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A B S T R A C T

Due to an increased understanding of molecular biology and the genomics of cancer, new and potent agents have
been approved by the Food and Drug Administration (FDA) to fight this disease. However, all of these drugs
cause severe side effects and resistance inevitably develops, re-activating tumor growth and dissemination. For
this reason, patients turn to natural compounds as alternative or complementary treatment options, since it has
been found that natural plant products may block, inhibit, or reverse cancer development. The present review
focusses on the role of the natural compound sulforaphane (SFN) as an anti-tumor agent in urologic cancer. SFN
is a natural compound found in cruciferous vegetables from the Brassicaceae family such as broccoli, cauliflower
and cabbage. Several epidemiologic and clinical studies have documented chemopreventive properties of SFN,
making it an interesting candidate for additive cancer treatment. SFN shows remarkable anti-tumor effects in
vitro and in vivo without exerting toxicity. The review summarizes the current understanding of SFN and
provides insights into its molecular mode of action with particular emphasis on epigenetic tumor control.

1. Introduction

Treatment of advanced cancer is based on a variety of strategies
including hormonal therapy, targeted therapy, radio-, immuno- and/or
chemotherapy. Unfortunately, none of these approaches are likely to
cure cancer once tumor cells have spread to distant organs and tissues.
Rather, drug resistance inevitably develops, resulting in tumor re-acti-
vation. Besides limited therapeutic success, conventional cancer treat-
ments are accompanied by severe side effects, further limiting their
benefit.

Dissatisfaction with the efficacy of anti-tumor drugs and the strong
side effects caused by conventional treatment have driven many cancer
patients to seek “alternative” or “complementary” (CAM) care options.
Their predominant objectives include boosting the immune system,
actively contributing to tumor therapy, and lowering the risk of cancer
relapse [1,2].

The prevalence of CAM use among cancer patients ranges between
30% to almost 90%, depending on the country and culture, level of
education, tumor type and stage (among others) [3–5]. Patient-oriented
questionnaires for oncological patients have revealed that the oral use
of natural herbs is one of the most commonly applied CAM methods.

However, although epidemiologic and clinical studies have docu-
mented chemopreventive properties of particular herbal agents [1,6,7],
information on their efficacy to reverse, suppress, or prevent cancer is
still limited.

This review focusses on the use of the herbal compound, sulfor-
aphane (SFN), in the treatment of urological cancers. SFN is known to
act on the epigenetic regulation of gene expression by suppressing
histone deacetylases (HDACs). This feature is highly clinically relevant,
since 90% of all cancers can be attributed to epigenetic modifications
[8]. Indeed, there is no doubt that the expression of HDACs is con-
siderably increased in hematological and solid malignancies and cor-
relates with a poor prognosis [9]. Eighteen HDACs have been identified
in humans and divided into four classes, whereby the kind of alteration
of a particular HDAC subtype partially depends on the tumor entity
[10]. In general, class I HDACs (HDAC 1–3, HDAC 8) serve as potent
trigger factors for cell growth, proliferation, differentiation and apop-
tosis, while class II HDACs (HDAC 4–7, HDAC 9–10) (class II HDACs
may also be subdivided into class IIa (HDAC 4, 5, 7, 9) and class IIb
(HDAC 6, 10)) are involved in tumor angiogenesis [11]. Overexpression
of class III HDACs (sirtuins 1–7) has been shown to promote migration,
growth and metastasis [11]. The role of the class IV HDAC 11 in
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tumorigenesis has not been finally evaluated, however, recent data
point to the function as a cell cycle and DNA damage regulator [12]. In
addition, HDAC 6 in association with HDAC 11 has also been suggested
to modulate the expression of IL-10 as a transcriptional activator [13].

