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IL-11 induces differentiation of 
myeloid-derived suppressor cells 
through activation of STAT3 
signalling pathway
Kentaro Sumida1, Yosuke Ohno1,2, Junya Ohtake1, Shun Kaneumi1, Takuto Kishikawa1, 
Norihiko Takahashi2, Akinobu Taketomi2 & Hidemitsu Kitamura1

Myeloid-derived suppressor cells (MDSCs) are immune negative regulators in the tumour 
microenvironment. Interleukin (IL)-11, a member of IL-6 family cytokines, functions through the 
unique receptor IL-11 receptor α coupled with the common signal transducer gp130. IL-11-gp130 
signalling causes activation of the JAK/STAT3 pathway. IL-11 is highly upregulated in many types 
of cancers and one of the most important cytokines during tumourigenesis and metastasis. 
However, the precise effect of IL-11 on differentiation into MDSCs is still unknown. Here, we 
found that CD11b+CD14+ monocytic MDSCs were generated from peripheral blood mononuclear 
cells (PBMCs) of healthy donors in the presence of IL-11. IL-11-conditioned PBMCs induced higher 
expression of immunosuppressive molecules such as arginase-1. A reduction of T-cell proliferation 
was observed when MDSCs generated in the presence of IL-11 were co-cultured with CD3/CD28-
stimulated, autologous T cells of healthy donors. Culture of normal PBMCs with IL-11 led to STAT3 
phosphorylation and differentiation into MDSCs via STAT3 activation. We confirmed expressions of 
both IL-11 and phosphorylated STAT3 in tumour tissues of colorectal cancer patients. These findings 
suggest that monocytic MDSCs may be induced by IL-11 in the tumour microenvironment. Thus, 
IL-11-mediated regulation in functional differentiation of MDSCs may serve as a possible target for 
cancer immunotherapy.

Activation of antitumor effectors is necessary for the suppression of tumour growth. However, it is diffi-
cult to induce tumour-specific T cell responses in tumour-bearing hosts, because they suffer from strong 
immunosuppressive tumour-escape mechanisms. Immunosuppressive factors, such as interleukin (IL)-6, 
IL-10 and Transforming growth factor (TGF)-β , impair the functions of T cells and dendritic cells in 
the tumour microenvironment1–4. Regulatory T cells (Tregs) are major immunosuppressors for T cell 
activation in tumour-bearing hosts. Indeed, several strategies attenuating Treg-mediated immune inhi-
bition have been developed to enhance cytotoxic T lymphocyte (CTL)-mediated antitumor activity in 
tumour-bearing mice5–7.

Myeloid-derived suppressor cells (MDSCs) are important immune negative regulators in tumour 
hosts. In mice, these cells represent a heterogeneous population of CD11b+Gr-1+ cells that are classified 
into different subsets according to their phenotypic and morphological characteristics8–13. In human 
cancer patients, MDSCs are generally defined as monocytic (CD11b+, CD14+, HLA-DR−/low) or granu-
locytic (CD11b+, CD15+) myeloid cells with antitumor immunosuppressive function. These populations 
have been observed in the blood of patients with glioblastoma, lung cancer, breast cancer, colon cancer, 
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or melanoma14–17. MDSCs inhibit efficient antitumor T cell responses via numerous factors and mech-
anisms, such as arginase-1, S100A8, S100A9, NADPH oxidase (NOX), reactive oxygen species (ROS), 
hydrogen peroxide (H2O2), and peroxynitrite (ONOO−)18–23. In addition, MDSCs have also been shown 
to suppress natural killer cell function24.

The IL-6 family is defined by the shared use of the gp130 receptor β -subunit. Included within this 
family is IL-6, recognized for its role in systemic inflammation and promoting platelet production25,26. 
More recently, IL-11 was reported to be involved in inflammation, angiogenesis and metastasis in tumour 
microenvironments27–29. IL-11 is produced by cancer-associated fibroblasts and myeloid cells in many 
types of tumour cells such as stomach, liver, pancreas, colon, ovary and breast cancer28–37. IL-11 as well 
as IL-6 activates STAT3, which is closely related to growth, differentiation and metastasis of cancer cells 
in the tumour microenvironment. However, no study has investigated the relationship between the anti-
tumor immune response and IL-11-mediated activation of STAT3.

In this study, we report IL-11-STAT3-mediated regulation of functional differentiation of 
CD11b+CD14+ MDSCs. Indeed, a specific inhibitor of STAT3 significantly blocked the differentiation 
of induced MDSCs by IL-11. Moreover, PBMCs from healthy donors cultured with IL-11 acquired 
immunosuppressive activity. In this paper, we report a crucial role of IL-11 in the functional differenti-
ation and immunosuppressive mechanisms of MDSCs, which may serve as a possible target for cancer 
immunotherapy.

