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A major challenge in clinical management of prostate cancer (PC) is to limit tumor growth 
and prevent metastatic spreading. Considerable efforts have been made to discover 
new compounds for PC therapy and recent years have seen promising progress in this 
field. Pharmacological approaches have been designed to achieve benefits in PC treat-
ment and avoid the negative side effects resulting from administration of antagonists or 
agonists or new drugs. Nonetheless, the currently available therapies frequently induce 
resistance and PC progresses toward castration-resistant forms that can be caused 
by the androgen receptor reactivation and/or mutations, or derangement of signaling 
pathways. Preclinical and clinical findings have also shown that other nuclear receptors 
are frequently altered in PC. In this review, we focus on the role of estradiol/estradiol 
receptor (ER) axis, which controls PC growth and progression. Selective targeting of ER 
subtypes (α or β) may be an attractive way to limit the growth and spreading of prostatic 
cancer cells.
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iNTRODUCTiON

Prostate cancer (PC) is one of the most frequently diagnosed cancers and a leading cause of cancer-
related deaths in Europe, with around 417,000 new cases diagnosed in 2012. It also represents the 
second most common cancer worldwide for males, and the fourth most common cancer overall, with 
more than 1.1 million new cases diagnosed per year (World Cancer Research Fund International, 
http://www.wcrf.org).

Prostate cancer develops mainly in men aged 65 or older, and is rare before age 40. It is com-
monly considered a “hormone-dependent cancer,” since sex steroid hormones control PC initia-
tion and progression. Preclinical and clinical findings have, indeed, highlighted the importance 
of circulating steroid levels in PC pathogenesis (1). PC is initially an androgen-dependent disease. 
At this early stage, androgen deprivation therapy (ADT) represents the major therapeutic option 
(2). Although initially effective in blocking tumor growth, this approach frequently fails, and 
the disease progresses to an androgen-independent state, also known as castration-resistant PC 
(CRPC), commonly characterized by poor prognosis and an average survival ranging from 10 to 
20 months.

Castration-resistant PC can be caused by the reactivation of androgen receptor (AR) transcrip-
tional activity due to AR gene amplification, or AR mutations, which lead to promiscuous binding 
of antiandrogens or other steroids for AR activation, or expression of different constitutively 
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active AR splice variants. Derangements of signaling effectors 
(e.g., receptor and non-receptor tyrosine kinases) or scaffolds 
were also reported in CRPC (3).

Whatever the mechanism, few therapeutic targets have been 
identified in CRPC, and a limited number of therapies are, there-
fore, available. New efforts are needed to unravel the complex 
mechanism underlying PC hormone resistance and spreading.

Estrogens play an important role in male sex hormone secre-
tion as well as in the growth, differentiation, and homeostasis 
of normal prostate tissues. They are also involved in prostate 
carcinogenesis (4, 5).

In this manuscript, we will review recent data on the role of 
estradiol/estradiol receptor (ER) axis in PC. These findings have 
opened the way for novel therapeutic strategies based on the use 
of ER agonists/antagonists and new compounds, whose efficacy 
has been successfully tested in preclinical and clinical models 
of PC.

eSTROGeN ReCePTORS: STRUCTURe 
AND FUNCTiON

Estrogen effects are commonly mediated by two receptors, 
estrogen receptor α (ERα) or β (ERβ), encoded by two separate 
genes [ESR1 and ESR2 (6)]. ERα and ERβ belong to the family 
of ligand-modulated transcription factors (TCFs), also known 
as nuclear receptors, often found altered in PC (7). As with 
other NR family members, ER proteins consist of an N-terminal 
ligand-independent transactivation domain (AF1; NTD),  
a DNA-binding domain (DBD), and a C-terminal ligand-
binding domain (LBD) containing the ligand-dependent AF2 
transactivation domain (8). ERα and ERβ share high sequence 
homology, particularly in the DBD, allowing both receptors to 
recognize the estrogen-responsive element (ERE) on DNA (9). 
In contrast, the LBD shows a lower sequence homology (58%) 
than the DBD, suggesting that ERα and ERβ have different 
specific ligands. ERβ shows a lower affinity for estradiol than 
ERα, while it exhibits a higher affinity for 4-hydroxytamoxifen, 
genistein, and the testosterone derivative 3β-androstanediol.  
In humans, there are at least five ERβ isoforms (ERβ1, 2, 3, 4, 5) 
generated by alternative splicing of exons 7 and 8 coding for the 
LBD and transactivation domain 2. Specifically, ERβ2 and ERβ5 
proteins have truncated C-terminal regions, resulting in the 
loss of AF2 domains, and display differences in LBDs (10, 11). 
Among the isoforms of ERβ, only ERβ1 is functional, while the 
others control its activity. ERβ activity may, therefore, depend 
on ERβ1 expression and the ERβ isoform ratio.

Once activated by their ligands, ERs (α or β) mainly act 
through two types of signaling mechanisms: a classical, nuclear, 
or genomic mechanism and an extranuclear, non-genomic path-
way. In the classical or genomic mechanism, estrogens diffuse 
across cell membranes and bind to their intranuclear and/or  
cytoplasmic receptor, which undergoes dimerization. The 
receptor(s) thus bind ERE sequences in the promoter region 
of target genes involved in cell proliferation, differentiation, 
and metabolism (12). In contrast, extranuclear/cytoplasmic 
receptors activate a rapid, non-transcriptional or non-genomic 

pathway upon estrogen binding. Szego and Davis observed, for 
the first time, a rapid increase in uterine cAMP within 15 s after 
treatment with physiological doses of estradiol (13). Data col-
lected over the last decade show that extranuclear ERs trigger 
the rapid activation of various signaling pathways, causing dif-
ferent hormonal effects upon ligand binding (14). We now know, 
however, that there is a co-operation between genomic and 
non-genomic pathways (15). Thus, non-transcriptional routes 
control transcriptional routes and vice versa. The balance and 
integration between the different mechanisms (transcriptional 
versus non transcriptional) might play a role in pathophysiologi-
cal processes, such as proliferative diseases of breast and prostate 
tissues, inflammatory and immune response, wound healing, 
cardiovascular and neurodegenerative disease, osteoporosis, 
and cellular aging (16).

eSTROGeNS iN PROSTATe 
CARCiNOGeNeSiS

Preclinical findings have shown that estradiol levels play an 
important role in PC pathogenesis. In aromatase knockout 
(KO) mice, which cannot metabolize androgens to estrogens, 
high testosterone levels only lead to prostatic hypertrophy and 
hyperplasia. In contrast, high estrogen and low testosterone 
levels induce inflammatory events and premalignant lesions 
(17). These findings are corroborated by epidemiological studies, 
suggesting that estradiol serum levels and estradiol/testosterone 
(E/T) serum ratio impinge on PC initiation and progression. 
African-American men, who have high serum estradiol levels, 
exhibit a greater risk of developing PC (18), and PC incidence 
increases during aging, since it is often diagnosed in elderly rather 
than young men (19). In elderly males, testosterone production 
by the testis declines, while estradiol concentration remains 
constant (20). Consequently, the ratio between circulating and 
intraprostatic E/T increases.

