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Abstract
Neovascularization is essential for tumor growth. We have previously reported that the chemokine receptor CXCR2
is an important regulator in tumor angiogenesis. Here we report that the mobilization of bone marrow (BM)–
derived endothelial progenitor cells (EPCs) is impaired in CXCR2 knockout mice harboring pancreatic cancers.
The circulating levels of EPCs (positive for CD34, CD117, CD133, or CD146) are decreased in the bone marrow
and/or blood of tumor-bearing CXCR2 knockout mice. CXCR2 gene knockout reduced BM-derived EPC prolifera-
tion, differentiation, and vasculogenesis in vitro. EPCs double positive for CD34 and CD133 increased tumor
angiogenesis and pancreatic cancer growth in vivo. In addition, CD133+ and CD146+ EPCs in human pancreatic
cancer are increased compared with normal pancreas tissue. These findings indicate a role of BM-derived EPC in
pancreatic cancer growth and provide a cellular mechanism for CXCR2 mediated tumor neovascularization.
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Introduction
Endothelial progenitor cells (EPCs) originate mainly from the bone
marrow–derived cells with the ability to differentiate into mature endo-
thelial cells and contribute to blood vessel formation. The bone marrow
consists of many cell types [1], of which EPCs, pericyte progenitor cells
[2], myeloid progenitor cells [3], dendritic progenitor cells [4], and
tumor-associated macrophages [5,6] have been involved in tumor vas-
culogenesis and promotion of tumor growth. Whereas some types of
BM-derived cells contribute to tumor neovascularization indirectly
by providing structural support, EPCs play a central role in tumor
vasculogenesis. Initially, EPCs were identified in vasculogenesis during
embryogenesis but are now recognized to be important to vessel for-
mation in adulthood as well. Since EPCs were first isolated as CD34+

cells from human peripheral blood in 1997 [7], increasing evidence
demonstrated the role of EPC-mediated postnatal vasculogenesis in
various pathologic conditions including cardiovascular disease, wound
healing, and tumor neovascularization. In general, EPCs express three
surface markers CD34, CD133, and vascular endothelial growth factor
receptor 2 (VEGFR2).These cells characterize the early functional angio-
blast in the bone marrow. In addition, CD117, CD146, VE-cadherin,
and Tie-2 are also expressed on EPCs [8–10]. Recent evidences dem-
onstrated that BM-derived EPCs play an important role in tumor
neovascularization, tumor growth, and metastasis [10,11]. Tumor neo-
vascularization is a complex process. It is composed of angiogenesis by

sprouting of local endothelial cells and vasculogenesis by BM-derived
EPCs. The functional role of EPCs in tumor neovascularization has
been demonstrated in several cancer models including lung cancer,
lymphoma, breast cancer, melanoma, insulinoma, and brain tumor
[12–17]. By using the EPC defective Id1+/−Id3−/− mice, Lyden et al.
[12] demonstrated that EPCs are necessary for tumor vasculogenesis
and growth in mouse lung cancer and lymphoma. The BM-derived
EPCs incorporated into early stage tumor vessel and contributed to lung
cancer, breast cancer, and melanoma growth [13,14]. Moreover, Kaplan
et al. and Gao et al. [15] established an important role of EPCs in lung
metastasis of breast cancer. In a spontaneous insulinoma model, Spring
et al. [16] showed that EPCs incorporated into the tumor vessel and
contributed to the late stage of tumor growth. Du et al. [17] observed
recruitment of hypoxia-inducible 1–induced BM-derived EPCs into
tumor site and initiation of the angiogenic switch by EPCs in an ortho-
topic brain tumor model.
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Chemokines with a C-X-C cystein motif have angiogenic func-
tion and are involved in tumor growth and metastasis [18,19]. We
and others have shown that the CXC chemokine ligands CXCL5
(ENA-78) and CXCL8 (IL-8) interact with its common receptor
CXCR2 stimulating angiogenesis, involved in tumor growth and
metastasis in broad types of cancer including colon cancer, lung can-
cer, and pancreatic cancer [18–24]. The tumor-promoting effect of
the CXCL5/CXCL8/CXCR2 axis has been shown to signal through
activation of NF-κB and phosphorylation of mitogen-activated kinases
and phosphoinositide-3 kinase [21,22]. However, the cellular and
molecular mechanisms of CXCL5/CXCL8/CXCR2–mediated angio-
genesis and tumor growth are not fully understood.