Results
IL-11 generates CD11b+CD14+ monocytic immature cells from PBMCs. To evaluate the effect 
of IL-11 on peripheral myeloid cells, we first investigated the differentiation of MDSCs from PBMCs cul-
tured in the absence or presence of IL-11 for 7 days. As shown in Fig. 1a,b, percentages of CD11b+CD14+ 
monocytic populations were significantly increased by stimulation with IL-11. Furthermore, IL-11 
increased CD11b+CD14+ monocytic populations in a dose-dependent manner (Supplementary Fig. S1), 
and CD11b+CD15+ granulocytic populations were not altered under these conditions (Supplementary 
Fig. S2). We also found that expression levels of IL-11R in the induced CD11b+CD14+ cells were 
enhanced in the presence of IL-11 (Supplementary Fig. S3). Furthermore, we confirmed that expression 
levels of HLA-DR were decreased in IL-11-conditioned CD11b+CD14+ cells (Fig. 1c). These data suggest 
that IL-11 may induce differentiation of PBMCs into monocytic MDSCs.

IL-11-conditioned CD11b+CD14+ cells suppress T cell proliferation in vitro. Next we eval-
uated the immunosuppressive effects of CD11+CD14+ monocytic immature cells induced by stimu-
lation with IL-11. The generated CD11+CD14+ cells were cultured with donor matched, autologous 
5- or 6-Carboxyfluorescein diacetate succinimidyl ester (CFSE)-labelled CD3+ T cells in the presence 
of CD3/CD28 beads for 72 h. T cell proliferation was assayed by flow cytometry. A dramatic reduction 
of T cell proliferation was observed when CD11+CD14+ monocytic cells generated in the presence of 
IL-11 were co-cultured with CD3/CD28 stimulated, matched healthy donor CD4+ and CD8+ T cells 
(Fig. 2a). In addition, interferon (IFN)-γ  production by T cells was significantly reduced by the addition 
of IL-11-induced MDSCs (Fig.  3b). These data suggest that IL-11-induced CD11+CD14+ monocytic 
immature cells may be involved in the induction of immunosuppression at tumour sites.

IL-11-induced MDSCs upregulate arginase-1 gene expression. In addition to T cell inhibitory 
activity, we investigated the expression of immunosuppressive molecules in IL-11-induced MDSCs. We 
found that gene expression levels of arginase-1 were upregulated 3.5-fold in PBMCs cultured with IL-11, 
whereas VEGF (1.8-fold), TGF-β  (2.1-fold), and IL-10 (1.9-fold) gene levels were only slightly enhanced 
(Fig. 3). From these data, we speculated that IL-11 induction at tumour sites is associated with enhanced 
expression of arginase-1, VEGF, TGF-β , and IL-10, which may be involved in the suppression of T cell 
responses in the tumour microenvironment.

STAT3 activation is required for IL-11-induced generation of MDSCs. Activation of transcrip-
tion factors such as STAT3 plays a role in regulating the differentiation of immature myeloid cells into 
MDSCs26. We next examined the role of the STAT3 signal transduction pathway in IL-11-mediated 
differentiation. We examined phosphorylation of STAT3 in MDSCs induced from PBMCs by IL-11, 
and found that IL-11 induced phosphorylation of STAT3 in PBMCs after 60 min of treatment (Fig. 4a). 
Moreover, we found that STAT3 was constantly activated in IL-11-induced MDSCs compared with con-
trol cells (Fig. 4b).

Next we investigated the requirement for STAT3 activation on differentiation of normal PBMCs into 
MDSCs by IL-11. We used the STAT3 inhibitor (6-nitrobenzo[b]thiophene-1,1-dioxide) and confirmed 
reduced phosphorylation of STAT3 (Supplementary Fig. S4). The percentage of MDSCs generated from 
PBMCs was significantly reduced in the presence of STAT3 inhibitor compared with dimethyl sulfoxide 
(DMSO) control (Fig. 4c). These data suggest that IL-11 functions in the differentiation of MDSCs via 
activation of the STAT3-signalling pathway.

IL-11/STAT3 axis is involved in the tumour microenvironment in colorectal cancer 
patients. Elevated STAT3 activation is associated with MDSCs and poor survival in cancer patients36. 
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However, the role of IL-11 in MDSCs in tumour microenvironments is unknown. Here we investigated 
IL-11 gene expression in seven primary tumour tissues of patients with colon cancer. We found that 
expression of IL-11 gene was increased in tumour tissues compared with normal areas of tissues from 
the same patients (Fig. 5a). Furthermore, we confirmed that IL-11 protein was also expressed in tumour 
tissues of colorectal cancer patients (Fig. 5b).

