.09-2104
http://dx.doi.org/10.1111/j.1365-2222.2009.03325.x
http://dx.doi.org/10.1186/1471-2466-9-27
http://dx.doi.org/10.1016/j.jaci.2008.07.021
http://dx.doi.org/10.1038/leu.2011.62
http://dx.doi.org/10.1111/j.1399-3038.2007.00615.x
http://dx.doi.org/10.1111/j.1399-3038.2007.00615.x
http://dx.doi.org/10.1111/j.1365-2222.2012.04024.x
http://dx.doi.org/10.1371/journal.pone.0042588
http://dx.doi.org/10.1371/journal.pone.0042588
http://dx.doi.org/10.1111/imm.12078
http://dx.doi.org/10.1111/imm.12078
http://dx.doi.org/10.1038/nature08901
http://dx.doi.org/10.4049/jimmunol.1200461
http://dx.doi.org/10.4049/jimmunol.1200461
http://dx.doi.org/10.4049/jimmunol.1000730
http://dx.doi.org/10.1016/j.immuni.2012.07.003
http://dx.doi.org/10.1016/j.immuni.2012.07.003
http://dx.doi.org/10.1385/IR:34:2:97
http://www.frontiersin.org/Inflammation
http://www.frontiersin.org/Inflammation/archive

Fischer and Agrawal

HSPCs in inflammation and allergy

43.

44.

45.

46.

47.

48.

49.

50.

5

—

52.

53.

54.

55.

56.

57.

Al-Muhsen SZ, Shablovsky G, Olivenstein R, Mazer B, Hamid Q. The expres-
sion of stem cell factor and c-kit receptor in human asthmatic airways. Clin Exp
Allergy (2004) 34:911-6. doi:10.1111/j.1365-2222.2004.01975.x

Hallgren J, Gurish ME Mast cell progenitor trafficking and maturation. Adv Exp
Med Biol (2011) 716:14-28. doi:10.1007/978-1-4419-9533-9_2

Collington SJ, Williams TJ, Weller CL. Mechanisms underlying the localisation
of mast cells in tissues. Trends Immunol (2011) 32:478-85. doi:10.1016/}.it.2011.
08.002

Collington SJ, Hallgren J, Pease JE, Jones TG, Rollins BJ, Westwick J, et al. The
role of the CCL2/CCR2 axis in mouse mast cell migration in vitro and in vivo.
J Immunol (2010) 184:6114-23. doi:10.4049/jimmunol.0904177

Yang M, Kumar RK, Hansbro PM, Foster PS. Emerging roles of pulmonary
macrophages in driving the development of severe asthma. J Leukoc Biol (2012)
91:557-69. doi:10.1189/j1b.0711357

Sica A, Schioppa T, Mantovani A, Allavena P. Tumour-associated macrophages
are a distinct M2 polarised population promoting tumour progression: poten-
tial targets of anti-cancer therapy. Eur J Cancer (2006) 42:717-27. doi:10.1016/
j-€jca.2006.01.003

Comalada M, Lloberas J, Celada A. MKP-1: a critical phosphatase in the biology
of macrophages controlling the switch between proliferation and activation. Eur
J Immunol (2012) 42:1938-48. doi:10.1002/eji.201242441

Mantovani A, Biswas SK, Galdiero MR, Sica A, Locati M. Macrophage plasticity
and polarization in tissue repair and remodelling. J Pathol (2013) 229:176-85.
doi:10.1002/path.4133

. $iY, Tsou C, Croft K, Charo IF. CCR2 mediates hematopoietic stem and prog-

enitor cell trafficking to sites of inflammation in mice. J Clin Invest (2010)
120:1192-203. doi:10.1172/JCI40310

Wilson SJ, Harmer M]J, Lee RL, Rigden HM, Doyon-Reale NM, Forman KM,
et al. Recurring BALB/c mouse lung inflammatory responses to episodic allergen
exposure. | Toxicol Environ Health A (2013) 76:176-91. doi:10.1080/15287394.
2013.752323