Although the contribution of EPC to tumor neovascularization has
been demonstrated in several types of cancer, the role of BM-derived
EPC in pancreatic adenocarcinoma and the regulation of EPC mobili-
zation by CXCR2 in tumor neovascularization have not been reported.
The aim of this study was to determine the role of CXCR2 on reg-
ulation of EPC mobilization and function. Our data showed that
BM-derived EPCs stimulated vasculogenesis and pancreatic cancer
growth. EPCs are mobilized by pancreatic cancer cells. CXCR2 gene
knockout impaired EPC mobilization and reduced EPC proliferation,
differentiation, and neovascularization.

Materials and Methods

Cell Lines and Reagents
Mouse pancreatic cancer cells harboring a Kras mutation (G12D)

[25] were a kind gift from Dr Ashok Saluja (University of Minnesota).
The cell line was maintained in culture as an adherent monolayer in
RPMI supplemented with 10% fetal bovine serum. CD34, CD117,
CD133, CD146, and isotype IgG control antibodies for flow cytome-
try were purchased from eBioscience (San Diego, CA). Antibodies to
human CD133 or CD146 for immunohistochemistry were obtained
from Abcam (Cambridge, MA). Anti–mouse CD31 antibody was from
Angio-Proteomie (Boston, MA).

Patient Specimens
Nine cases of paired pancreatic tumor/normal pancreas and eight

cases of unpaired tumors or normal pancreas (formalin-fixed, paraffin-
embedded) samples from 1989 to 2005 were obtained through the
University of California at Los Angeles (UCLA), Departments of
Surgery and Pathology. This study was approved by the Institutional
Review Board at the UCLA, School of Medicine.

Mice
CXCR2 knockout mice were generated by crossing CXCR2 hetero-

zygous mice ( Jackson laboratory) on C57 mouse background. Geno-
typing analysis was done using mouse tail DNA. Polymerase chain
reaction (PCR) primers were as follows: CXCR2 wild type, 5′-GGT
CGT ACT GCG TAT CCT GCC TCA G and 3′-TAG CCA TGA
TCT TGA GAA GTC CAT G; and CXCR2 mutant, 5′-CTT GGG
TGG AGA GGC TAT TC and 3′-AGG TGA GAT GAC AGG AGA
TC. Tail DNA was extracted by a genotyping preparation kit, and
PCR was carried out using the 2× Taq PCR Premix (Bioland Scientific,
San Diego, CA). PCR products were separated on a 2% agarose gel.
All animal housing, care, and experiments were performed in accor-
dance with institutional guideline and approved by the UCLA Institu-
tional Animal Care and Use Committee.

In Vitro Cell Proliferation Assay
Bone marrow (BM) was flashed out from tibias and femurs of mice,

washed with Dulbecco modified Eagle medium containing 5% FBS.
Red blood cells were lysed with RBC lysis buffer (Sigma, St Louis,
MO). After washing with PBS, mononuclear cells (105) were collected
and cultured in suspension with endothelial growth medium (EGM;
Lanzo, Allendale, NJ) for 6 days. Cell growth was measured by cell
counting with Trypan blue.