Next we assessed phosphorylated STAT3 (pSTAT3) staining as a marker of activated STAT3 in the pri-
mary human colon cancer samples. We found strong pSTAT3 signals in the same region on adjacent sec-
tions of tumour tissues (Fig. 5c). Furthermore, we confirmed that CD11b+ and/or CD14+ cells infiltrated 

Figure 1. Effect of IL-11 on differentiation of PBMCs into CD11c+CD11b+ monocytic cells. PBMCs 
collected from blood of healthy donors were cultured with IL-11 (10 ng/ml) and GM-CSF (50 ng/ml) or 
GM-CSF alone for 7 days, and surface markers were analysed by flow cytometry. (a) Representative dot 
plots of CD11b+ and CD14+ cells. (b) Means and SDs for the data from three independent experiments are 
shown. *p <  0.05, compared with control, two-sided Student’s t test. (c) Surface expression levels of HLA-DR 
on CD11b+CD14+ cells were evaluated by flow cytometry. Bars represent HLA-DR negative and/or low 
populations. The representative of three independent experiments is shown.
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in the same region of tumour tissues of colorectal cancer patients (Fig. 5d,e). These observations suggest 
that IL-11-mediated STAT3 activation may be associated with differentiation of CD11b+CD14+ MDSCs 
in the tumour microenvironment of colorectal cancer patients.

Discussion
Overcoming immunosuppressive tumour escape mechanisms is essential to induce tumour-specific CTLs 
to establish more efficient tumour immunotherapies. A recent report indicated that dietary iron enhanced 
the colonic IL-6/IL-11-STAT3 signalling pathway and promoted inflammation and subsequent tumour 
development in a mouse model of inflammation-associated colorectal tumourigenesis using DSS38. In 
addition, STAT3 activation directly promotes survival, proliferation, and differentiation of tumour cells 
and MDSCs. A previous study also demonstrated that IL-6 is a key cytokine that induces MDSCs under 

Figure 2. T cell activation in the presence of IL-11-induced CD11b+CD14+ cells. CD11b+CD14+ cells 
were generated from PBMCs in the presence or absence of IL-11 for 7 days. Isolated CD11b+CD14+ cells 
were co-cultured with CFSE-labelled, donor-matched autologous CD4+ and CD8+ T cells with or without 
T-cell receptor (TCR) stimulation by CD3/CD28 beads. (a) At 3 days after stimulation, T cell proliferation 
was determined by flow cytometric analysis of CFSE dilution. Representative histograms of the fluorescence 
intensity for CD4+ and CD8+ T cells without stimulation (control) or TCR-stimulated T cells cultured 
with or without CD11b+CD14+ cells. (b) IFN-γ  production by T cells at 72 h after CD3/CD28 stimulation 
was measured by ELISA. The means and SDs of the data from three independent experiments are shown. 
*p <  0.05, compared with control, two-sided Student’s t test.
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tumour-bearing conditions36. However, the precise mechanism underlying the effect of IL-11 on the 
generation of MDSCs was previously unknown. Here we demonstrated that IL-11 was produced as a 
soluble factor in the tumour microenvironment of patients with colon cancer (Fig. 5a,b) and promoted 
the differentiation of immune cells into functional MDSCs (Fig.  2). Although we have to investigate 
whether IL-11 from tumours directly affect the generation of MDSCs or not, we speculate that MDSCs 
were induced by IL-11 from the local tumour microenvironment, which was related with the immuno-
suppression at tumour sites. These data are consistent with recent reports demonstrating that exposure of 
MDSCs to either the tumour microenvironment or inflammatory site enhances suppressive functions39,40.

The STAT3 signalling pathway regulates various genes involved in the growth, proliferation, survival 
and differentiation of MDSCs as well as numerous types of cells2,3,22. In this study, we found that STAT3 
was activated in IL-11-induced MDSCs (Fig. 3b). Moreover, we confirmed that the IL-11-mediated dif-
ferentiation of MDSCs was blocked by the inhibition of STAT3 activation (Fig. 4c). The observed IL-11 
expression and STAT3 activation in CD11b+ and/or CD14+ cell-infiltrating tumour sites of colorectal 
cancer patients (Fig. 5) strongly suggests that the induction of MDSCs may be mediated by IL-11-STAT3 
signalling in the tumour microenvironment. We also evaluated MDSC induction in the presence of MEK 
inhibitor, U0126, which also blocked Ras/Erk and mTor signalling pathways, and found that generation 
of CD11b+CD14+ cells was reduced in the presence of the inhibitor (Supplementary Fig. S5). Therefore, 
we speculated that Ras/Erk and mTor pathways are partially involved in IL-11-induced MDSC genera-
tion. Our data may support a previous report27 indicating that IL-11 promotes tumorigenesis by induc-
tion of MDSCs through STAT3 activation.

In addition to the direct cytotoxic or cytostatic effects of conventional chemotherapeutic drugs and 
agents on target cancer cells, a recent paper demonstrated that these drugs could also promote the 

Figure 3. Gene expression levels of immunosuppressive molecules in IL-11-induced MDSCs. CD11b+ 
CD14+ cells were induced in the presence or absence of IL-11. Gene expression levels of ARG1, VEGF, 
TGF-β , and IL-10 in control CD11b+CD14+ cells and IL-11-induced CD11b+CD14+ MDSCs were evaluated 
by quantitative PCR. The means and SDs of the data from three independent experiments are shown. 
*p <  0.05, compared with control, two-sided Student’s t test.
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elimination or inactivation of suppressive Tregs or MDSCs, resulting in enhanced antitumor immunity41. 
Moreover, preclinical cancer mouse models indicate that blockade of IL-6- and IL-11-STAT3 signalling 
cascades is a promising strategy in development of cancer therapies42.