Due to the fundamental significance of HDAC for cellular de-dif-
ferentiation processes, HDAC-inhibition has been proposed as a strategy
to re-balance transcription of those genes dysregulated in cancer. Four
US Food and Drug Administration (FDA) approved HDAC inhibitors are
currently in clinical use, the pan-HDAC inhibitors Vorinostat,
Belinostat, and Panobinostat, along with the class I HDAC inhibitor
Romidepsin, for the treatment of T-cell lymphoma or multiple myeloma
[14,15]. Yet, all of these agents typically are associated with severe
negative side effects and resistance develops, thus limiting their use. It
is, therefore, not surprising that the interest in phytochemicals with
HDAC-inhibitory properties has been revived in the hope that particular
natural agents may substantially improve the current therapeutic pro-
tocol with no or minimal toxicity.

When considering natural HDAC inhibitors, it must be emphasized
that lifestyle factors are closely associated with a loss of “normal”
epigenetic cell control, a switch to pathologically altered gene tran-
scription and neoplastic development. Nearly one third of all cancers
can be traced back to inadequate nutrition [16–18]. Vice versa, a diet
rich in ingredients derived from fruits, vegetables, spices or cereals may
prevent cancer to the same degree [19]. Supporting this notion, a
multicenter prospective study (EPIC) carried out in 23 centers in 10
European countries has pointed to a significant association between
dietary factors and cancer [20]. Kanherkar et al. postulated that tar-
geting the epigenetic machinery by adequate phytochemicals might be
one innovative strategy to revolutionize personalized medicine [21].
Therefore, the possibility that SFN as a natural HDAC inhibitor might
prevent, delay, or reverse epigenetic alterations in cancer simply via
consumption of a specific diet is unquestionably attractive.

In fact, high consumption of cruciferous vegetables from the
Brassicaceae family such as broccoli, cauliflower and cabbage (species:
Brassica oleracea) has been associated with beneficial effects in in-
hibiting cancer development. All of these vegetables are rich in gluco-
sinolates, the precursors of sulforaphane, which are chemically com-
posed of stable N-hydroxysulfates with a sulfur-linked β-d-
glucopyranose moiety and a variable amino acid-derived side chain
(Fig. 1) The glucosinolates themselves do not represent the bioactive
compounds. Rather, the breakdown products of glucosinolates after
enzymatic hydrolysis by myrosinase are the relevant substances ex-
erting chemopreventive properties.

In the intact plant, glucosinolates and myrosinase are spatially se-
parated, whereby myrosinase is located in myrosin cells and glucosi-
nolates are stored in vacuoles [22,23]. Upon physical damage of the
plant, e.g. during food preparation or chewing, these two compounds
come in contact and myrosinase (serving as a thioglucohydrolase) in-
duces the hydrolysis of the glucosinolates, leading to an unstable
aglucon intermediate. Depending on the specific parent glucosinolate
and the reaction conditions (pH-value, presence of ferrous ions and
activity of the epithiospecifier protein (ESP)), the intermediate is con-
verted into stable isothiocyanates or nitriles. Glucoraphanin, the pri-
mary glucosinolate in broccoli [24], is then broken down to SFN (1-
isothiocyanato-4-(methylsulfinyl)butane), SFN nitril, (4-(methylsul-
fonyl) butyl and isothiocyanate-(4 R)-(methylsulfonyl) butane (Fig. 1)
[25]. Besides the plant's myrosinase driven metabolization process,
human enteric microflora may also convert ingested glucosinolates with
their own myrosinase during gastrointestinal passage [26].

2. Epidemiologic and clinical studies

Epidemiologic studies point to chemopreventive effects of SFN in-
duced by the consumption of cruciferous vegetables. A prospective
study involving 47,909 men demonstrated an inverse association be-
tween total broccoli or cabbage intake and bladder cancer risk [27].
This finding has recently been corroborated in case-control studies
[28,29].