Perdiguero E, Kharraz Y, Serrano AL, Mufioz-Cénoves P. MKP-1 coordinates
ordered macrophage-phenotype transitions essential for stem cell-dependent
tissue repair. Cell Cycle (2012) 11:877-86. d0i:10.4161/cc.11.5.19374

Lolmede K, Campana L, Vezzoli M, Bosurgi L, Tonlorenzi R, Clementi E, et al.
Inflammatory and alternatively activated human macrophages attract vessel-
associated stem cells, relying on separate HMGB1- and MMP-9-dependent path-
ways. ] Leukoc Biol (2009) 85:779-87. doi:10.1189/j1b.0908579

Makowska J, Grzegorczyk J, Ciéslak M, Biénkiewicz B, Kowalski M. Recruitment
of CD34+ progenitor cells into peripheral blood and asthma severity. Ann Allergy
Asthma Immunol (2008) 101:402—6. doi:10.1016/S1081-1206(10)60317-1
Fujisawa Y, Nabekura T, Kawachi Y, Otsuka F, Onodera M. Enforced RORyt
expression in haematopoietic stem cells increases regulatory T cell number,
which reduces immunoreactivity and attenuates hypersensitivity in vivo. Asian
Pac ] Allergy Immunol (2011) 29:86-93.

Naus S, Blanchet M, Gossens K, Zaph C, Bartsch JW, McNagny KM, et al.
The metalloprotease-disintegrin ADAMS is essential for the development of

experimental asthma. Am ] Respir Crit Care Med (2010) 181:1318-28. doi:10.
1164/rccm.200909-13960C

58. Reilkoff R, Bucala R, Herzog E. Fibrocytes: emerging effector cells in chronic
inflammation. Nat Rev Immunol (2011) 11:427-35. d0i:10.1038/nri2990

59. Grieb G, Steffens G, Pallua N, Bernhagen J, Bucala R. Circulating fibrocytes —
biology and mechanisms in wound healing and scar formation. Int Rev Cell Mol
Biol (2011) 291:1-19. doi:10.1016/B978-0- 12-386035-4.00001-X

60. Wang CH, Huang CD, Lin HC, Huang TT, Lee KY, Lo YL, et al. Increased acti-
vation of fibrocytes in patients with chronic obstructive asthma through an
epidermal growth factor receptor-dependent pathway. J Allergy Clin Immunol
(2012) 129:1367-76. d0i:10.1016/j.jaci.2012.01.038

61. Ou-Yang H, Han X, Zhao F, Ti X, Wu C. The role of bone marrow-derived adult
stem cells in a transgenic mouse model of allergic asthma. Respiration (2011)
83:74-80. doi:10.1159/000330013

62. Dolgachev VA, Ullenbruch MR, Lukacs NW, Phan SH. Role of stem cell factor
and bone marrow-derived fibroblasts in airway remodeling. Am J Pathol (2009)
174:390-400. doi:10.2353/ajpath.2009.080513

63. Busse WW, Ring J, Huss-Marp J, Kahn JE. A review of treatment with
mepolizumab, an anti-IL-5 mAb, in hypereosinophilic syndromes and asthma.
J Allergy Clin Immunol (2010) 125:803-13. doi:10.1016/j.jaci.2009.11.048

64. Zhang Y, Leung D, Richers BN, Liu Y, Remigio L, Riches D, etal. Vitamin
D inhibits monocyte/macrophage pro-inflammatory cytokine production by
targeting mitogen-activated protein kinase phosphatase 1. J Immunol (2012)
188:2127-35. doi:10.4049/jimmunol.1102412

65. Sutherland ER, Goleva E, Jackson LP, Stevens AD, Leung DY. Vitamin D levels,
lung function, and steroid response in adult asthma. Am J Respir Crit Care Med
(2010) 181:699-704. doi:10.1164/rccm.200911-17100C

66. Imaoka H, Campbell H, Babirad I, Watson RM, Mistry M, Sehmi R, et al. TPI
ASMS8 reduces eosinophil progenitors in sputum after allergen. Clin Exp Allergy
(2011) 41:1740-6. doi:10.1111/j.1365-2222.2011.03816.x

Conflict of Interest Statement: The authors declare that the research was conducted
in the absence of any commercial or financial relationships that could be construed
as a potential conflict of interest.