Our present data suggest that IL-11-induced MDSCs may play a role in the immunosuppression of 
tumour microenvironments. These findings suggest that IL-11-STAT3-mediated regulation of the func-
tional differentiation of MDSCs may serve as a possible target for effective immunotherapy for cancers. 
Given the critical roles of MDSCs in immunosuppression, our elucidation of the effector functions in 
IL-11-induced MDSCs has implications in the rational design of strategies for enhancing antitumor 
immune responses and development of new efficient treatments for cancer patients.

Figure 4. IL-11-dependent STAT3 activation in CD11b+CD14+ MDSCs. (a) PBMCs from blood of 
healthy donors were stimulated with IL-11 (10 ng/mL) for 10, 30, and 60 min. Total STAT3, phosphorylated 
STAT3 (pSTAT3), and alpha-tubulin proteins were evaluated by immunoblotting using specific antibodies. 
The representative data from three independent experiments are indicated. (b) PBMCs were cultured 
in the presence or absence of IL-11 for 7 days and CD11b+CD14+ cells were isolated by cell sorting. 
Total STAT3, pSTAT3, and alpha-tubulin were analysed by immunoblotting. The representative data 
from three independent experiments are indicated. c, PBMCs were cultured in the presence of STAT3 
inhibitor (6-nitrobenzo[b]thiophene-1,1-dioxide, 10 μ M) or DMSO with IL-11 and/or GM-CSF for 7 days. 
Percentages of the induced CD11b+CD14+ cells were determined by flow cytometry. The means and SDs 
of the data from three independent experiments are shown. *p <  0.05, compared with control, two-sided 
Student’s t test.
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Figure 5. IL-11 and phosphorylated STAT3 expression in tumour microenvironments of colorectal 
cancer patients. (a) Normal and tumour tissues were collected from the specimens of seven colorectal 
cancer patients. Gene expression levels of IL-11 and GAPDH in normal and tumour tissues were determined 
by quantitative PCR. IL-11 gene expression in each sample was normalized to levels of GAPDH. Relative 
IL-11 gene expression levels of tumour tissues against normal tissues were calculated. The means and SDs 
of the data from three independent experiments are shown. *p <  0.05, compared with control, two-sided 
Student’s t test. IL-11 (b), pSTAT3 (c), CD11b (d), and CD14 (e) protein expressions in tumour tissues 
of colorectal cancer patients were detected by immunohistochemistry. Scale bar is 200 μ m for all panels. 
Representative photos including magnified views and allows of patient B and E are shown.
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Methods
Informed consent and approval. Research protocols involving healthy donors and colorectal cancer 
patients were approved by the Institutional Review Boards of Hokkaido University Graduate School of 
Medicine and the Institute for Genetic Medicine. Written informed consent was obtained from each 
patient and healthy donor. All protocols were approved by the Ethics Committee of Hokkaido University 
Graduate School of Medicine and Institute for Genetic Medicine in light of the Declaration of Helsinki. 
The methods were carried out in accordance with the approved guidelines.

Preparation of CD11b+CD14+ cells from PBMCs. PBMCs were isolated from healthy donors 
by Ficoll-Paque (GE Healthcare, USA) and cultured in 10% fetal bovine serum and 100 mg/mL pen-
icillin/streptomycin in RPMI 1640 (Wako, Japan). PBMCs were cultured with IL-11 (10 ng/ml) and/
or GM-CSF (50 ng/ml) for 7 days, in the presence or absence of STAT3 inhibitor (6-nitrobenzo[b]
thiophene-1,1-dioxide, 10 μ M, Calbiochem). Cultured cells were stained with PE-conjugated anti-CD11b 
(Bear1, Beckman Coulter, Japan), fluorescein-isothiocyanate-conjugated anti-CD14 (M5E2, BD 
Biosciences, USA) and allophycocyanin (APC)-conjugated anti-CD15 (M2E2, BD Biosciences) mon-
oclonal antibodies (mAbs). Dead cells were excluded by 7-AAD (Beckman Coulter) staining. The per-
centages of CD11b+CD14+ or CD11b +  CD15+ cells were analysed by a FACSCanto II (BD Biosciences) 
and FlowJo software (Treestar). CD11b+CD14+ cells were isolated using a FACSAria (BD Biosciences). 
The purity of the isolated cells was consistently higher than 95%.

T cell proliferation assay. CD3+ T cells were sorted from PBMCs with FACSAria. T cells were 
labelled with CFSE (Invitrogen) and cultured with CD3/CD28 beads (Invitrogen) for 3 days. Cells were 
collected, stained for CD4+ or CD8+ T cell markers and evaluated by flow cytometric analysis on a FACS 
Canto II. Cells were gated on CD4+ or CD8+ T cells and proliferation was determined on the basis of 
CFSE dilution.