Clinical trials have only been performed on prostate cancer patients.
In a double-blind, randomized, placebo-controlled multicenter trial
including 78 patients with increasing PSA level after radical prosta-
tectomy, daily oral administration of 60mg of SFN for 6 months fol-
lowed by 2 months without treatment led to a reduced PSA doubling
time, and the PSA increase was significantly lower in the SFN- than in
the placebo group [30]. Compliance and tolerance were good, and no
dose-limiting toxicity was observed. A phase II clinical trial of prostate
cancer patients with biochemical recurrence after radical prosta-
tectomy, who received a daily oral SFN administration of 200 μmol/
day, revealed a significant lengthening of the on-treatment PSA dou-
bling time, compared to pre-treatment [31]. Adverse side effects were
not detected. Finally, global gene expression analyses of men with high-
grade prostate intra-epithelial neoplasia before, during, and after a 12
month broccoli-rich diet (400 g/week) demonstrated complex changes
of signaling pathways associated with inflammation and carcinogenesis
[32].

The effective SFN concentration necessary to exert chemopreventive

Fig. 1. Top: General structure of sulfur-containing glucosinolates and their breakdown products after hydrolysis by myrosinase or gut microflora.
ESP= epithiospecifier protein. Bottom: Conversion of glucoraphanin to sulforaphane.
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effects has not yet been determined in clinical trials. However, con-
sumption of at least one serving of raw broccoli per month (average
intake 3.9 servings/month) reduced disease-specific and overall mor-
tality of bladder cancer patients [33]. Cipolla et al. in treating prostate
cancer patients with SFN, employed an oral dose of 60mg/day but
provided no further details about SFN metabolism or bioavailability
[30]. The urine concentration of dithiocarbamates, a group of SFN
metabolites, has been evaluated in clinical trials with healthy volun-
teers to be about 20 μM after consuming 50 g/day [34] or 70 g/day
broccoli sprouts [35]. This accords with a concentration shown to be
effective in preclinical studies.

3. HDAC interaction

The interaction of SFN with HDAC has been shown both clinically
and preclinically. In human subjects, a single dose of 68 g broccoli
sprouts significantly inhibited HDAC activity in peripheral blood
mononuclear cells 3 and 6 h following consumption. Based on an in
vivo prostate cancer xenograft model, the daily consumption of
7.5 μmol SFN per animal for 21 days evoked a significant decrease in
HDAC activity in the xenografts, as well as in the prostates and
mononuclear blood cells, along with an increase of acetylated histones
H3 and H4. Both HDAC suppression and increased histone acetylation
correlated well with tumor growth blockage [36].

The same effect was seen in mice bearing colon cancer cells, fed
with 10 μmol SFN/animal. The authors concluded that inhibition of
HDAC activity was coupled to an increase of acetylated histones H3 and
that H4 might contribute to the cancer chemoprotective and ther-
apeutic effects of SFN [37].

Interestingly, SFN may act differently on tumor than on normal
cells. Comparative analysis of SFN's action in normal, benign hyper-
plasia and cancerous prostate epithelial cells revealed a selective cell
cycle arrest and apoptosis in the benign hyperplastic and cancer but not
the normal cells. Several class I and II HDAC proteins decreased in
LNCaP and PC3 prostate cancer cells (HDAC 3, HDAC 4, HDAC 6, HDAC
8), whereas SFN caused only a transient reduction of HDAC activity in
the normal cells. In particular, HDAC 6 seemed to play the central role
in controlling the mitotic cell cycle arrest [38]. In another prostate
cancer in vitro model, employing TRAMP C1 cells, HDAC 1, HDAC 4,
HDAC 5, and HDAC 7 were significantly decreased and acetylation of
histone H3 was increased by SFN [39]. HDAC6 was not evaluated in
this investigation. Therefore, whether HDAC 6 inhibition represents a
specific mechanism of SFN in prostate cancer is not yet clear.

Individual HDACs inhibited by SFN in bladder cancer cells included
HDAC 1, HDAC 2, HDAC 4, and HDAC 6 (acetylation status of histones
H3 or H4 remained unaltered) [40]. In human colon cancer cells HDAC
1, HDAC 2, HDAC 3, and HDAC 8, but not HDAC 6, were potently
targeted by SFN [41]. Spurling and coworkers assumed that HDAC 3
might be the central ligand for SFN in this tumor entity [42].