Received: 01 November 2013; paper pending published: 18 November 2013; accepted:
20 November 2013; published online: 04 December 2013.

Citation: Fischer KD and Agrawal DK (2013) Hematopoietic stem and progenitor cells
in inflammation and allergy. Front. Immunol. 4:428. doi: 10.3389/fimmu.2013.00428
This article was submitted to Inflammation, a section of the journal Frontiers in
Immunology.

Copyright © 2013 Fischer and Agrawal. This is an open-access article distributed under
the terms of the Creative Commons Attribution License (CC BY). The use, distribution
or reproduction in other forums is permitted, provided the original author(s) or licensor
are credited and that the original publication in this journal is cited, in accordance with
accepted academic practice. No use, distribution or reproduction is permitted which
does not comply with these terms.

www.frontiersin.org

December 2013 | Volume 4 | Article 428 | 9


http://dx.doi.org/10.1111/j.1365-2222.2004.01975.x
http://dx.doi.org/10.1007/978-1-4419-9533-9_2
http://dx.doi.org/10.1016/j.it.2011.08.002
http://dx.doi.org/10.1016/j.it.2011.08.002
http://dx.doi.org/10.4049/jimmunol.0904177
http://dx.doi.org/10.1189/jlb.0711357
http://dx.doi.org/10.1016/j.ejca.2006.01.003
http://dx.doi.org/10.1016/j.ejca.2006.01.003
http://dx.doi.org/10.1002/eji.201242441
http://dx.doi.org/10.1002/path.4133
http://dx.doi.org/10.1172/JCI40310
http://dx.doi.org/10.1080/15287394.2013.752323
http://dx.doi.org/10.1080/15287394.2013.752323
http://dx.doi.org/10.4161/cc.11.5.19374
http://dx.doi.org/10.1189/jlb.0908579
http://dx.doi.org/10.1016/S1081-1206(10)60317-1
http://dx.doi.org/10.1164/rccm.200909-1396OC
http://dx.doi.org/10.1164/rccm.200909-1396OC
http://dx.doi.org/10.1038/nri2990
http://dx.doi.org/10.1016/B978-0-12-386035-4.00001-X
http://dx.doi.org/10.1016/j.jaci.2012.01.038
http://dx.doi.org/10.1159/000330013
http://dx.doi.org/10.2353/ajpath.2009.080513
http://dx.doi.org/10.1016/j.jaci.2009.11.048
http://dx.doi.org/10.4049/jimmunol.1102412
http://dx.doi.org/10.1164/rccm.200911-1710OC
http://dx.doi.org/10.1111/j.1365-2222.2011.03816.x
http://dx.doi.org/10.3389/fimmu.2013.00428
http://creativecommons.org/licenses/by/3.0/
http://www.frontiersin.org
http://www.frontiersin.org/Inflammation/archive

	Hematopoietic stem and progenitor cells in inflammation and allergy
	Introduction
	Hematopoietic stem cells
	HSPCs in allergy and asthma
	HSPC differentiation into eosinophils and basophils
	HSPC differentiation into mast cells
	Recruitment of mast cell progenitors into tissues
	HSPC differentiation into monocytes/macrophages
	Recruitment of monocyte/macrophage progenitors into tissues
	Lymphocytes
	Fibrocytes
	Therapeutic considerations
	Conclusion
	Acknowledgments
	References