Different mechanisms have been proposed to explain the 
change in E/T ratio. In PC, in situ production of estrogen increases 
(21) and prostatic aromatase can be aberrantly expressed (22). 
Again, aromatization of androgens to estrogens in adipose 
tissue may also account for the modification in E/T ratio (23). 
This hypothesis is supported by the increase in female-type fat 
observed in elderly males. Unlike the aromatase promoter in 
the gonads, aromatase expression is regulated by cytokines and 
tumor necrosis factor (TNF) α in adipose tissue (24). Indeed, 
estrogen levels increase in men during inflammatory processes 
and obesity (25). This hormonal fluctuation might explain the 
relationship between inflammation, obesity, and PC frequently 
observed in elderly men. Altogether, these findings suggest 
that prostate tissue is exposed to fluctuations in sex steroid  
(e.g., estrogens and androgens) levels. Thus, a decrease in andro-
gen levels might cause prostate tissue atrophy, while androgen 
restoration might foster the regrowth of prostatic epithelium. 
In this way, the clonal expansion of cells harboring oncogenic 
mutations is enabled.

The aberrant expression of 5α-reductase (5α-R) enzymes also 
seems to play a role in PC development (26). These enzymes 
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are expressed in prostate tissue, PC, and CPRC (27–29) and 
convert testosterone into the more active dihydrotestosterone 
(DHT) (30). As such, 5α-R enzymes might primarily control 
development of human benign or malignant prostatic diseases 
(30). The enzymes, however, also induce metabolization of DHT 
into 3β-androstanediol, the natural ligand of ERβ (31). Once acti-
vated by 3β-androstanediol, ERβ restrains epithelial growth by 
regulating prostate AR content (31) or upregulating the PUMA 
proapoptotic protein (32). In sum, the balance between DHT and 
3β-androstenediol might foster or limit the growth of prostatic 
tissues.

From these and other findings in literature, it seems that the 
ligand levels and their fluctuations during adult life are likely a 
culprit in prostate tumorigenesis and PC progression.

eRs iN PC

Prostate tissue expresses both ERα and ERβ. ERα is mainly 
expressed in stromal cells within the non-malignant human 
prostate, though is occasionally found in basal-epithelial cells, 
whereas ERβ is mainly confined to basal-epithelial cells (33–35). 
Immunohistochemical studies revealed that PC specimens 
express both ER α and β, although their relative levels at different 
stages of PC still remain unknown (7).

Estradiol receptor α expression is significantly associated 
with high Gleason score and poor survival in PC patients (36), 
while the expression of ERβ was found decreased or lost in PC 
samples (37). Additionally, co-expression of ERβ2 and ERβ5, two 
isoforms of ERβ, represents a prognostic marker for biochemical 
relapse, postoperative metastasis, and time to metastasize after 
radical prostatectomy in PC patients (11). Consistent with these 
findings, ERβ1 expression decreases, while ERβ2 and ERβ5 
expression increases as PC progresses. Such a change was cor-
related with PC spreading and metastasis (26).

Many investigations about the role of ER α or β in PC have 
been made and continue to emerge. Collectively, these findings 
suggest that ERα acts as an oncogene and mediates the harm-
ful effects of estrogen, such as proliferation, inflammation, and 
prostate carcinogenesis. ERα KO mice do not develop high-grade 
prostate intraepithelial neoplasia or PC after testosterone and/
or estrogen treatment (21). In contrast, ERβ, whose expression 
decreases by promoter DNA methylation as PC progresses, seems 
to play an anti-oncogenic role. Indeed, ERβ agonists prevent 
proliferation of prostatic epithelium (38). Again, Ricke and col-
leagues demonstrated the opposite role of ERs in prostate tissue 
transformation using as a model ERα or ERβ KO mice treated 
with androgen in combination with estrogen. While ERβ KO 
induced dysplastic changes and premalignant transformation, 
ERα KO mice remained PC-free (21). Other findings, however, 
support the protective role of ERβ in prostatic transformation. 
The loss of ERβ expression correlates, for instance, with increased 
proliferation in the ERβ KO/transgenic adenocarcinoma of 
mouse prostate mouse model (39) and human PC specimens 
(37, 40). Although ERβ is downregulated during PC progression 
(41), its upregulation or activation inhibits tumor progression 
and induces cell cycle arrest and apoptosis in PC (42). Estradiol 

treatment of ERβ-expressing LNCaP cells xenografted in mouse 
inhibits PC establishment and growth (43). ERβ activation also 
causes apoptosis in Gleason grade 7 xenografted tissues as well 
as in androgen-independent PC3 and DU145 cell lines (44). 
Altogether, the findings obtained to date in preclinical and clinical 
models suggest that ERβ manipulation by ligands or new drugs 
might be useful in PC therapeutic approaches, particularly during 
the initial stages of PC. No clonal expansion of cells harboring 
mutations occurs if the growth of early grade PC is restrained. 
Thus, prostatic cancerous cells have less chance of spreading and 
progressing to metastatic phenotype.

Despite these findings, ERβ seems to foster cell cycle progres-
sion and DNA synthesis of PC cells. A rapid estradiol action 
mediated by the assembly of ERβ/AR/Src ternary complex drives 
cyclin D1 upregulation, cell cycle progression, and prolifera-
tion of PC-derived LNCaP cells (45, 46). Notably, extranuclear 
action mediated by ERβ increases the mitogenesis and motility 
of LNCaP cells challenged with epidermal growth factor (EGF), 
suggesting that ERβ also intersects EGF and its cognate receptor 
in PC cells (47). This finding is important, since CRPC often 
exhibits derangements of EGF-receptor signaling (48). Again, 
estradiol and the ERβ-selective agonist diarylpropionitrile both 
increase DNA synthesis and cyclin D2 expression in androgen-
independent PC3 cells, suggesting that ERβ mediates the estrogen 
proliferative effect in these cells. As well as being blocked by the 
ERβ-selective antagonist 4-[2-Phenyl-5,7-bis(trifluoromethyl) 
pyrazolo[1,5-a]pyrimidin-3-yl]phenol (PHTPP), these effects 
are also inhibited by PKF118-310, a compound that disrupts 
β-catenin/T-cell-specific TCF complex, suggesting the involve-
ment of β-catenin in the effect mediated by estradiol/ERβ axis in 
PC3 cells (49, 50).