Nonetheless, although the chemopreventive role of SFN is asso-
ciated with its HDAC inhibitor activity, the effect of SFN on chromatin
composition and dynamic folding is poorly understood. Based on
computer modeling, it has been speculated that metabolic conversion of
SFN to SFN-cysteine via the mercapturic acid pathway might generate
the HDAC inhibitor properties, since the cysteine moiety occupied most
of the HDAC active site [43]. Recently, an SFN-induced decrease in
gene expression in prostate cancer cells has been shown to correlate not
only with changes in chromatin structure but also with alterations in
chromatin composition. Acetylation of histone H3 lysine 18 was asso-
ciated with repression of the human telomerase reverse transcriptase
(hTERT) promoter region. Additionally, the chromatin compactor,
MeCP2, was enriched over regions of the hTERT promoter, with in-
creased nucleosome density [44].

4. Molecular mechanism

The chemopreventive properties of SFN are multifaceted. SFN
blocks tumor cell proliferation and induces apoptosis by altering tran-
scription of apoptotic and cell cycle regulating genes in several prostate,
renal and bladder cancer cells in vitro and in vivo [45,46].

Experiments on prostate cancer cells revealed an up-regulation of
the cyclin-dependent kinase (cdk) inhibitor p21 under SFN [38], pre-
sumably triggered by phosphorylation of the checkpoint kinase Chk2
[47]. Besides p21, the anti-mitogenic protein p27 has been identified to
be a pivotal target of SFN in bladder cancer [48]. Cell cycle arrest also
correlated with reduction in protein levels of cyclin D1, cyclin E, cdk1,
cdk4, and cdk6, and down-regulation of the mitosis inducer Cdc25C
(evidenced in prostate cancer cells). The SFN-caused effects were clo-
sely associated with an increased Ser(10) phosphorylation of histone H3
[47]. Still, entity specific differences should be considered. In fact,
studies on renal cancer cells have recently presented evidence that the
cdk1-cyclin B and cdk2-cyclin A axis may become up-regulated by SFN
[46], and experiments on bladder cancer cells reveal either no changes
of cyclin D [48] or diminished expression following SFN treatment
[49].

SFN-induced apoptosis has been associated with up-regulation of
Bax, down-regulation of Bcl-2 and activation of caspases 3, 9 and 8,
along with cleavage of procaspase 3 and poly(ADP-ribose)polymerase
(PARP) [50]. Choi et al. has pointed to a marked decrease in the levels
of inhibitor of apoptosis (IAP) family proteins (cIAP1, cIAP2 and XIAP),
which was accompanied by inhibition of nuclear translocation of p65-
nuclear factor kappaB (NFkappaB) [51]. Animal studies point to a re-
duced appearance of tumors, including karyopyknosis and angiogen-
esis, induced by SFN via induction of caspase 3 and down-regulation of
survivin, a member of the IAP family [52]. Notably, dietary adminis-
tration to rats of a freeze-dried aqueous extract of broccoli sprouts
significantly inhibited bladder cancer development and progression,
which has been associated with induction of glutathione S-transferase
and NAD(P)H:quinone oxidoreductase 1 in the bladder, enzymes that
are important protectants against oxidants and carcinogens [53].

Attention has also been paid to SFN triggered up-regulation of
tumor necrosis factor-related apoptosis-inducing ligand (TRAIL),
TRAIL-R1/DR4, TRAIL-R2/DR5, with subsequent blockade of PI3K/
AKT and MEK/ERK pathways [54]. Of these targets, the Akt down-
stream target “mechanistic target of rapamycin” (mTOR) considerably
contributes to cell growth control observed under SFN in prostate [55],
kidney [46,56] and bladder cancer cells [49].

