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HMGB1: A Promising Therapeutic Target for Prostate Cancer
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High mobility group box 1 (HMGB1) was originally discovered as a chromatin-binding protein several decades ago. It is now
increasingly evident that HMGB1 plays a major role in several disease conditions such as atherosclerosis, diabetes, arthritis, sepsis,
and cancer. It is intriguing how deregulation of HMGB1 can result in a myriad of disease conditions. Interestingly, HMGB1 is
involved in cell proliferation, angiogenesis, andmetastasis during cancer progression. Furthermore,HMGB1 has been demonstrated
to exert intracellular and extracellular functions, activating key oncogenic signaling pathways. This paper focuses on the role of
HMGB1 in prostate cancer development and highlights the potential ofHMGB1 to serve as a key target for prostate cancer treatment.

1. Introduction

Current treatment methods for prostate cancer (PCa) such
as radical prostatectomy, chemotherapy, radiation therapy, or
hormonal therapy are used to effectively manage this disease.
However, majority of patients undergoing androgen depriva-
tion therapy develop castration resistant PCa [1]. Hence, there
is a great interest in understanding the molecular events that
are critical for the development of this disease. If character-
ized, the genes that play a crucial role in PCa progression or
hormone resistance PCa will result in development of novel
strategies for treating PCa. Recent evidences strongly suggest
that high mobility group box 1 (HMGB1) plays a pivotal role
in the development of several cancer types including PCa [2–
4]. It is found to be associated with all the hallmarks of can-
cer development such as cell proliferation, anchorage-inde-
pendent growth, angiogenesis, migration, and invasion [3].

HMGB1 is a DNA binding protein involved in DNA
replication and DNA repair process [5]. Outside the cell, it
functions as a proinflammatory cytokine [6]. The extracellu-
lar receptors ofHMGB1 includeRAGEandTLR4,withRAGE
being implicated as a major receptor for HMGB1 in tumor
development. Deregulation of HMGB1 has been shown to
be associated with several inflammation associated diseases

such as atherosclerosis [7, 8], arthritis [9], and sepsis [10].
Moreover, HMGB1 is also shown to promote tumorigenesis
by inducing inflammation [11, 12]. Inflammation is one of the
key risk factors implicated in prostate carcinogenesis [13–15].
Based on the recent published evidences, we highlight and
speculate on the role of HMGB1 in PCa development and the
potential strategies to target HMGB1 for PCa treatment.

2. HMGB1 Expression in Prostate Cancer
Cells: Preclinical and Clinical Samples

HMGB1 is known to be consistently overexpressed in cancer
cells compared to normal cell types [3, 16–18]. Similarly,
HMGB1 is also reported to be highly expressed in PCa cells
[4, 19, 20]. Interestingly, androgen deprivation resulted in the
secretion ofHMGB1 in prostatic stromal cells and found to be
associated with metastatic PCa [21]. This finding support the
notion that androgen deprivation therapymay upregulate the
expression ofHMGB1 leading to either hormone resistance or
metastatic disease.

Studies conducted by He et al. [22] employing transgenic
adenocarcinoma mouse prostate (TRAMP) model demon-
strated that HMGB1 promotes invasive carcinoma in this
experimental setting. Furthermore, their study also showed
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that HMGB1 is released in the serum during tumor progres-
sion correlating with severity of disease pathology. Previous
studies have shown that serum HMGB1 can serve as a
biomarker for variety of cancers such as pancreatic ductal
adenocarcinoma [23], colorectal carcinoma [24], malignant
mesothelioma [25], canine lymphoma [26], non-small-cell
lung cancer [27, 28], gastric cancer [29], and hepatocellular
carcinoma [30]. However, a study conducted by Mengus et
al. [31] to determine the circulating levels of cytokines in early
stage prostate cancer (1 to 2c) showed thatHMGB1 levels were
not found to be significant when compared to control benign
hyperplastic prostate (BPH) samples.These results combined
with serum levels of HMGB1 in the TRAMP mouse PCa
model may suggest that HMGB1 be a marker for advanced
stages of PCa.