Figure 1 depicts the putative role of ER (α or β) in PC. Findings 
here discussed indicate that apoptosis and/or differentiation of 
PC cells might be promoted when ERβ increases or is activated 
(upper section). In contrast, survival and proliferation of PC cell 
might be enhanced by the increase in ERα content or its activa-
tion (lower section).

The conflicting results described above on the role of ERs 
(α or β) in PC pathogenesis can be reconciled if the observed 
biological effects are dependent on the experimental model used. 
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A major consideration is how closely PC models currently used 
(e.g., genetically engineered mouse, xenograft, and cell culture 
models) recapitulate important features of human prostate and 
human PC. Mouse and human prostate gland are, in fact, quite 
different in structure (51). Again, the lack of PC cell models 
able to faithfully reproduce the complex crosstalk between AR, 
ERα, ERβ, and EGF-R described at non-transcriptional level in 
primary and PC-derived cells (45–47, 52) could also explain the 
discrepancies observed in cultured cells.

Figure 2 illustrates the intricate extranuclear network activated 
by ERβ/AR/Src complex and leading to cyclin D1 increase and 
cell cycle progression of LNCaP cells challenged with estradiol 
or androgens.

Noteworthy, some PC cells are unable to replicate the tran-
scriptional interplay between ERα/ERβ (53, 54), and the most 
routinely used PC cells do not represent prostatic tissue, since 
in human prostate ERα expression is confined to stromal cells, 
while ERβ is expressed in the luminal and basal epithelial cells. 
Additionally, the presence of ERβ inhibitors or the altered expres-
sion of transcriptional regulators (co-activators or co-repressors) 
in PC can also explain the conflicting findings observed to date.

In sum, it might be argued that under certain conditions, 
which depend on ERβ content or the ERα/ERβ ratio or ligand 
concentration or the co-regulator availability, the transcriptional 
mechanism mediated by ERβ overcomes the non-transcriptional 
mechanism, thereby leading to cell cycle arrest or apoptosis 
(Figure 2).

Although still debated, collected findings are of potential clini-
cal interest because of the paucity of targets and therapeutics in 
advanced PC.

TARGeTiNG eRs iN PC: THeRAPeUTiC 
APPROACHeS

Androgen deprivation therapy, either medical or surgical, is the 
first line of treatment for PC. Although more potent AR antago-
nists have been designed, resistance to these drugs continues to 
develop, resulting in CRPC, which is almost untreatable (55). 
Alternative approaches to androgen ablation need to be consid-
ered to prevent progression and metastatic spreading of PC.

Selective ER modulators (SERMs) are synthetic estrogen 
receptor ligands that show both estrogenic and/or antiestrogenic 
effects, depending on cell type and the different expression 
and/or activation of transcriptional co-regulators. By induc-
ing a conformational change in ERs, SERMs might influence 
the interaction between ER and co-regulatory proteins [either 
co-activators or co-repressors (56)]. Several SERMS, such as 
tamoxifen, toremifene, and raloxifene, are able to suppress PC 
growth in mouse models and cultured cells (57–61). However, 
clinical trials with high-dose tamoxifen or toremifene did not 
show significant effects (62–64), and the combinatorial use of 
toremifene and ADT in patients with advanced PC has only 
recently been found to have a relative beneficial effect (65). 
Further, clinical trials with larger cohorts are needed to confirm 
these promising phase IIA results.

Raloxifene exerts estrogen agonist/antagonist effects by 
binding both ERα and ERβ. It induces the selective activation of 
ERβ and consequently apoptosis in both androgen-dependent 
(LNCaP) and -independent [PC3 and DU145 (58, 59)] cell 
lines. SERMs lower Bcl-2 expression, increase caspase-3 and 
Par-4 levels (66), and antagonize ERα, causing growth inhibi-
tion of human xenografted CWR22 and CWRSA9 PC cell lines 
(60, 67). However, the molecular events involved in the control 
of prostate carcinogenesis by raloxifene are still unclear. ICI 
182,780, another member of the SERM family, exerts a dose-
dependent growth inhibition effect on DU145 cells, which is 
mediated by the binding of ERβ to NF-κB and enhancement of 
TCF FOXO1 (68).

Altogether, the findings here discussed reveal many incon-
sistencies between in vivo and in vitro studies. It can be argued 
that pharmacokinetic differences in SERMs between humans and 
mice, which are often used as a study model, already exist. Again, 
therapeutic strategies may prevent PC progression at early stages 
of development, but might exert different or even opposite effects 
in CRPC. Conflicting data might also result from the differential 
expression profiles of AR, ERα, and ERβ shown by PC cell lines 
(e.g., LNCaP, PC3, and DU145) commonly used for in  vitro 
studies. However, other additional factors (e.g., cell line cross-
contamination, absence of cell line authentication, number of cell 
line passages in culture, contamination with microorganisms, 
genetic and phenotypic instability) might significantly influence 
the experimental results (69). Additionally, the cell culture media 
used for in vitro studies should be free from substances that com-
pete for the sex steroid receptor binding activity and that may 
lead to false (both positive and negative) results. Furthermore, 
PC-derived cell lines do not faithfully reproduce human PC 
and are unable to recapitulate events caused by the presence 
of tumor stroma and/or extracellular matrix (70). Consistent 
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with this hypothesis, depletion of a p53 mutant phenotypically 
reverts breast cancer cells in three-dimensional (3D), but not 
in bidimensional (2D) model (71). Thus 3D models, made up 
of epithelial/stromal cells and extracellular matrix, might help 
to unmask any weaknesses or potential resistance mechanisms 
of PC, which would otherwise only be detected in late drug 
discovery stage in vivo. Furthermore, studies in patient-derived 
xenografts, an approach that is currently emerging to discover 
new biomarkers and drugs in human cancers (72), might help to 
exactly recapitulate the PC biology in patients.

As discussed above, ERβ can be considered a tumor suppressor, 
and use of its agonist may, therefore, be effective in therapeutic 
approaches against PC. By using AR knockout mice to investigate 
the therapeutic effect of 8β-VE2, a potent synthetic selective 
agonist for ERβ, ERβ was found to be responsible for androgen-
independent apoptosis in prostate stroma and epithelia, an effect 
that requires TNFα signaling. Moreover, the same study showed 
that 8β-VE2-activated ERβ induces apoptosis in androgen-
independent PC3 and DU145 cells, as well as in primary human 
PC xenografts (44).