Transcriptome analysis has identified the transcription factors Sp1
and Sp3 as important mediators of the SFN effect on growth and
apoptosis in prostate cancer cells. Suppression of Sp1 by SFN, and to a
lesser extent of Sp3, decreased prostate cancer cell proliferation and
increased the expression of the apoptosis related genes Bid, Smac/
Diablo, and ICAD. Sp1/Sp3 is also involved in regulating survivin, p21
and cdk (e.g. cdk4 and cdk6). Cross-communication between Sp1/Sp3
and hTERT and NFkappaB has been documented as well [57]. Deacti-
vating NFkappaB by SFN may also result in the reduced production of
immune and inflammatory mediators, as has been demonstrated on
murine monocytic and human embryonic kidney cells [58]. However,
no further reports are available dealing with this issue. Therefore,
whether suppression of the immune response by SFN may inhibit car-
cinogenesis and/or tumor progression cannot be satisfactorily answered
[59]. It cannot be excluded that deactivating cytokines such as IL1β, IL-
6, and TNFα may provoke a transition from inflammation to cancerous
growth [23].

Advanced cancers are characterized by enhanced cell migration and
mobility. It is, therefore, intriguing that SFN interferes with the tumor
cell invasion cascade by down-regulating matrix metalloproteinases
(MMP), particularly MMP-1, MMP-2, MMP-7, and MMP-9 [54]. Sup-
pression of the focal adhesion kinase (FAK)/ERK and FAK/Akt signaling
pathways has been suggested to precede the step initiating MMP
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deactivation [60]. Aside from being relevant for tumor cell invasion
and metastasis, MMPs serve as crucial mediators for angiogenesis. Bertl
and colleagues reported that SFN reduced the angiogenic growth of
endothelial cells due to the inhibition of MMP-9 in coordination with
suppression of the key angiogenesis parameter, vascular endothelial
growth factor (VEGF) [61]. Furthermore, other metastasis relevant
molecules targeted by SFN have been identified, including the epi-
dermal growth factor receptor (EGFR) [62], the C-X-C motif chemokine
receptor 4 (CXCR4 receptor) [63,64], and the receptor CD44v6 [65], all
of which are diminished in presence of SFN. Recent experiments on
renal cancer cell lines have presented evidence of a close association
between SFN-triggered suppression of the integrin subtypes α5, α6, and
β4 and loss of chemotactic tumor cell movement [46].

In recent years, it has been acknowledged that microRNAs
(miRNAs) are involved in the regulation of gene expression at the
epigenetic level, thereby playing an important role in several steps of
cancer cell development and progression. Among the epigenetic
players, HDACs function as the key regulators of miRNA expression.
Correlative studies on RCC patients treated with the HDAC inhibitor
Vorinostat have shown that modulation of specific miRNAs is asso-
ciated with clinical benefit [66]. Concordantly, epigenetic manipula-
tion of miRNA-320a suppressed androgen receptor activity and growth
of prostate cancer cells [67]. The influence of SFN on miRNAs in ur-
ologic tumor entities has not been evaluated yet. However, kinetic
validation of HDAC inhibitors derived from plant material demon-
strated a close correlation between post-transcriptional modification,
up-regulating of miRNAs involved in tumor suppression and anti-mi-
totic effects in cervix carcinoma cells [68]. SFN itself down-regulated
miRNA-21 in colon cancer cells, leading to hTERT deactivation and
apoptosis induction [69]. SFN-induced repression of miRNAs, which
function as tumor oncogenes, has also been observed. This includes the
pro-apoptotic miRNA-15a-5p/16-1-5p cluster (evaluated in mantle cell
lymphoma cells [70]) and miRNA-29 (related to breast ductal carci-
noma cells [71]).

5. Bioavailability of SFN

Although SFN per se exerts distinct anti-cancer effects, its

application is restricted because of low water solubility and poor oral
bioavailability. Delivery systems such as emulsions, nanoemulsions,
liposomes, biopolymer nanoparticles, and microgels might help to
overcome these problems [72]. Various nano-particulate delivery sys-
tems have been used to increase the absorption of natural products,
including a rotary-evaporated film-ultrasonication method, nanoe-
mulsification with isopropyl myristate/glycerin, and liposomal in-
corporation. Natural compounds manufactured with nanoparticulate
delivery systems have demonstrated improved bioavailability and op-
timization of its anti-inflammatory, anti-angiogenic, and anticancer
effects [73].