Expression of HMGB1 in clinical samples was first
reported by Kuniyasu et al. [21] in a pilot study where they
found that HMGB1 is expressed in tumor (27%) and stromal
cells (63%) of metastatic patients. Interestingly, they also
observed that HMGB1 was not expressed (0%) in tumors
of nonmetastatic cases, while only 11% of patients with
nonmetastases expressed HMGB1 in stromal cells. In subse-
quent study, Ishiguro et al. [19] using real-time quantitative
PCR showed that HMGB1 and its cognate receptor, RAGE,
are significantly expressed in primary PCa and refractory
samples compared to normal control prostate samples. More
recently, Li et al. [20] determined the correlation pattern
of HMGB1 expression with clinical characteristics of PCa.
Their findings showed that about 60% (101/168) of PCa cases
were positive for HMGB1 expression. Specifically, this study
revealed that HMGB1 expression correlated with stage of
cancer (pT), Gleason grade, preoperative prostate specific
antigen, biochemical recurrence, and poor survival rates.
Thus, these in vitro, preclinical and clinical evidences strongly
point that HMGB1 may have a pivotal role in the progression
of PCa.

3. HMGB1 Interacting Genes/Proteins in
Prostate Cancer

HMGB1 has been reported to transactivate sex steroid hor-
mone receptors such as androgen receptor,mineralocorticoid
receptor, progesterone receptor, and glucocorticoid receptor
[32, 33]. In PCa, transactivation of androgen receptor (AR)
byHMGB1 [33] may have clinical significance. AR is a crucial
gene required for PCa survival and PCa progression [34, 35].
In addition, AR activation is also known to play a major role
in the development of androgen-independent PCa [34–36].
Activation or expression of AR is shown to be regulated by
many signaling pathways [36–38]. Our recent publication
showed that targeting receptor for advanced glycation end
products (RAGEs) downregulated the expression of prostate
specific antigen (PSA), the downstream target gene of AR
[39], suggesting that RAGE may have a role in the regulation
of AR in PCa cells. Interestingly, previous study by Ishiguro et
al. [19] showed that both RAGE and HMGB1 are coexpressed
in PCa samples and suggested that theymay have cooperative
role in the progression of PCa. Thus, HMGB1 may regulate
AR either by acting as co-activator of AR or indirectly

associating with RAGE signaling in prostate oncogene-
sis.

HGMB1 and RAGE have been shown to interact in
many types of tumor cells but not in normal cells [40].
In extracellular milieu, HMGB1 may interact with RAGE
receptor in PCa cells. This notion is supported by our recent
work [39], which showed that silencing RAGE expression
by RNAi approach abrogated the cell proliferative effects of
extracellular recombinantHMGB1 onPCa cells. Interestingly,
HMGB1 is also shown to enhance DNA binding activity of
ETS transcription factor in regulating peroxiredoxin-1 and
-5 expression in combating oxidative stress in PCa cells [41].
That HMGB1 directly interact with ETS to enhance its target
gene transcriptional activity may have significant implica-
tions in PCa disease progression, as ETS is known to play a
major role in PCa progression, androgen independence, and
metastatic progression [42–46]. Given the recent findings
that HMGB1 can facilitate gene recombination [5, 47, 48]
and the fact that frequent gene rearrangements of ETS
derived transcription factors are detected in PCa [42, 49],
the possibility of ETS gene recombination driven by HMGB1
may favor promotion of aggressive PCa.

4. Possible HMGB1 and Inflammation
Link in PCa

Risk factors for PCa include genetic factors, hormonal
changes, chronic inflammation, and dietary differences
[14, 50]. Among these etiological factors, there is growing evi-
dence for the role of inflammation in the prostate carcinogen-
esis [15, 51, 52], in particular chronic inflammation [14, 15, 53].
The role of inflammation in the prostate carcinogenesis is
now widely accepted [15, 51, 54]. HMGB1-RAGE axis plays a
major role in inflammation induced carcinogenesis [55, 56].
Evidence for the role of HMGB1 in PCa inflammation can be
inferred from a recent study by He et al. [22] using TRAMP
animalmodel of PCa. In this study, they showed that targeting
HMGB1 disrupts tumor progression by inhibiting activation
of T-cells and reducing infiltration of macrophages, which
are considered to be key inflammatory cells in promoting
variety of cancers including PCa [57–60].Thus, inflammation
may be one mechanism by which HMGB1 may accelerate
PCa as depicted in Figure 1. In our recent work [61], we also
showed that HMGB1 is one of the target inflammatory gene
for 18-alpha glycyrrhetinic acid in PCa cells. Our study thus
suggests that inflammation associated genes such as HMGB1
may play a vital role in the multistep process of PCa develop-
ment.