Treatment with the ERβ agonist 8β-VE2 induces beneficial 
effects over current AR-targeting therapies by decreasing survival 
of CRPC cells and inhibiting the biological effects mediated by 
AR variants in the VCaP model of PC bone metastasis (50). 
Additionally, using the ERβ-selective agonist LY3201, it was 
shown that ERβ downregulates AR signaling, while upregulating 
the tumor suppressor PTEN (73).

In sum, collected findings support the idea that ERβ counter-
acts AR-mediated signaling, leading to cell proliferation and an 
inflammatory environment. Further, they strongly suggest that 
ERβ-selective agonists may be used to prevent fibrosis as well 
as development of benign prostatic hyperplasia, and to treat PC 
progression.

CONCLUDiNG ReMARKS

A major challenge in clinical management of PC is to limit tumor 
progression. ERs are differently distributed and exert different 
functions in the body. Targeting of different ER subtypes may 
provide a way to progress toward a more precise and tailored 
approach to hormone-related proliferative diseases, which 

depend, at least in part, on ERs. Unfortunately, available PC mod-
els are unable to fully reproduce molecular events underlying PC 
development and progression. While the AR status of the most 
commonly used cell lines is generally known, expression levels of 
ERα and ERβ vary across different cell lines, and conflicting data 
have been reported for each cell type, mainly as a result of the 
limitations of currently used approaches. The balance between 
the activity of AR and ERs, and their interaction, constitutes a 
regulatory network that enhances or limits the efficacy of drugs 
targeting steroid receptors.

A number of findings in literature support the idea that 
ERβ agonists may be beneficial at early stages of PC by keeping 
tumors to a low grade. A wide range of ERβ-selective agonists 
is currently available (74). They appear safe and do not affect 
proliferation in breast or uterus, while they do inhibit prolifera-
tion of prostate epithelia, without side effects on the pituitary (6). 
Additional research is still expected in the next years.

Understanding the factors that control ER functions in 
various PC cell types or in different mouse models and the 
crosstalk between ERs and their upstream or downstream 
partners represents an exciting prospect for treating prostatic 
diseases. Analysis of these interactions could lead to specific 
targeting of ER functions in living cells and patients. New drugs 
synthesized in different labs (46, 75–81) selectively target the 
interactions between steroid receptors and signaling effectors 
or scaffolds or transcriptional regulators. Further investigation 
into ER-interacting partners should identify other promising 
candidates to track and target in PC.

AUTHOR CONTRiBUTiONS

Conceptualization, supervision, and funding acquisition: GC. 
Writing—original draft: EZ and GG. Writing—review and edit-
ing: EZ, GG, PG, and MD.

FUNDiNG

This work was funded by the National Ministry of University and 
Research (P.R.I.N. 2015B7M39T_003 to GC). MD is a recipient of 
an Italian Association for Cancer Research (A.I.R.C.) Fellowship 
(Contract no. 17926).

ReFeReNCeS

1. Snaterse G, Visser JA, Arlt W, Hofland J. Circulating steroid hormone vari-
ations throughout different stages of prostate cancer. Endocr Relat Cancer 
(2017) 24:R403–20. doi:10.1530/ERC-17-0155 

2. Ryan CJ, Tindall DJ. Androgen receptor rediscovered: the new biology 
and targeting the androgen receptor therapeutically. J Clin Oncol (2011) 
29:3651–8. doi:10.1200/JCO.2011.35.2005 

3. Di Zazzo E, Galasso G, Giovannelli P, Di Donato M, Di Santi A, Cernera G, 
et al. Prostate cancer stem cells: the role of androgen and estrogen receptors. 
Oncotarget (2016) 7:193–208. doi:10.18632/oncotarget.6220 

4. Rahman HP, Hofland J, Foster PA. In touch with your feminine side: how 
oestrogen metabolism impacts prostate cancer. Endocr Relat Cancer (2016) 
23:R249–66. doi:10.1530/ERC-16-0118 

5. Bonkhoff H. Estrogen receptor signaling in prostate cancer: implications 
for carcinogenesis and tumor progression. Prostate (2017) 78(1):2–10. 
doi:10.1002/pros.23446 

6. Warner M, Huang B, Gustafsson JA. Estrogen receptor β as a pharma-
ceutical target. Trends Pharmacol Sci (2017) 38:92–9. doi:10.1016/j.tips. 
2016.10.006 

7. Leach DA, Powell SM, Bevan CL. New roles for nuclear receptors in prostate 
cancer. Endocr Relat Cancer (2016) 23:T85–108. doi:10.1530/ERC-16-0319 

8. Parker MG. Structure and function of estrogen receptors. Vitam Horm (1995) 
51:267–87. doi:10.1016/S0083-6729(08)61041-9 

9. Le TP, Sun M, Luo X, Kraus WL, Greene GL. Mapping ERβ genomic binding 
sites reveals unique genomic features and identifies EBF1 as an ERβ interactor. 
PLoS One (2013) 8:e71355. doi:10.1371/journal.pone.0071355 

10. Peng B, Lu B, Leygue E, Murphy LC. Putative functional characteristics of 
human estrogen receptor-beta isoforms. J Mol Endocrinol (2003) 30:13–29. 
doi:10.1677/jme.0.0300013 

11. Leung YK, Lam HM, Wu S, Song D, Levin L, Cheng L, et al. Estrogen receptor 
beta2 and beta5 are associated with poor prognosis in prostate cancer, and 
promote cancer cell migration and invasion. Endocr Relat Cancer (2010) 
17:675–89. doi:10.1677/ERC-09-0294 

http://www.frontiersin.org/Oncology/
http://www.frontiersin.org
http://www.frontiersin.org/oncology/archive
https://doi.org/10.1530/ERC-17-0155
https://doi.org/10.1200/JCO.2011.35.2005
https://doi.org/10.18632/oncotarget.6220
https://doi.org/10.1530/ERC-16-0118
https://doi.org/10.1002/pros.23446
https://doi.org/10.1016/j.tips.
2016.10.006
https://doi.org/10.1016/j.tips.
2016.10.006
https://doi.org/10.1530/ERC-16-0319
https://doi.org/10.1016/S0083-6729(08)61041-9
https://doi.org/10.1371/journal.pone.0071355
https://doi.org/10.1677/jme.0.0300013
https://doi.org/10.1677/ERC-09-0294