PEGylated gold coated Fe3O4 magnetic nanoparticles (PEGylated
Fe3O4@Au NPs) have recently been used to endorse SFN maintenance
as an effective and promising anti-tumor treatment. SFN loaded
PEGylated Fe3O4@Au NPs not only induced apoptosis and necrosis but
also inhibited migration of human breast adenocarcinoma cells to a
stronger extent than did free SFN [74]. Encapsulating SFN within
monomethoxypoly (ethylene glycol)-poly (ɛ-caprolactone) (mPEG-PCL)
resulted in SFN-loaded mPEG-PCL (SFN/mPEG-PCL) micelles that ex-
hibit a sustained release of SFN from the micelles) and induction of
apoptosis in a breast cancer cell model [75]. SFN-encapsulated micro-
spheres for cancer epigenetic therapy have also been developed and
exhibit efficacy in delivery with the potential to enhance the ther-
apeutic effect of SFN in melanoma tumor-bearing mice [76].

Shi and coworkers have created tetrazole analogues by replacing the
methyl group with heterocyclic moieties, or replacing the sulfoxide
group with sulfide or sulfone [77]. All of these analogues were sig-
nificantly more potent than the SFN mother compound in terms of
caspase-3 activation and reduced growth of the ALDH + subpopulation
of breast cancer stem cells.

6. Conclusions and open questions

There is no doubt that a diet rich in cruciferous vegetables may
exert chemopreventive properties. Based on a variety of models and
systems, SFN has been demonstrated to block tumor development and
progression by suppressing relevant signaling networks (Fig. 2).
Though SFN is meanwhile available as a purified compound, it has not

Fig. 2. Simplified depiction of the proposed mechanisms of SFN on tumor development and progression.

E. Juengel et al. Cancer Letters 435 (2018) 121–126

124



been approved for treating cancer.
The limited bioavailabilty remains a hurdle, necessitating further

investigation. The development of genetically altered plants with sig-
nificantly higher amounts of glucoraphanin might be a suitable strategy
to overcome this problem. Optimization of the plant preparation is a
further challenge. Nano-encapsulation and the synthesis of potent SFN
analogues may also circumvent the low bioavailability of SFN.
Identifying novel biomarkers of SFN might be helpful in allowing an
accurate measurement of intake. Nevertheless, we should be aware that
bioavailability and pharmacokinetics of SFN also depend on further
factors such as myrosinase activity and gastrointestinal microbiota
composition [78].

Studies have evaluated differences in the microbiome between high-
risk and low-risk populations, or between healthy individuals and pa-
tients with latent or metastatic disease [79]. Although SFN targets
multiple signal transduction pathways, the question arises whether this
compound exerts different activities in healthy and diseased individuals
and in patients suffering from early versus late stage cancer. Indeed, not
all patients may respond similarly to SFN, particularly when the tumor
is considerably advanced. Presumably, SFN's mode of action may (at
least partially) depend on the cellular differentiation status. Normal,
healthy cells could be protected from undesired epigenetic alterations,
whereas pathologically altered cancer cells might be re-directed to their
initial physiologic state or driven to apoptosis. Further studies, there-
fore, are necessary to identify how SFN targets healthy and pathological
cells.

The optimum dosage of SFN has not been defined. Although several
investigations point to a regimen with maximum tolerated SFN-doses,
lower concentrations may work equally well or even be more effective
in particular cases.

Presently, patient related data has been restricted to prostate and
bladder cancer. Future studies should include further, genetically het-
erogeneous cancer types to explore whether the antitumor potential of
SFN is generalizable or rather depends on the tumor entity. Clinical
trials should also consider the potential of SFN as an anti-cancer com-
pound integrated within existing treatment strategies.

Funding

This work was supported by the “Brigitta und Norbert Muth
Stiftung”.

Conflicts of interest

The authors declare that there is no conflict of interest.