Enzyme-linked immunosorbent assay (ELISA). IFN-γ  levels in culture supernatants were 
measured by OptEIA™  human IFN-γ  ELISA kits (BD Biosciences), according to the manufacturer’s 
instructions.

Reverse-transcription polymerase chain reaction (RT-PCR). Total RNA was extracted from 
cells using an Isogen RNA extraction kit (Qiagen, Germany). cDNA was prepared using Superscript III 
RT (Invitrogen). The indicated cDNAs were specifically amplified using a LightCycler system (Roche 
Applied Science) and the corresponding primer pairs and probes. The sequences were as follows: 
IL-11, (sense) 5′ -ctgtggggacatgaactgtg-3′ , (antisense) 5′ -agggtctggggaaactcg-3′ , and probe #49; Arg-
1, (sense) 5′ -tggcagaagtcaagaagaacg-3′ , (antisense) 5′ -atgcttccaattgccaaact-3′ , and probe #64; VEGF, 
(sense) 5′ -ccttgctgctctacctccac-3′ , (antisense) 5′ -ccacttcgtgatgattctgc-3′ , and probe #29; TGF-β , (sense) 
5′ -actactacgccaaggaggtcac-3′ , (antisense) 5′ -tgcttgaacttgtcatagatttcg-3′ , and probe #21; IL-10, (sense) 
5′ -gatgccttcagcagagtgaa-3′ , (antisense) 5′ -gcaacccaggtaacccttaaa-3′ , and probe #67; and GAPDH, (sense) 
5′ -agccacatcgctcagacac-3′ , (antisense) 5′ -gcccaatacgaccaaatcc-3′ , and probe #60. Samples were normal-
ized to the housekeeping gene β -actin according to the Δ Δ Ct method: Δ Ct =  Δ Ctsample −  Δ Ctreference.

Immunoblotting. The isolated cells were lysed in a buffer consisting of 20 mM HEPES, pH 7.5, 
100 mM NaCl, 1.5 mM MgCl2, 1 mM EGTA, 10 mM Na4P2O7, 1% Nonidet P-40, 2 mM dithiothreitol, 
1 mM vanadate, 1 mM phenylmethylsulfonyl fluoride, 2 mg/ml aprotinin, and 10% glycerol. The cell 
lysates were subjected to sodium dodecyl sulfate polyacrylamide gel electrophoresis and transferred 
to polyvinylidene difluoride membranes (Merck Millipore, Germany). Membranes were blocked with 
Blocking One (Nacalai Tesque, Japan) and probed with anti-STAT3 (79D7), anti-p-STAT3 (Tyr705) Abs 
(Cell Signaling Technology, USA), or anti-alpha-tubulin (T6199) Ab (Sigma-Aldrich). Membranes were 
washed and incubated with a secondary Ab conjugated with peroxidase. The protein levels were detected 
using an Image Quant LAS4000 mini (GE Healthcare) with ECL Plus (GE Healthcare).

Immunohistochemistry. Cancer tissues were obtained from colorectal surgical specimens (n =  7). 
The tumors of all colorectal cancer patients were low grade (well or moderately differentiated). Colon 
specimens were fixed in formalin and embedded in paraffin. After deparaffinization, antigen retrieval 
was conducted at 95 °C for 20–30 min in EDTA buffer (pH 9.0). Endogenous peroxidase activity was 
blocked with 0.3% H2O2 at room temperature for 10 min. After protein blocking at room temperature 
for 10 min, slides were incubated with a polyclonal rabbit anti-human IL-11 (RPA057Hu01, Uscn Life 
Science, USA), a polyclonal rabbit anti-human phospho-STAT3 (Tyr705) antibody (9145, Cell Signaling 
Technology), a monoclonal mouse anit-CD14 antibody (MY4), or a rabbit monoclonal anti-CD11b anti-
body (EPR1344, Abcam, Cambridge, UK) overnight at 4 °C. Sections were then incubated at room tem-
perature for 15 min with a horseradish peroxidase-labelled anti-rabbit Igs. Positive signals were amplified 
with the CSA II Biotin-free Tyramide Signal Amplification System (Dako, Japan) and visualized using 
3-3′ -diaminobezidine-4HCL (DAB). Hematoxylin-eosin staining was then performed according to 
standard procedures.
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Statistical analyses. Significant differences were determined using the two-sided Student’s t test. A 
value of P <  0.05 was considered significant.

References
1. Zou, W. Immunosuppressive networks in the tumour environment and their therapeutic relevance. Nat Rev Cancer 5, 263–274, 

doi: 10.1038/nrc1586 (2005).
2. Yu, H., Kortylewski, M. & Pardoll, D. Crosstalk between cancer and immune cells: role of STAT3 in the tumour microenvironment. 