6

Di Zazzo et al. The Role of ER in PC

Frontiers in Oncology | www.frontiersin.org January 2018 | Volume 8 | Article 2

12. Di Croce L, Okret S, Kersten S, Gustafsson JA, Parker M, Wahli W, et  al.  
Steroid and nuclear receptors. Villefranche-sur-Mer, France, May 25–27, 1999. 
EMBO J (1999) 18:6201–10. doi:10.1093/emboj/18.22.6201 

13. Szego CM, Davis JS. Adenosine 3’,5’-monophosphate in rat uterus: acute 
elevation by estrogen. Proc Natl Acad Sci U S A (1967) 58:1711–8. doi:10.1073/
pnas.58.4.1711 

14. Levin ER, Hammes SR. Nuclear receptors outside the nucleus: extranuclear 
signalling by steroid receptors. Nat Rev Mol Cell Biol (2016) 1:783–97. 
doi:10.1038/nrm.2016.122 

15. Vicent GP, Nacht AS, Zaurín R, Ballaré C, Clausell J, Beato M. Minireview:  
role of kinases and chromatin remodeling in progesterone signaling to chro-
matin. Mol Endocrinol (2010) 24:2088–98. doi:10.1210/me.2010-0027 

16. Castoria G, Auricchio F, Migliaccio A. Extranuclear partners of androgen 
receptor: at the crossroads of proliferation, migration, and neuritogenesis. 
FASEB J (2017) 31:1289–300. doi:10.1096/fj.201601047R 

17. Ellem SJ, Risbridger GP. Aromatase and regulating the estrogen: androgen 
ratio in the prostate gland. J Steroid Biochem Mol Biol (2010) 118:246–51. 
doi:10.1016/j.jsbmb.2009.10.015 

18. Ross RK, Bernstein L, Lobo RA, Shimizu H, Stanczyk FZ, Pike MC, et  al. 
5-alpha-reductase activity and risk of prostate cancer among Japanese and 
US white and black males. Lancet (1992) 339:887–9. doi:10.1016/0140- 
6736(92)90927-U 

19. Stangelberger A, Waldert M, Djavan B. Prostate cancer in elderly men. Rev 
Urol (2008) 10:111–9. 

20. Vermeulen A, Kaufman JM, Goemaere S, Van Pottelberg I. Estradiol in 
elderly men. Aging Male (2002) 5:98–102. doi:10.1080/713604678 

21. Ricke WA, McPherson SJ, Bianco JJ, Cunha GR, Wang Y, Risbridger GP. 
Prostatic hormonal carcinogenesis is mediated by in  situ estrogen produc-
tion and estrogen receptor alpha signaling. FASEB J (2008) 22:1512–20. 
doi:10.1096/fj.07-9526com 

22. Grindstad T, Skjefstad K, Andersen S, Ness N, Nordby Y, Al-Saad S, et  al. 
Estrogen receptors α and β and aromatase as independent predictors for 
prostate cancer outcome. Sci Rep (2016) 6:33114. doi:10.1038/srep33114 

23. Simpson ER. Sources of estrogen and their importance. J Steroid Biochem  
Mol Biol (2003) 86:225–30. doi:10.1016/S0960-0760(03)00360-1 

24. Simpson ER. Aromatase: biologic relevance of tissue-specific expression. 
Semin Reprod Med (2004) 22:11–23. doi:10.1055/s-2004-823023 

25. Gautier A, Bonnet F, Dubois S, Massart C, Grosheny C, Bachelot A, 
et  al. Associations between visceral adipose tissue, inflammation and sex 
steroid concentrations in men. Clin Endocrinol (Oxf) (2013) 78:373–8. 
doi:10.1111/j.1365-2265.2012.04401.x 

26. Christoforou P, Christopoulos PF, Koutsilieris M. The role of estrogen 
receptor β in prostate cancer. Mol Med (2014) 20:427–34. doi:10.2119/
molmed.2014.00105 

27. Uemura M, Tamura K, Chung S, Honma S, Okuyama A, Nakamura Y, 
et  al. Novel 5 alpha steroid reductase (SRD5A3, type-3) is overexpressed 
in hormone-refractory prostate cancer. Cancer Sci (2008) 99:81–6. 
doi:10.1111/j.1349-7006.2007.00656.x 

28. Zhu YS, Imperato-McGinley JL. 5alpha-reductase isozymes and androgen 
actions in the prostate. Ann N Y Acad Sci (2009) 1155:43–56. doi:10.1111/j. 
1749-6632.2009.04115.x 

29. Wang K, Fan DD, Jin S, Xing N, Niu Y. Differential expression of 5-alpha 
reductase isozymes in the prostate and its clinical implications. Asian J Androl 
(2014) 16:274–9. doi:10.4103/1008-682X.123664 

30. Nacusi LP, Tindall DJ. Targeting 5α-reductase for prostate cancer prevention 
and treatment. Nat Rev Urol (2011) 8:378–84. doi:10.1038/nrurol.2011.67 

31. Weihua Z, Makela S, Andersson LC, Salmi S, Saji S, Webster JI, et al. A role  
for estrogen receptor beta in the regulation of growth of the ventral prostate. 
Proc Natl Acad Sci U S A (2001) 98:6330–5. doi:10.1073/pnas.111150898 

32. Dey P, Ström A, Gustafsson JA. Estrogen receptor β upregulates FOXO3a 
and causes induction of apoptosis through PUMA in prostate cancer. 
Oncogene (2013) 33:4213–25. doi:10.1038/onc.2013.384 

33. Lau KM, LaSpina M, Long J, Ho SM. Expression of estrogen receptor (ER)-
alpha and ERbeta in normal and malignant prostatic epithelial cells: regulation 
by methylation and involvement in growth regulation. Cancer Res (2000) 
60:3175–82. 