5. Can HMGB1 Be a Viable Target for
PCa Treatment?

HMGB1 is suggested to be a potential target gene for various
diseases such as atherosclerosis, inflammation, sepsis, and
arthritis [7, 8]. Accumulating evidences suggest that HMGB1
can also serve as a target for various cancer types including
PCa [4, 62–65]. Some potential HMGB1 targeting strategies
are highlighted here.
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Figure 1: Proposed model of HMGB1 mediated prostate cancer progression.

6. Gene Targeting

Antisense and RNA interference (RNAi) technology aremost
commonly used strategies to eliminate or silence the expres-
sion of target genes [66].These technologies are also used as a
tool to study gene function in cancer cells [67]. Interestingly,
several preclinical and early clinical trials have shown great
promise of these strategies for use in PCa treatment [68–72].

Studies performed by Kuniyasu et al. [21] showed that
antisense targeting of HMGB1 in PC-3 cells significantly
inhibited the invasive potential of these cells in vitro. In our
recent work [4], we showed that targeting HMGB1 by RNAi
resulted in the inhibition of PCa cell proliferation and apo-
ptotic elimination of PCa cells. Furthermore, our additional
work also revealed that targeting RAGE by RNAi prevented
HMGB1-mediated cell proliferation of PCa cells and reduc-
tion of HMGB1 levels in the RAGE RNAi transfected cells.
This also led to growth inhibition of androgen-dependent and
-independent prostate tumor in nude mice model. Targeting
HMGB1 by RNAi is also shown to inhibit osseous metastasis
of PC cells in an experimental metastases model [73]. Thus
antisense and RNAi strategies represent promising methods
to target HMGB1 expression to achieve therapeutic effects
against PCa.

7. Antibody (Ab) Based Targeting

Ab based treatment approach is a promising strategy to target
PCa. For example, anti-VEGF antibody treatment has yielded
encouraging results in clinical trials [74]. However, the anti-
VEGFAbmay primarily target angiogenesis process of tumor
growth. In this case, HMGB1 may be a desirable target for
prostate PCa, as it is involved in cell proliferation, apoptosis
regulation, angiogenesis, and metastases [3]. In support of
this, studies by He et al. [22] showed that administration
of anti-HMGB1 significantly inhibited the prostate tumor
progression in TRAMP mouse PCa model. In another study
[75], anti-HMGB1 was shown to inhibit HMGB1-enforced
angiogenic process of colon cancer cells. Furthermore in a
malignant mesothelioma study, targeting HMGB1 by mAb
also showed to effectively inhibit the matrigel invasion of
malignantmesothelial cells in vitro, hinder the tumor growth,
and extend the survival of nude mice. The potential of
anti-HMGB1 to inhibit colon cancer development was also
recently demonstrated [76, 77]. Collectively these studies
attest to the therapeutic utility of anti-HMGB1 antibody for
cancer treatment in general, which can also be developed for
PCa treatment.
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8. Use of Natural Products

Naturally occurring agents such as glycyrrhizin, glycyrrheti-
nic acid, ethyl pyruvate, and green tea phenols have been
shown to target HMGB1 expression in variety of cell/disease
models [61, 78–84]. Specifically, we showed that 18-alpha
glycyrrhetinic acid, a derivative of glycyrrhizin that is abun-
dantly present in the licorice root, can decrease HMGB1
gene expression and result in the therapeutic effects in PCa
cells [61]. Other natural compounds known to target HMGB1
include some cholinergic agonists [85, 86], thrombomod-
ulin [87–89], and low molecular-weight heparin [90]. All
these natural agents could be potentially tested against PCa
cells/tumors that display high levels of HMGB1 expression.