Nat Rev Immunol 7, 41–51, doi: 10.1038/nri1995 (2007).
3. Yu, H., Pardoll, D. & Jove, R. STATs in cancer inflammation and immunity: a leading role for STAT3. Nat Rev Cancer 9, 798–809, 

doi: 10.1038/nrc2734 (2009).
4. Narita, Y. et al. The key role of IL-6-arginase cascade for inducing dendritic cell-dependent CD4(+ ) T cell dysfunction in 

tumour-bearing mice. J Immunol 190, 812–820, doi: 10.4049/jimmunol.1103797 (2013).
5. Hodi, F. S. et al. Biologic activity of cytotoxic T lymphocyte-associated antigen 4 antibody blockade in previously vaccinated 

metastatic melanoma and ovarian carcinoma patients. Proc Natl Acad Sci USA 100, 4712–4717, doi: 10.1073/pnas.0830997100 
(2003).

6. Zhang, Y. et al. Th1 cell adjuvant therapy combined with tumour vaccination: a novel strategy for promoting CTL responses 
while avoiding the accumulation of Tregs. Int Immunol 19, 151–161, doi: 10.1093/intimm/dxl132 (2007).

7. Chamoto, K. et al. 3-Methylcholanthrene-induced transforming growth factor-beta-producing carcinomas, but not sarcomas, are 
refractory to regulatory T cell-depletion therapy. Cancer Sci 101, 855–861, doi: 10.1111/j.1349-7006.2009.01469.x (2010).

8. Youn, J. I., Nagaraj, S., Collazo, M. & Gabrilovich, D. I. Subsets of myeloid-derived suppressor cells in tumour-bearing mice. J 
Immunol 181, 5791–5802, doi: 10.4049/jimmunol.181.8.5791 (2008).

9. Gabrilovich, D. I. & Nagaraj, S. Myeloid-derived suppressor cells as regulators of the immune system. Nat Rev Immunol 9, 
162–174, doi: 10.1038/nri2506 (2009).

10. Ostrand-Rosenberg, S. & Sinha, P. Myeloid-derived suppressor cells: linking inflammation and cancer. J Immunol 182, 4499–4506, 
doi: 10.4049/jimmunol.0802740 (2009).

11. Peranzoni, E. et al. Myeloid-derived suppressor cell heterogeneity and subset definition. Curr Opin Immunol 22, 238–244, doi: 
10.1016/j.coi.2010.01.021 (2010).

12. Dolcetti, L. et al. Hierarchy of immunosuppressive strength among myeloid-derived suppressor cell subsets is determined by 
GM-CSF. Eur J Immunol 40, 22–35, doi: 10.1002/eji.200939903 (2010).

13. Sumida, K. et al. Anti-IL-6 receptor mAb eliminates myeloid-derived suppressor cells and inhibits tumour growth by enhancing 
T-cell responses. Eur J Immunol 42, 2060–2072, doi: 10.1002/eji.201142335 (2012).

14. Kusmartsev, S. et al. Reversal of myeloid cell-mediated immunosuppression in patients with metastatic renal cell carcinoma. Clin 
Cancer Res 14, 8270–8278, doi: 10.1158/1078-0432.CCR-08-0165 (2008).

15. Diaz-Montero, C. M. et al. Increased circulating myeloid-derived suppressor cells correlate with clinical cancer stage, metastatic 
tumour burden, and doxorubicin-cyclophosphamide chemotherapy. Cancer Immunol Immunother 58, 49–59, doi: 10.1007/
s00262-008-0523-4 (2009).

16. Solito, S. et al. A human promyelocytic-like population is responsible for the immune suppression mediated by myeloid-derived 
suppressor cells. Blood 118, 2254–2265, doi: 10.1182/blood-2010-12-325753 (2011).

17. Gros, A. et al. Myeloid cells obtained from the blood but not from the tumour can suppress T-cell proliferation in patients with 
melanoma. Clin Cancer Res 18, 5212–5223, doi: 10.1158/1078-0432.CCR-12-1108 (2012).

18. Bronte, V. & Zanovello, P. Regulation of immune responses by L-arginine metabolism. Nat Rev Immunol 5, 641–654, doi: 
10.1038/nri1668 (2005).

19. Nagaraj, S. et al. Altered recognition of antigen is a mechanism of CD8+  T cell tolerance in cancer. Nat Med 13, 828–835, doi: 
10.1038/nm1609 (2007).

20. Sinha, P. et al. Proinflammatory S100 proteins regulate the accumulation of myeloid-derived suppressor cells. J Immunol 181, 
4666–4675, doi: 10.4049/jimmunol.181.7.4666 (2008).

21. Lu, T. et al. Tumor-infiltrating myeloid cells induce tumour cell resistance to cytotoxic T cells in mice. J Clin Invest 121, 
4015–4029, doi: 10.1172/JCI45862 (2011).