34. Leav I, Lau KM, Adams JY, McNeal JE, Taplin ME, Wang J, et al. Comparative 
studies of the estrogen receptors beta and alpha and the androgen 

receptor in normal human prostate glands, dysplasia, and in primary 
and metastatic carcinoma. Am J Pathol (2001) 159:79–92. doi:10.1016/
S0002-9440(10)61676-8 

35. Royuela M, De Miguel MP, Bethencourt FR, Sánchez-Chapado M, Fraile B,  
Arenas M, et  al. Estrogen receptors alpha and beta in the normal, hyper-
plastic and carcinomatous human prostate. J Endocrinol (2001) 168:447–54. 
doi:10.1677/joe.0.1680447 

36. Takizawa I, Lawrence MG, Balanathan P, Rebello R, Pearson HB, Garg E,  
et  al. Estrogen receptor alpha drives proliferation in PTEN-deficient 
prostate carcinoma by stimulating survival signaling, MYC expression 
and altering glucose sensitivity. Oncotarget (2015) 6:604–16. doi:10.18632/
oncotarget.2820 

37. Bardin A, Boulle N, Lazennec G, Vignon F, Pujol P. Loss of ERbeta expression 
as a common step in estrogen-dependent tumor progression. Endocr Relat 
Cancer (2004) 11:537–51. doi:10.1677/erc.1.00800 

38. Weihua Z, Lathe R, Warner M, Gustafsson JA. An endocrine pathway in the 
prostate, ERbeta, AR, 5alpha-androstane-3beta,17beta-diol, and CYP7B1, 
regulates prostate growth. Proc Natl Acad Sci U S A (2002) 99:13589–94. 
doi:10.1073/pnas.162477299 

39. Slusarz A, Jackson GA, Day JK, Shenouda NS, Bogener JL, Browning JD,  
et  al. Aggressive prostate cancer is prevented in ERαKO mice and 
stimulated in ERβKO TRAMP mice. Endocrinology (2012) 153:4160–70. 
doi:10.1210/en.2012-1030 

40. Gabal SM, Habib FM, Helmy DO, Ibrahim MF. Expression of estrogen 
receptor-B (ER-B) in benign and malignant prostatic epithelial cells and its 
correlation with the clinicopathological features. J Egypt Natl Canc Inst (2007) 
19:239–48. 

41. Bonkhoff H, Berges H. The evolving role of oestrogens and their receptors 
in the development and progression of prostate cancer. Eur Urol (2009) 
55:533–42. doi:10.1016/j.eururo.2008.10.035 

42. Cheng J, Lee EJ, Madison LD, Lazennec G. Expression of estrogen receptor 
beta in prostate carcinoma cells inhibits invasion and proliferation and 
triggers apoptosis. FEBS Lett (2004) 566:169–72. doi:10.1016/j.febslet. 
2004.04.025 

43. Corey E, Quinn JE, Emond MJ, Buhler KR, Brown LG, Vessella RL. 
Inhibition of androgen-independent growth of prostate cancer xenografts 
by 17beta-estradiol. Clin Cancer Res (2002) 8:1003–7. 

44. McPherson SJ, Hussain S, Balanathan P, Hedwards SL, Niranjan B, Grant M, 
et  al. Estrogen receptor-beta activated apoptosis in benign hyperplasia and 
cancer of the prostate is androgen independent and TNFalpha mediated.  
Proc Natl Acad Sci U S A (2010) 107:3123–8. doi:10.1073/pnas.0905524107 

45. Migliaccio A, Castoria G, Di Domenico M, De Falco A, Bilancio A, Lombardi M,  
et  al. Steroid-induced androgen receptor-oestradiol receptor beta-Src com-
plex triggers prostate cancer cell proliferation. EMBO J (2000) 19:5406–17. 
doi:10.1093/emboj/19.20.5406 

46. Migliaccio A, Varricchio L, De Falco A, Castoria G, Arra C, Yamaguchi H, 
et  al. Inhibition of the SH3 domain-mediated binding of Src to the andro-
gen receptor and its effect on tumor growth. Oncogene (2007) 26:6619–29. 
doi:10.1038/sj.onc.1210487 

47. Migliaccio A, Di Domenico M, Castoria G, Nanayakkara M, Lombardi M,  
de Falco A, et  al. Steroid receptor regulation of epidermal growth factor 
signaling through Src in breast and prostate cancer cells: steroid antagonist 
action. Cancer Res (2005) 65:10585–93. doi:10.1158/0008-5472.CAN- 
05-0912 

48. Shen MM, Abate-Shen C. Molecular genetics of prostate cancer: new pros-
pects for old challenges. Genes Dev (2010) 24:1967–2000. doi:10.1101/gad. 
1965810 

49. Lombardi AP, Pisolato R, Vicente CM, Lazari MF, Lucas TF, Porto CS. 
Estrogen receptor beta (ERβ) mediates expression of β-catenin and prolifera-
tion in prostate cancer cell line PC-3. Mol Cell Endocrinol (2016) 430:12–24. 
doi:10.1016/j.mce.2016.04.012 

50. Gehrig J, Kaulfuß S, Jarry H, Bremmer F, Stettner M, Burfeind P, et  al.  
Prospects of estrogen receptor β activation in the treatment of castra-
tion-resistant prostate cancer. Oncotarget (2017) 8:34971–9. doi:10.18632/
oncotarget.16496 

51. Irshad S, Abate-Shen C. Modeling prostate cancer in mice: something old, 
something new, something premalignant, something metastatic. Cancer 
Metastasis Rev (2013) 32:109–22. doi:10.1007/s10555-012-9409-1 

http://www.frontiersin.org/Oncology/
http://www.frontiersin.org
http://www.frontiersin.org/oncology/archive
https://doi.org/10.1093/emboj/18.22.6201
https://doi.org/10.1073/pnas.58.4.1711
https://doi.org/10.1073/pnas.58.4.1711
https://doi.org/10.1038/nrm.2016.122
https://doi.org/10.1210/me.2010-0027
https://doi.org/10.1096/fj.201601047R
https://doi.org/10.1016/j.jsbmb.2009.10.015
https://doi.org/10.1016/0140-
6736(92)90927-U
https://doi.org/10.1016/0140-
6736(92)90927-U
https://doi.org/10.1080/713604678
https://doi.org/10.1096/fj.07-9526com
https://doi.org/10.1038/srep33114
https://doi.org/10.1016/S0960-0760(03)00360-1
https://doi.org/10.1055/s-2004-823023
https://doi.org/10.1111/j.1365-2265.2012.04401.x
https://doi.org/10.2119/molmed.2014.00105
https://doi.org/10.2119/molmed.2014.00105
https://doi.org/10.1111/j.1349-7006.2007.00656.x
https://doi.org/10.1111/j.
1749-6632.2009.04115.x
https://doi.org/10.1111/j.
1749-6632.2009.04115.x
https://doi.org/10.4103/1008-682X.123664
https://doi.org/10.1038/nrurol.2011.67
https://doi.org/10.1073/pnas.111150898
https://doi.org/10.1038/onc.2013.384
https://doi.org/10.1016/S0002-9440(10)61676-8
https://doi.org/10.1016/S0002-9440(10)61676-8
https://doi.org/10.1677/joe.0.1680447
https://doi.org/10.18632/oncotarget.2820
https://doi.org/10.18632/oncotarget.2820
https://doi.org/10.1677/erc.1.00800
https://doi.org/10.1073/pnas.162477299
https://doi.org/10.1210/en.2012-1030
https://doi.org/10.1016/j.eururo.2008.10.035
https://doi.org/10.1016/j.febslet.
2004.04.025
https://doi.org/10.1016/j.febslet.
2004.04.025
https://doi.org/10.1073/pnas.0905524107
https://doi.org/10.1093/emboj/19.20.5406
https://doi.org/10.1038/sj.onc.1210487
https://doi.org/10.1158/0008-5472.CAN-
05-0912
https://doi.org/10.1158/0008-5472.CAN-
05-0912
https://doi.org/10.1101/gad.
1965810
https://doi.org/10.1101/gad.
1965810
https://doi.org/10.1016/j.mce.2016.04.012
https://doi.org/10.18632/oncotarget.16496
https://doi.org/10.18632/oncotarget.16496
https://doi.org/10.1007/s10555-012-9409-1