In Vitro Cell Differentiation and Angiogenesis Assay
BM mononuclear cells (2 × 104) were seeded into 24-well culture

plate coated with fibronectin or Matrigel and cultured with EGM with
or without mouse pancreatic cancer–conditioned medium (PCCM).
After 4 to 6 days, the plate was examined for differentiated cells or
capillary tube formation and photographed. Total tube length was de-
termined by image analysis software (Image J; National Institutes of
Health, Bethesda, MD). The qualitative difference in tube formation
was examined. Each assay was done in duplicate, and each experiment
was repeated three times. The total length of capillary tube in wild
type and gene knockout cell culture was measured in five areas with
highest capillary tube density.

Flow Cytometry Analysis and Cell Sorting
Mononuclear cells from mouse blood or bone marrow were incu-

bated with fluorescence-conjugated antibodies (fluorescein isothio-
cyanate (FITC) for CD34, CD117, and CD146; phycoerythrin (PE)
for CD133) or isotype-matched IgG controls on ice for 30 minutes,
washed with PBS, and followed by flow cytometry on a FACScan
cytometer (Becton Dickinson). For cell sorting, mononuclear cells of
bone marrow were stained with fluorescence-conjugated antibody
(CD34-FITC and CD133-PE), and EPCs with double-positive for
CD34 and CD133 were sorted by FACS StarPlus flow cytometer
(Becton Dickinson). Flow cytometry data were analyzed using FCS
Express software (De Novo, Los Angeles, CA).

Immunohistochemistry
Immunohistochemical staining was performed as previously de-

scribed [26]. Briefly, sections (4 μm) from formalin-fixed paraffin-
embedded tissues were deparaffinized in xylene. Unmasking of antigens
was performed by incubating the sections in 0.01 M citrate buffer pH
6.0 in a microwave. Endogenous peroxidase was blocked by incubat-
ing sections with 3% H2O2. After blocking with serum and incubation
with the primary antibody overnight at 4°C, sections were washed with
PBS and incubated with biotinylated secondary antibody for 30 min-
utes at room temperature. Immunoreactivity was detected using the
ABC kit (Vector, Burlingame, CA) or Envision kit (DAKO, Carpinteria,
CA) for anti–mouse CD31. CD133 or CD146 staining was scored with
a percentage of stromal cells with positive immunoreactivity. Micro-
vascular density was determined by counting of CD31-positive blood
vessels in three areas with the highest blood vessel density. Staining data
were reviewed by two independent observers.

Pancreatic Cancer Growth in Mice
Mouse pancreatic cancer cells harboring a common Kras (G12D)

mutation were mixed with Matrigel and implanted subcutaneously
or orthotopically into the pancreas of 4- to 6-week-old CXCR2−/−,
CXCR2+/− or wild-type mice. Four weeks later, the mice were killed,
harvested tumors were measured, and mouse blood and bone marrow
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were collected. Tumors were fixed in 10% formalin and processed for
histopathology or immunohistochemistry. Tumor volume was calculat-
ed by the following formula: tumor volume = 4/3 × πA/2 × B/2 × C/2,
where A is the tumor’s length, B is the width, and C is the height.

Statistical Analysis
Statistical comparisons were made by Student’s t test or χ 2 test.

P ≤ .05 was deemed significant.

Results

Circulating EPC Level in Mouse BM and Blood
We first wanted to determine the EPC population in BM and

blood of mice by FACS analysis. BM from 4-week-old CXCR2−/−
mice and wild-type littermates was collected. The number of CD34+

cells is slightly lower in CXCR2−/− mice than in CXCR2+/+ mice
(8.5% vs 10%; Figure 1, A and B). However, a four-fold increase in
CD133+ cells and approximately two-fold increase in CD34+CD133+

cells were observed in CXCR2−/− mice compared with CXCR2+/+
mice (7.8% vs 1.8% and 5.2% vs 2.9%; Figure 1, A and B). We
then determined the EPC levels in adult mice. FACS analysis was

performed for CD34-, CD117-, CD133-, and CD146-positive cells
on BM or blood from 12-week-old wild-type mice. We observed
detectable but various levels of CD34+, CD117+, CD133+, and
CD146+ EPCs, with a low level of CD133+ and CD146+ EPCs in
the blood of wild-type adult mice (Figure 1C).