22. Gabrilovich, D. I., Ostrand-Rosenberg, S. & Bronte, V. Coordinated regulation of myeloid cells by tumours. Nat Rev Immunol 
12, 253–268, doi:  10.1038/nri3175 (2012).

23. Lu, T. & Gabrilovich, D. I. Molecular pathways: tumour-infiltrating myeloid cells and reactive oxygen species in regulation of 
tumour microenvironment. Clin Cancer Res 18, 4877–4882, doi: 10.1158/1078-0432.CCR-11-2939 (2012).

24. Li, H., Han, Y., Guo, Q., Zhang, M. & Cao, X. Cancer-expanded myeloid-derived suppressor cells induce anergy of NK cells 
through membrane-bound TGF-beta 1. J Immunol 182, 240–249, doi: 10.4049/jimmunol.182.1.240 (2009).

25. Hirano, T. Interleukin 6 in autoimmune and inflammatory diseases: a personal memoir. Proc Jpn Acad Ser B Phys Biol Sci 86, 
717–730, doi: 10.2183/pjab.86.717 (2010).

26. Teramura, M., Kobayashi, S., Hoshino, S., Oshimi, K. & Mizoguchi, H. Interleukin-11 enhances human megakaryocytopoiesis in 
vitro. Blood 79, 327–331 (1992).

27. Putoczki, T. & Ernst, M. More than a sidekick: the IL-6 family cytokine IL-11 links inflammation to cancer. J Leukoc Biol 88, 
1109–1117, doi: 10.1189/jlb.0410226 (2010).

28. Gao, Y. B. et al. Enhanced production of CTGF and IL-11 from highly metastatic hepatoma cells under hypoxic conditions: an 
implication of hepatocellular carcinoma metastasis to bone. J Cancer Res Clin Oncol 139, 669–679, doi: 10.1007/s00432-012-
1370-4 (2013).

29. Ren, L., Wang, X., Dong, Z., Liu, J. & Zhang, S. Bone metastasis from breast cancer involves elevated IL-11 expression and the 
gp130/STAT3 pathway. Med Oncol 30, 634, doi: 10.1007/s12032-013-0634-4 (2013).

30. Nakayama, T. et al. Expression of interleukin-11 (IL-11) and IL-11 receptor alpha in human gastric carcinoma and IL-11 
upregulates the invasive activity of human gastric carcinoma cells. Int J Oncol 30, 825–833, doi: 10.3892/ijo.30.4.825 (2007).

31. Necula, L. G. et al. IL-6 and IL-11 as markers for tumour aggressiveness and prognosis in gastric adenocarcinoma patients 
without mutations in Gp130 subunits. J Gastrointestin Liver Dis 21, 23–29 (2012).

32. Xiang, Z. L., Zeng, Z. C., Fan, J., Tang, Z. Y. & Zeng, H. Y. Expression of connective tissue growth factor and interleukin-11 in 
intratumoral tissue is associated with poor survival after curative resection of hepatocellular carcinoma. Mol Biol Rep 39, 
6001–6006, doi: 10.1007/s11033-011-1413-y (2012).

33. Bellone, G. et al. Cytokine expression profile in human pancreatic carcinoma cells and in surgical specimens: implications for 
survival. Cancer Immunol Immunother 55, 684–698, doi: 10.1007/s00262-005-0047-0 (2006).

34. Putoczki, T. L. et al. Interleukin-11 is the dominant IL-6 family cytokine during gastrointestinal tumourigenesis and can be 
targeted therapeutically. Cancer Cell 24, 257–271, doi: 10.1016/j.ccr.2013.06.017 (2013).

35. Campbell, C. L. et al. Interleukin-11 receptor expression in primary ovarian carcinomas. Gynecol Oncol 80, 121–127, doi: 
10.1006/gyno.2000.6064 (2001).



www.nature.com/scientificreports/

1 0Scientific RepoRts | 5:13650 | DOi: 10.1038/srep13650

36. Mace, T. A. et al. Pancreatic Cancer-Associated Stellate Cells Promote Differentiation of Myeloid-Derived Suppressor Cells in a 
STAT3-Dependent Manner. Cancer Res 73, 3007–3018, doi: 10.1158/0008-5472.CAN-12-4601 (2013).

37. McCoy, E. M., Hong, H., Pruitt, H. C. & Feng, X. IL-11 produced by breast cancer cells augments osteoclastogenesis by sustaining 
the pool of osteoclast progenitor cells. BMC Cancer 13, 16, doi: 10.1186/1471-2407-13-16 (2013).

38. Chua, A. C. et al. Dietary iron enhances colonic inflammation and IL-6/IL-11-Stat3 signalling promoting colonic tumour 
development in mice. PLoS One 8, e78850, doi: 10.1371/journal.pone.0078850 (2013).

39. Corzo, C. A. et al. HIF-1α  regulates function and differentiation of myeloid-derived suppressor cells in the tumour 
microenvironment. J Exp Med 207, 2439–2453, doi: 10.1084/jem.20100587 (2010).