7

Di Zazzo et al. The Role of ER in PC

Frontiers in Oncology | www.frontiersin.org January 2018 | Volume 8 | Article 2

52. Bilancio A, Bontempo P, Di Donato M, Conte M, Giovannelli P, Altucci L, 
et al. Bisphenol a induces cell cycle arrest in primary and prostate cancer cells 
through EGFR/ERK/p53 signaling pathway activation. Oncotarget (2017) 
8:115620–31. doi:10.18632/oncotarget.23360 

53. Madak-Erdogan Z, Charn TH, Jiang Y, Liu ET, Katzenellenbogen JA, 
Katzenellenbogen BS. Integrative genomics of gene and metabolic regulation 
by estrogen receptors α and β, and their coregulators. Mol Syst Biol (2013) 
9:676. doi:10.1038/msb.2013.28 

54. Karamouzis MV, Papavassiliou KA, Adamopoulos C, Papavassiliou AG. 
Targeting androgen/estrogen receptors crosstalk in cancer. Trends Cancer 
(2016) 2:35–48. doi:10.1016/j.trecan.2015.12.001 

55. Watson PA, Arora VK, Sawyers CL. Emerging mechanisms of resistance 
to androgen receptor inhibitors in prostate cancer. Nat Rev Cancer (2015) 
15:701–11. doi:10.1038/nrc4016 

56. Dutertre M, Smith CL. Molecular mechanisms of selective estrogen receptor 
modulator (SERM) action. J Pharmacol Exp Ther (2000) 295:431–7. 

57. El Etreby MF, Liang Y, Lewis RW. Induction of apoptosis by mifepristone and 
tamoxifen in human LNCaP prostate cancer cells in culture. Prostate (2000) 
43:31–42. doi:10.1002/(SICI)1097-0045(20000401)43:1<31::AID-PROS5> 
3.0.CO;2-# 

58. Kim IY, Kim BC, Seong DH, Lee DK, Seo JM, Hong YJ. Raloxifene, a mixed 
estrogen agonist/antagonist, induces apoptosis in androgen-independent 
human prostate cancer cell lines. Cancer Res (2002) 62:5365–9. 

59. Kim IY, Seong DH, Kim BC, Lee DK, Remaley AT, Leach F, et al. Raloxifene, 
a selective estrogen receptor modulator, induces apoptosis in androgen- 
responsive human prostate cancer cell line LNCaP through an androgen- 
independent pathway. Cancer Res (2002) 62:3649–53. 

60. Kim HT, Kim BC, Kim IY, Mamura M, Seong DH, Jang JJ, et al. Raloxifene, 
a mixed estrogen agonist/antagonist, induces apoptosis through cleavage 
of BAD in TSU-PR1 human cancer cells. J Biol Chem (2002) 277:32510–5. 
doi:10.1074/jbc.M202852200 

61. Raghow S, Hooshdaran MZ, Katiyar S, Steiner MS. Toremifene prevents 
prostate cancer in the transgenic adenocarcinoma of mouse prostate model. 
Cancer Res (2002) 62:1370–6. 

62. Bergan RC, Reed E, Myers CE, Headlee D, Brawley O, Cho HK, et  al.  
A phase II study of high-dose tamoxifen in patients with hormone-refractory 
prostate cancer. Clin Cancer Res (1999) 5:2366–73. 

63. Stein S, Zoltick B, Peacock T, Holroyde C, Haller D, Armstead B, et  al. 
Phase II trial of toremifene in androgen-independent prostate cancer: 
a Penn cancer clinical trials group trial. Am J Clin Oncol (2001) 24:283–5. 
doi:10.1097/00000421-200106000-00015 

64. Price D, Stein B, Sieber P, Tutrone R, Bailen J, Goluboff E, et al. Toremifene 
for the prevention of prostate cancer in men with high grade prostatic 
intraepithelial neoplasia: results of a double-blind, placebo controlled, 
phase IIB clinical trial. J Urol (2006) 176:965–70. doi:10.1016/j.juro. 
2006.04.011 

65. Fujimura T, Takahashi S, Kume H, Urano T, Takayama K, Yamada Y, et al. 
Toremifene, a selective estrogen receptor modulator, significantly improved 
biochemical recurrence in bone metastatic prostate cancer: a randomized 
controlled phase II a trial. BMC Cancer (2015) 15:836. doi:10.1186/
s12885-015-1871-z 

66. Rossi V, Bellastella G, De Rosa C, Abbondanza C, Visconti D, Maione L,  
et al. Raloxifene induces cell death and inhibits proliferation through mul-
tiple signaling pathways in prostate cancer cells expressing different levels 
of estrogen receptor α and ß. J Cell Physiol (2011) 226:1334–9. doi:10.1002/
jcp.22461 

67. Shazer RL, Jain A, Galkin AV, Cinman N, Nguyen KN, Natale RB, et  al.  
Raloxifene, an oestrogen-receptor-beta-targeted therapy, inhibits androgen- 
independent prostate cancer growth: results from preclinical studies 
and a pilot phase II clinical trial. BJU Int (2006) 97:691–7. doi:10.1111/j. 
1464-410X.2006.05974.x 

68. Leung YK, Gao Y, Lau KM, Zhang X, Ho SM. ICI 182,780-regulated gene 
expression in DU145 prostate cancer cells is mediated by estrogen receptor-β/
NFκB crosstalk. Neoplasia (2006) 8:242–9. doi:10.1593/neo.05853 

69. Geraghty RJ, Capes-Davis A, Davis JM, Downward J, Freshney RI, Knezevic I,  
et al. Guidelines for the use of cell lines in biomedical research. Br J Cancer 
(2014) 111:1021–46. doi:10.1038/bjc.2014.166 