We examined the expression of CXCR2 in BM of wild-type and
CXCR2-deficient mice (Figure 1D). The BM of CXCR2+/+ mouse
containing 34.5% CXCR2-positive cells. The number of CXCR2-
positive cells decreased to 22.5% in CXCR2+/− and was undetectable
in CXCR2−/− mice.

EPC Mobilization Is Decreased in CXCR2−/− Mice
in Response to Tumor Challenge

To analyze EPC mobilization in response to the pancreatic cancer
challenge, we injected mouse pancreatic cancer cells into the pan-
creas of 4- to 6-week-old CXCR2+/+ and CXCR2−/− mice. BM or
blood was collected 4 to 7 weeks after tumor transplantation for FACS
analysis. In BM, the numbers of CD34+, CD117+, and CD146+ cells
were decreased in CXCR2−/−mice compared to CXCR2+/+ mice (Fig-
ure 2, A–D), whereas the number of CD133+ cells was approximately
0.5-fold higher in CXCR2−/− mice than in CXCR2+/+ mice (2.6% vs

Figure 1. Circulating levels of EPC- or CXCR2-positive cells in mice by flow cytometry analysis. EPC levels in bone marrow or blood of
4-week-old CXCR2+/+ (A) or CXCR2−/− (B) and 12-week-old wild-type mice (C). The number in the dot plot represents the percentage
of positive cells (left upper, CD133+; right upper, double CD34+, and CD133+, right low; CD34+). BL indicates blood. (D) CXCR2-
positive cells in CXCR2+/+ (solid, thick, and red), +/− (solid, thin, and green), and −/− (dash dot, blue) mice. Histogram represent one
of the mice analyzed; n = 3–4 mice per group.
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1.8%; Figure 2C ). The rates of decrease for CD34+, CD117+, and
CD146+ cells varied from two- to three-fold in CXCR2−/− mice. Next,
we analyzed EPC levels in the blood of CXCR2+/+ and CXCR2−/−
mice. We observed slightly decreased CD34+ and CD117+ cells in

CXCR2−/− mice. However, the level of CD133+ and CD146+ cells
is decreased by 10- and 5-fold, respectively, in CXCR2−/− mice. These
results indicate that the mobilization of CD34+, CD117+, CD133+,
and CD146+ EPCs is impaired in CXCR2−/− mice.

Figure 2. EPC levels in BM or blood of mice challenged with pancreatic cancer cells by flow cytometry analysis. (A) CD34+ EPCs in BM
or blood of CXCR2+/+ or CXCR2−/− mice. (B) CD117+ EPCs in BM or blood of CXCR2+/+ or CXCR2−/− mice. (C) CD133+ EPCs in
BM or blood of CXCR2+/+ or CXCR2−/−mice. (D) CD146+ EPCs in BM or blood of CXCR2+/+ or CXCR2−/−mice. The number on the
right upper corner represents the percentage of positive cells. The red solid line is the EPC marker staining; black dashed line is the
isotype control staining. Histogram represent one of the mice analyzed; n = 3–4 mice per group.
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CXCR2 Gene Knockout Reduced Proliferation,
Differentiation, and Capillary-Like Structure
Formation of BM-Derived Cells