40. Haverkamp, J. M., Crist, S. A., Elzey, B. D., Cimen, C. & Ratliff, T. L. In vivo suppressive function of myeloid-derived suppressor 
cells is limited to the inflammatory site. Eur J Immunol 41, 749–759, doi: 10.1002/eji.201041069 (2011).

41. Alizadeh, D. & Larmonier, N. Chemotherapeutic targeting of cancer-induced immunosuppressive cells. Cancer Res 74, 2663–2668, 
doi: 10.1158/0008-5472.CAN-14-0301 (2014).

42. Ernst, M. & Putoczki, T. L. Molecular Pathways: IL11 as a Tumor-Promoting Cytokine-Translational Implications for Cancers. 
Clin Cancer Res, doi: 10.1158/1078-0432.CCR-13-2492 (2014).

Acknowledgements
We thank Dr. H. Kobayashi for thoughtful advice on IHC. This work was supported in part by a Grant for 
Joint Research Program of the Institute for Genetic Medicine, Hokkaido University, a Grant-in-Aid from 
the Japanese Ministry of Education, Culture, Sports, Science and Technology (MEXT) (H.K., 25460584), 
Research Fellowship for Young Scientists (K.S., 13J01464), and a Grant in aid for Translational Research 
Network Program from MEXT.

Author Contributions
K.S. initiated the project, designed and performed the experiments analysed the data, and wrote the 
manuscript. Y.O., J.O., S.K., T.K., N.T., A.T. and H.K. contributed to experiments and performed the 
tissue experiments.

Additional Information
Supplementary information accompanies this paper at http://www.nature.com/srep
Competing financial interests: The authors declare no competing financial interests.
How to cite this article: Sumida, K. et al. IL-11 induces differentiation of myeloid-derived suppressor 
cells through activation of STAT3 signalling pathway. Sci. Rep. 5, 13650; doi: 10.1038/srep13650 (2015).

This work is licensed under a Creative Commons Attribution 4.0 International License. The 
images or other third party material in this article are included in the article’s Creative Com-

mons license, unless indicated otherwise in the credit line; if the material is not included under the 
Creative Commons license, users will need to obtain permission from the license holder to reproduce 
the material. To view a copy of this license, visit http://creativecommons.org/licenses/by/4.0/

http://www.nature.com/srep
http://creativecommons.org/licenses/by/4.0/

	IL-11 induces differentiation of myeloid-derived suppressor cells through activation of STAT3 signalling pathway
	Results
	IL-11 generates CD11b+CD14+ monocytic immature cells from PBMCs. 
	IL-11-conditioned CD11b+CD14+ cells suppress T cell proliferation in vitro. 
	IL-11-induced MDSCs upregulate arginase-1 gene expression. 
	STAT3 activation is required for IL-11-induced generation of MDSCs. 
	IL-11/STAT3 axis is involved in the tumour microenvironment in colorectal cancer patients. 

	Discussion
	Methods
	Informed consent and approval. 
	Preparation of CD11b+CD14+ cells from PBMCs. 
	T cell proliferation assay. 
	Enzyme-linked immunosorbent assay (ELISA). 
	Reverse-transcription polymerase chain reaction (RT-PCR). 
	Immunoblotting. 
	Immunohistochemistry. 
	Statistical analyses. 

	Acknowledgements
	Author Contributions
	Figure 1.  Effect of IL-11 on differentiation of PBMCs into CD11c+CD11b+ monocytic cells.
	Figure 2.  T cell activation in the presence of IL-11-induced CD11b+CD14+ cells.
	Figure 3.  Gene expression levels of immunosuppressive molecules in IL-11-induced MDSCs.
	Figure 4.  IL-11-dependent STAT3 activation in CD11b+CD14+ MDSCs.
	Figure 5.  IL-11 and phosphorylated STAT3 expression in tumour microenvironments of colorectal cancer patients.



 
    
       
          application/pdf
          
             
                IL-11 induces differentiation of myeloid-derived suppressor cells through activation of STAT3 signalling pathway
            
         
          
             
                srep ,  (2015). doi:10.1038/srep13650
            
         
          
             
                Kentaro Sumida
                Yosuke Ohno
                Junya Ohtake
                Shun Kaneumi
                Takuto Kishikawa
                Norihiko Takahashi
                Akinobu Taketomi
                Hidemitsu Kitamura
            
         
          doi:10.1038/srep13650
          
             
                Nature Publishing Group
            
         
          
             
                © 2015 Nature Publishing Group
            
         
      
       
          
      
       
          © 2015 Macmillan Publishers Limited
          10.1038/srep13650
          2045-2322
          
          Nature Publishing Group
          
             
                permissions@nature.com
            
         
          
             
                http://dx.doi.org/10.1038/srep13650
            
         
      
       
          
          
          
             
                doi:10.1038/srep13650
            
         
          
             
                srep ,  (2015). doi:10.1038/srep13650
            
         
          
          
      
       
       
          True
      
   