70. Di Donato M, Giovannelli P, Cernera G, Di Santi A, Marino I, Bilancio A,  
et al. Non-genomic androgen action regulates proliferative/migratory signaling 
in stromal cells. Front Endocrinol (2015) 5:225. doi:10.3389/fendo.2014.00225 

71. Freed-Pastor WA, Mizuno H, Zhao X, Langerød A, Moon SH, Rodriguez-
Barrueco R, et al. Mutant p53 disrupts mammary tissue architecture via the 
mevalonate pathway. Cell (2012) 148:244–58. doi:10.1016/j.cell.2011.12.017 

72. Byrne AT, Alférez DG, Amant F, Annibali D, Arribas J, Biankin AV, et  al. 
Interrogating open issues in cancer precision medicine with patient-derived 
xenografts. Nat Rev Cancer (2017) 17:254–68. doi:10.1038/nrc.2016.140 

73. Wu WF, Maneix L, Insunza J, Nalvarte I, Antonson P, Kere J, et  al.  
Estrogen receptor β, a regulator of androgen receptor signaling in the mouse 
ventral prostate. Proc Natl Acad Sci U S A (2017) 114:E3816–22. doi:10.1073/
pnas.1702211114 

74. Paterni I, Granchi C, Katzenellenbogen JA, Minutolo F. Estrogen receptors 
alpha (ERα) and beta (ERβ): subtype-selective ligands and clinical poten-
tial. Steroids (2014) 90:13–29. doi:10.1016/j.steroids.2014.06.012 

75. Varricchio L, Migliaccio A, Castoria G, Yamaguchi H, de Falco A, Di 
Domenico M, et al. Inhibition of estradiol receptor/Src association and cell 
growth by an estradiol receptor alpha tyrosine-phosphorylated peptide. Mol 
Cancer Res (2007) 5:1213–21. doi:10.1158/1541-7786.MCR-07-0150 

76. Johnson AB, O’Malley BW. Steroid receptor coactivators 1, 2, and 3: critical 
regulators of nuclear receptor activity and steroidreceptor modulator (SRM)-
based cancer therapy. Mol Cell Endocrinol (2012) 348:430–9. doi:10.1016/j.
mce.2011.04.021 

77. Lee E, Madar A, David G, Garabedian MJ, Dasgupta R, Logan SK.  
Inhibition of androgen receptor and β-catenin activity in prostate cancer. Proc 
Natl Acad Sci U S A (2013) 110:15710–5. doi:10.1073/pnas.1218168110 

78. Castoria G, Giovannelli P, Di Donato M, Ciociola A, Hayashi R, Bernal F,  
et  al. Role of non-genomic androgen signalling in suppressing prolifer-
ation of fibroblasts and fibrosarcoma cells. Cell Death Dis (2014) 5:e1548. 
doi:10.1038/cddis.2014.497 

79. Di Donato M, Bilancio A, D’Amato L, Claudiani P, Oliviero MA, Barone MV, 
et  al. Cross-talk between androgen receptor/filamin A and TrkA regulates 
neurite outgrowth in PC12 cells. Mol Biol Cell (2015) 26:2858–72. doi:10.1091/
mbc.E14-09-1352 

80. Di Donato M, Cernera G, Auricchio F, Migliaccio A, Castoria G. Cross-talk 
between androgen receptor and nerve growth factor receptor in prostate 
cancer cells: implications for a new therapeutic approach. Cell Death 
Discovery (2017). doi:10.1038/s41420-017-0024-3

81. Biron E, Bédard F. Recent progress in the development of protein-protein 
interaction inhibitors targeting androgen receptor-coactivator binding in 
prostate cancer. J Steroid Biochem Mol Biol (2016) 161:36–44. doi:10.1016/j.
jsbmb.2015.07.006 

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

Copyright © 2018 Di Zazzo, Galasso, Giovannelli, Di Donato and Castoria. 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.

http://www.frontiersin.org/Oncology/
http://www.frontiersin.org
http://www.frontiersin.org/oncology/archive
https://doi.org/10.18632/oncotarget.23360
https://doi.org/10.1038/msb.2013.28
https://doi.org/10.1016/j.trecan.2015.12.001
https://doi.org/10.1038/nrc4016
https://doi.org/10.1002/(SICI)1097-0045(20000401)43:1 < 31::AID-PROS5 > 
3.0.CO;2-#
https://doi.org/10.1002/(SICI)1097-0045(20000401)43:1 < 31::AID-PROS5 > 
3.0.CO;2-#
https://doi.org/10.1074/jbc.M202852200
https://doi.org/10.1097/00000421-200106000-00015
https://doi.org/10.1016/j.juro.
2006.04.011
https://doi.org/10.1016/j.juro.
2006.04.011
https://doi.org/10.1186/s12885-015-1871-z
https://doi.org/10.1186/s12885-015-1871-z
https://doi.org/10.1002/jcp.22461
https://doi.org/10.1002/jcp.22461
https://doi.org/10.1111/j.
1464-410X.2006.05974.x
https://doi.org/10.1111/j.
1464-410X.2006.05974.x
https://doi.org/10.1593/neo.05853
https://doi.org/10.1038/bjc.2014.166
https://doi.org/10.3389/fendo.2014.00225
https://doi.org/10.1016/j.cell.2011.12.017
https://doi.org/10.1038/nrc.2016.140
https://doi.org/10.1073/pnas.1702211114
https://doi.org/10.1073/pnas.1702211114
https://doi.org/10.1016/j.steroids.2014.06.012
https://doi.org/10.1158/1541-7786.MCR-07-0150
https://doi.org/10.1016/j.mce.2011.04.021
https://doi.org/10.1016/j.mce.2011.04.021
https://doi.org/10.1073/pnas.1218168110
https://doi.org/10.1038/cddis.2014.497
https://doi.org/10.1091/mbc.E14-09-1352
https://doi.org/10.1091/mbc.E14-09-1352
https://doi.org/10.1038/s41420-017-0024-3
https://doi.org/10.1016/j.jsbmb.2015.07.006
https://doi.org/10.1016/j.jsbmb.2015.07.006
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Estrogens and Their Receptors in Prostate Cancer: Therapeutic Implications
	Introduction
	Estrogen Receptors: Structure and Function
	Estrogens in Prostate Carcinogenesis
	ERs in PC
	Targeting ERs in PC: Therapeutic Approaches
	Concluding Remarks
	Author Contributions
	Funding
	References