To evaluate the growth rate of BM-derived EPC, BM cells were
cultured with endothelial growth medium for 6 days, and cell prolif-
eration was determined by cell count (Figure 3A). The cell number
in CXCR2+/− cells (5.6 × 105/ml) was decreased and further reduced
in CXCR2−/− (2.4 × 105/ml) compared with CXCR2+/+ cells (7.2 ×
105/ml, P < .01 vs CXCR2−/− cells; Figure 3A). To determine the
function of CXCR2 on EPC maturation and vasculogenesis, we per-
formed an in vitro assay to determine the differentiation and the
function of BM-derived cells. BM mononuclear cells were plated
on fibronectin- (Figure 3, B–G ) or Matrigel-coated plate (Figure 4,
A–C ) and cultured with EGM or EGM mixed with PCCM. After
culturing for 4 days, CXCR2+/+ cells showed spindle cell–type dif-
ferentiation in a small percentage of cells (Figure 3B). In contrast,
no morphologically differentiation was observed in CXCR2+/−
or CXCR2−/− cells on fibronectin-coated plates (Figure 3, C and
D). PCCM largely increased cell differentiation of CXCR2+/+ and
CXCR2+/− cells (Figure 3, E and F ) but not in CXCR2−/− cells
(Figure 3G ). We observed capillary tube–like structures formed in
CXCR2+/+ and CXCR2+/− cells cultured with PCCM on Matrigel
at day 6 (Figure 4, A and B) but not in CXCR2−/− cell cultures
(Figure 4C ). The ability of capillary tube formation is significantly
decreased in CXCR2+/− and CXCR2−/− cells (Figure 4D; P < .05
and P < .01). We also isolated CD34+, CD133+, or CD34+CD133+

cells and grew them on Matrigel-coated plates. However, no capillary
tube formation was observed for up to 3 weeks with EGM or EGM
plus PCCM culture, suggesting that cell-cell interactions or cellular
microenvironment is important for rapid differentiation of EPCs into
endothelial cells and angiogenesis.

The effect of CXCR2 deficiency on endothelial cell differentia-
tion and angiogenesis was further examined in CXCR2 knockout
mice. Pancreatic cancer cells were implanted into the pancreas of
CXCR2−/−, CXCR2+/−, or CXCR2+/+ mice. CD31 staining was
performed on tumor tissues. We observed a significantly decreased
microvascular density in tumors grown in CXCR2−/− mice com-
pared with CXCR2+/+ mice (P = .03; Figure 4, E–G ). We also no-

ticed that many CD31-positive cells in all the tumors analyzed do
not form hollow lumens for capillary tube or veins in tumors grown
in CXCR2−/− mice (Figure 4F ) in contrast to CD31-positive cells
that formed normal vessels in tumors grown in CXCR2+/+ mice
(Figure 4E). Consistent with tumor microvascular density, the volume
of the tumor in CXCR2−/− mice (0.56 cm3) is significantly smaller
than in CXCR2+/+ mice (1.5 cm3, P < .01; Figure 4H). These data
indicate a critical role of CXCR2 on EPC proliferation, differentiation,
and normal vessel formation.

BM-Derived EPC Increased Pancreatic
Tumor Growth In Vivo

To analyze the functional significance of BM-derived EPC in pan-
creatic cancer growth in vivo, we isolated CD34+CD133+ cells from
wild-type littermate of CXCR2 mice. Mouse pancreatic cancer cells
were mixed with (100:1) or without (control) EPCs and implanted
into the mouse (four mice for each group) subcutaneously. We ob-
served an increased microvascular density and tumor growth when
cancer cells were mixed with EPCs (Figure 5, A and B) compared
with the control. These data suggest that BM-derived EPCs promote
pancreatic cancer growth.

Human Pancreatic Cancer Is Associated with Increased
Expression of EPC Markers CD133 and CD146

To identify EPCs in human pancreatic cancers and normal pan-
creas tissues, nine cases of paired tumor-pancreas, and eight cases of
unpaired tumors or normal paraffin-embedded pancreatic tissue were
used for immunohistochemistry. Both CD133 and CD146 staining
showed a membrane/cytoplasmic pattern (Figure 6). CD133-positive
cells were observed sparsely in the normal pancreas (Figure 6A, arrow)
but were increased in the stroma adjacent to cancer tissues (Figure 6B,
insert; higher magnification, ×400). CD133-positive cells were lim-
ited to stromal cells. There was no obvious CD133 immunoreactivity
in cancer cells. The CD146 staining was more intensive in tumor
stroma (Figure 6D) than in normal pancreas stroma (Figure 6C ).
CD146 staining was observed in stromal cells, capillaries, and veins
as well (Figure 6, C and D, arrow). The number of CD133+ cells