9. Other Potential HMGB1
Targeting Therapies

Recent studies advocate that peptide (A-Box) derived from
HMGB1 can be used to effectively antagonize the functions
of HMGB1 [91, 92]. This A-Box has been shown to down-
regulate the inflammatory activity of HMGB1 [91]. It has also
been postulated to inhibit tumor angiogenesis by disrupting
HMGB1-RAGE signaling [93]. Although, the anti-cancer
potential of A-Box is yet to be evaluated against PCa, it may
offer novel treatment strategy for PCa given the fact that A-
Box can be used as gene delivery agent [94, 95].

Targeting extracellular HMGB1 represents another strat-
egy to combat PCa as we recently showed that addition
of rHMGB1 promotes PCa cell proliferation [39]. Secreted
HMGB1 can be neutralized by administering soluble RAGE
as discussed for controlling atherosclerosis [8] and inflam-
mation [96]. Interestingly, the endogenous levels of soluble
RAGE are downregulated in patients with liver cancer [97],
colorectal adenoma [98], pancreatic cancer [99, 100], lung
cancer [101], and breast carcinoma [102]. However, the status
of soluble RAGE in PCa patients is not yet known and
warrants further investigation for PCa treatment.

Developing HMGB1 as a vaccine for PCa is a feasible
immunotherapeutic strategy as the previous study strongly
support that peptides derived from HMGB1 engrafted in
liposomes induced potent antigen-specific and tumor specific
immunity against B16-OVAmelanomamodel [103]. A follow-
up study also demonstrated that HMGB1 antigenic peptides
can act as an adjuvant for subunit cancer vaccines [104].These
HMGB1 derived peptides could also be tested as adjuvant
for enhancing the efficacy of PCa vaccines that are currently
under development [105–107].

10. Concluding Remarks

The evidence for role of HMGB1 in cancer progression is
now rapidly accumulating. Studies from others and our
group suggest that HMGB1 may also have a prominent role
in PCa development. The interaction of HMGB1 with AR,
RAGE, and ETS point to a central role of HMGB1 in PCa
progression. Clinical studies also support that HMGB1 is
overexpressed in PCa patients and may serve as a novel
prognostic marker for BCR-free survival for prostate cancer

patients after undergoing radical prostatectomy. Importantly,
several preclinical studies highlighted in this paper suggest
that HMGB1 can be targeted by variety of approaches, which
may ultimately lead to the development of effective therapy
for PCa patients.
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171, 2012.

[8] S. Park, S. J. Yoon, H. J. Tae, and C. Y. Shim, “RAGE and cardio-
vascular disease,” Frontiers in Bioscience, vol. 16, no. 2, pp. 486–
497, 2011.

[9] H.Maillard-Lefebvre, E. Boulanger,M. Daroux, C. Gaxatte, B. I.
Hudson, and M. Lambert, “Soluble receptor for advanced gly-
cation end products: a new biomarker in diagnosis and prog-
nosis of chronic inflammatory diseases,” Rheumatology, vol. 48,
no. 10, pp. 1190–1196, 2009.

[10] U.Andersson andK. J. Tracey, “HMGB1 in sepsis,” Scandinavian
Journal of Infectious Diseases, vol. 35, no. 9, pp. 577–584, 2003.

[11] A. Sharma, R. Ray, and M. R. Rajeswari, “Overexpression of
high mobility group (HMG) B1 and B2 proteins directly corre-
lates with the progression of squamous cell carcinoma in skin,”
Cancer Investigation, vol. 26, no. 8, pp. 843–851, 2008.

[12] H. J. Huttunen and H. Rauvala, “Amphoterin as an extracellular
regulator of cell motility: from discovery to disease,” Journal of
Internal Medicine, vol. 255, no. 3, pp. 351–366, 2004.