Figure 3. CXCR2 gene knockout reduced proliferation and differentiation of BM-derived EPC. (A) Cell proliferation of CXCR2 +/+, +/−, and
−/− cells. Values are mean tumor volume ± SD. (B–G) Differentiation of CXCR2 +/+ (B and E), +/− (A and F), and −/− cells (D and G)
grown on fibronectin-coated plate cultured with EGM (B, C, D) or EGM plus PCCM (E, F, G). *P < 01. Magnification, ×100.
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was increased in 9 (60%, P = .002) of 15 tumor specimens. Of 15 can-
cers, 11 (73.3%, P = .0002) showed increased CD146+ cells com-
pared to normal pancreas (Table 1). In addition, all six tumors with
CD133-positive cells were well to moderately differentiated, whereas
nine tumors with strong CD133 staining were poorly differentiated.
These data suggested that CD133 and CD146 might play a role in
human pancreatic cancer growth.

Discussion
In this study, we report that the circulating CD34+, CD117+, CD133+,
and CD146+ EPCs are decreased in the bone marrow and/or blood of
CXCR2 knockout mice in response to pancreatic cancer cell challenge.
Ablation of CXCR2 gene expression slowed proliferation, differentia-
tion, and vasculogenesis of BM-derived EPCs. BM-derived EPCs
increased tumor angiogenesis and pancreatic cancer growth in vivo.

Figure 4. CXCR2 gene knockout inhibited capillary tube formation in vitro, decreased tumor neovascularization and tumor growth in vivo.
(A–C) Capillary tube formation of BM-derived EPCs with CXCR2 +/+ (A), +/− (B) or−/− (C) grown on matrigel coated plate. Magnification,
100×. (D) Representative bar graph of capillary tube formation (E–G). Tumor vessel formation in CXCR2+/+ (E) and CXCR2−/− (F) mice and
the representative bar graph of microvascular density (G). (H) Representative bar graph of tumor volume. n = 3–4 mice per group. Magni-
fication, ×200. The values are mean volume ± SD. *P < .05, #P < .01.
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Human pancreatic cancer tissue revealed increased CD133+ and
CD146+ cells compared with normal pancreas.

Recent evidence indicates an important role of BM-derived EPCs
in tumor growth and metastasis. EPCs were demonstrated to in-
corporate into blood vessels of early stage tumor and contributed
to growth and metastasis in breast cancer, melanoma, lung cancer,
and insulinoma [13–16]. Ablation of EPC with anti–VE-cadherin,
an antibody specifically targeting VE-cadherin decreased tumor
vasculogenesis and markedly inhibited tumor growth [14]. In our
study, coinjection of pancreatic cancer cells with BM-derived CD34+

CD133+ EPCs increased microvascular density and tumor growth,
suggesting a role of BM-derived EPCs in tumor neovascularization
in pancreatic adenocarcinomas.

The molecular mechanism involved in EPC-induced tumor vas-
culogenesis is poorly understood. Vascular endothelial growth factor

(VEGF) and placental growth factor (PlGF) have been shown to
contribute to EPC mobilization and homing into tumors [27]. Several
reports suggested the implication of cytokines, chemokines, hypoxia-
inducible 1, integrin, and matrix metalloproteinase 9 (MMP9) in reg-
ulating tumor vasculogenesis [16,17,28–32]. Recent studies indicated
a role of CXC chemokine receptor ligands CXCL1, CXCL2, CXCL5,
and CXCL8 in BM-derived hematopoietic progenitor cell mobiliza-
tion. CXCL5/CXCR2 recruitGr-1+CD11b+ cells that have been shown
to be involved in neovascularization directly or indirectly and promote
tumor cell invasion and metastasis [28]. CXCL2 (Gro-β) rapidly
mobilized CD34+, SCA1+, and c-kit+ bone marrow cells [33],
whereas CXCL8 and CXCL1 are involved in the homing of EPC
into the ischemic myocardium [34]. Our data clearly showed that
CXCR2 is required for EPC mobilization during tumor growth, as the
levels of all four EPC markers, CD34, CD117, CD133, and CD146,