Prostate Cancer 5

[13] A. M. De Marzo, V. L. Marchi, J. I. Epstein, and W. G. Nelson,
“Proliferative inflammatory atrophy of the prostate: implica-
tions for prostatic carcinogenesis,” American Journal of Pathol-
ogy, vol. 155, no. 6, pp. 1985–1992, 1999.

[14] A. M. De Marzo, Y. Nakai, and W. G. Nelson, “Inflammation,
atrophy, and prostate carcinogenesis,” Urologic Oncology, vol.
25, no. 5, pp. 398–400, 2007.

[15] A. M. De Marzo, E. A. Platz, S. Sutcliffe et al., “Inflammation
in prostate carcinogenesis,”Nature Reviews Cancer, vol. 7, no. 4,
pp. 256–269, 2007.

[16] X. Yao, G. Zhao, H. Yang, X. Hong, L. Bie, and G. Liu, “Over-
expression of high-mobility group box 1 correlates with tumor
progression and poor prognosis in human colorectal carci-
noma,” Journal of Cancer Researchearch and Clinical Oncology,
vol. 136, no. 5, pp. 677–684, 2010.

[17] W. Yan, Y. Chang, X. Liang et al., “High-mobility group box
1 activates caspase-1 and promotes hepatocellular carcinoma
invasiveness andmetastases,”Hepatology, vol. 55, pp. 1863–1875,
2012.

[18] H. Gong, P. Zuliani, A. Komuravelli, J. R. Faeder, and E. M.
Clarke, “Analysis and verification of the HMGB1 signaling
pathway,”BMCBioinformatics, vol. 11, supplement 7, p. S10, 2010.

[19] H. Ishiguro, N. Nakaigawa, Y. Miyoshi, K. Fujinami, Y. Kubota,
andH. Uemura, “Receptor for advanced glycation end products
(RAGE) and its ligand, amphoterin are overexpressed and
associated with prostate cancer development,” Prostate, vol. 64,
no. 1, pp. 92–100, 2005.

[20] T. Li, Y. Gui, T. Yuan et al., “Overexpression of high mobility
group box 1 with poor prognosis in patients after radical prost-
atectomy,” British Journal of Urology International, vol. 110, pp.
E1125–E1130, 2012.

[21] H. Kuniyasu, Y. Chihara, H. Kondo, H. Ohmori, and R. Ukai,
“Amphoterin induction in prostatic stromal cells by andro-
gen deprivation is associated with metastatic prostate cancer,”
Oncology reports, vol. 10, no. 6, pp. 1863–1868, 2003.

[22] Y. He, J. Zha, Y. Wang, W. Liu, X. Yang, and P. Yu, “Tissue dam-
age-associated “danger signals” influence T-cell responses that
promote the progression of preneoplasia to cancer,” Cancer
Researchearch, vol. 73, pp. 629–639, 2013.

[23] H. W. Chung, J. B. Lim, S. Jang, K. J. Lee, K. H. Park, and S.
Y. Song, “Serum high mobility group box-1 is a powerful diag-
nostic and prognostic biomarker for pancreatic ductal adeno-
carcinoma,” Cancer Science, vol. 103, pp. 1714–1721, 2012.

[24] H. Lee, M. Song, N. Shin et al., “Diagnostic significance of
serum HMGB1 in colorectal carcinomas,” PLoS One, vol. 7,
Article ID e34318, 2012.

[25] S. Jube, Z. S. Rivera,M. E. Bianchi et al., “Cancer cell secretion of
the DAMP protein HMGB1 supports progression in malignant
mesothelioma,” Cancer Research, vol. 72, pp. 3290–3301, 2012.

[26] A. Meyer, N. Eberle, J. Bullerdiek, I. Nolte, and D. Simon,
“High-mobility group B1 proteins in canine lymphoma: prog-
nostic value of initial and sequential serum levels in treatment
outcome following combination chemotherapy,”Veterinary and
Comparative Oncology, vol. 8, no. 2, pp. 127–137, 2010.

[27] G.H. Shang, C.Q. Jia,H. Tian et al., “Serumhighmobility group
box protein 1 as a clinicalmarker for non-small cell lung cancer,”
Respiratory Medicine, vol. 103, no. 12, pp. 1949–1953, 2009.
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