Figure 5. EPC increasedmicrovascular density and pancreatic cancer growth in vivo. CD34+CD133+ cells isolated fromwild-typemicewere
cotransplanted with mouse pancreatic cancer cells. (A) Microvascular density. (B) Tumor volume.

Figure 6. Immunohistochemical analysis of EPCs in human pancreatic cancer and matched normal pancreas tissue. CD133 staining in
normal pancreas (A) and cancer tissue (B). CD146 staining in normal pancreas (C) and cancer tissue (D). Magnification, ×200.
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were decreased in the circulation of tumor-bearing CXCR2−/− mice
compared to wild-type mice. Although the basal level of CD133 was
high in CXCR2−/− mice, the mobilization of CD133+ cells was still
impaired under pathologic condition, leading to a five-fold decrease in
blood of CXCR2−/− compared with that of CXCR2+/+ mice (Fig-
ure 2C ). CXCR2−/−mice have been shown to have increased number
of neutrophils and B cells but not T cells, suggesting that CXCR2 may
play a role in hematopoiesis, myelopoiesis, and granulocyte differenti-
ation [35].

The impaired recruitment of hematopoietic progenitor cells in-
cluding EPCs in cardiac disease and cancer indicates a critical role
of CXCR2 in regulation of BM-derived progenitor cell mobilization
under pathologic conditions.

The spindle cell differentiation of BM-derived cells was noticed at
day 4 on fibronectin-coated culture plates. CXCR2 gene knockout
slowed cell differentiation (Figure 3). PCCM increased the number
of differentiated cells in CXCR2+/+ and CXCR2+/− but not in
CXCR2−/− mice. The reduced angiogenic ability of EPCs under a
CXCR2-deficient background was shown by a decreased capillary tube
formation (Figure 3). The abnormality of tumor vessel formation in
CXCR2−/− mice further indicates a role of CXCR2 in BM-derived
cell differentiation into endothelial cells and angiogenesis. The con-
tribution of BM-derived EPC to tumor growth has been demonstrated
in several cancer models [12–15]. By an alternative approach, we
conducted cotransplantation of EPC with pancreatic cancer cells and
observed increased microvascular density and accelerated tumor
growth, suggesting a role of EPC in cancer growth in our pancreatic
cancer model.

Clinical evidence demonstrated that EPC level is increased in
breast cancer [36], non–small cell lung cancer [37], lymphoma
[38], head and neck cancer [39], myeloma [40], and hepatocellular
carcinoma [41]. Furthermore, the EPC level is correlated with the
clinical stage in breast cancer [36] and patient survival in lung can-
cer [37]. The increased number of CD133+ and CD146+ EPCs in
patient pancreatic cancer tissues compared to normal pancreas tissue

indicates that EPC might be involved in tumor neovascularization in
human pancreatic cancer.

In summary, we have demonstrated that the BM-derived EPC
is implicated in pancreatic cancer growth. CXCR2 is required for
mobilization, proliferation, and differentiation of BM-derived CD34+,
CD117+, CD133+, or CD146+ EPCs. BM-derived EPCs play a role in
tumor neovascularization in pancreatic cancer. Our study also provides
a cellular mechanism for CXCR2 mediated tumor angiogenesis. Fur-
thermore, EPC may serve as a biomarker for tumor neovascularization
and pancreatic cancer progression. Targeted ablation of BM-derived
EPC may offer novel therapeutic strategy for tumor neovascularization
and cancer progression.
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