References

[1] PDQ Integrative, Alternative, and Complementary Therapies Editorial Board,
Prostate cancer, Nutr. Diet. Suppl. (2012) (PDQ®): Integrative, alternative, and
complementary therapies - Health Professional Information [NCI].

[2] C. Loquai, D. Dechent, M. Garzarolli, M. Kaatz, K.C. Kaehler, P. Kurschat, F. Meiss,
O. Micke, R. Muecke, K. Muenstedt, A. Stein, D. Nashan, C. Stoll, I. Schmidtmann,
J. Huebner, Use of complementary and alternative medicine: a multicenter cross-
sectional study in 1089 melanoma patients, Eur. J. Canc. 71 (2016) 70–79.

[3] A. Jang, D.H. Kang, D.U. Kim, Complementary and alternative medicine use and its
association with emotional status and quality of life in patients with a solid tumor: a
cross-sectional study, J. Alternative Compl. Med. 23 (2017) 362–369.

[4] M. Hierl, J. Pfirstinger, R. Andreesen, E. Holler, S. Mayer, D. Wolff, M. Vogelhuber,
Complementary and alternative medicine: a clinical study in 1,016 hematology/
oncology patients, Oncology 93 (2017) 157–163.

[5] N.M. Mohd Mujar, M. Dahlui, N.A. Emran, I. Abdul Hadi, Y.Y. Wai,
S. Arulanantham, C.C. Hooi, N.A. Mohd Taib, Complementary and alternative
medicine (CAM) use and delays in presentation and diagnosis of breast cancer
patients in public hospitals in Malaysia, PLoS One 12 (2017) e0176394.

[6] Z. Yang, X. Liao, Y. Lu, Q. Xu, B. Tang, X. Chen, Y. Yu, Add-on therapy with tra-
ditional Chinese medicine improves outcomes and reduces adverse events in he-
patocellular carcinoma: a meta-analysis of randomized controlled trials, Evid. base
Compl. Alternative Med. ECAM 2017 (2017) 3428253.

[7] R. Di Francia, L. Rinaldi, M. Cillo, E. Varriale, G. Facchini, C. D'Aniello, G. Marotta,
M. Berretta, Antioxidant diet and genotyping as tools for the prevention of liver

disease, Eur. Rev. Med. Pharmacol. Sci. 20 (2017) 5155–5163.
[8] B.B. Aggarwal, R.V. Vijayalekshmi, B. Sung, Targeting inflammatory pathways for

prevention and therapy of cancer: short-term friend, long-term foe, Clin. Canc. Res.
15 (2009) 425–430.

[9] K.C. Lakshmaiah, L.A. Jacob, S. Aparna, D. Lokanatha, S.C. Saldanha, Epigenetic
therapy of cancer with histone deacetylase inhibitors, J. Canc. Res. Therapeut. 10
(2014) 469–478.

[10] R. Benedetti, M. Conte, L. Altucci, Targeting histone deacetylases in diseases: where
are we? Antioxidants Redox Signal. 23 (2014) 99–126.

[11] H. Losson, M. Schnekenburger, M. Dicato, M. Diederich, Natural compound histone
deacetylase inhibitors (HDACi): synergy with inflammatory signaling pathway
modulators and clinical applications in cancer, Molecules 21 (2016).

[12] E.M. Lozada, Z. Andrysik, M. Yin, N. Redilla, K. Rice, P.J. Stambrook, Acetylation
and deacetylation of Cdc25A constitutes a novel mechanism for modulating Cdc25A
functions with implications for cancer, OncoTargets 7 (2016) 20425–20439.

[13] F. Cheng, M. Lienlaf, P. Perez-Villarroel, H.W. Wang, C. Lee, K. Woan, D. Woods,
T. Knox, J. Bergman, J. Pinilla-Ibarz, A. Kozikowski, E. Seto, E.M. Sotomayor,
A. Villagra, Divergent roles of histone deacetylase 6 (HDAC6) and histone deace-
tylase 11 (HDAC11) on the transcriptional regulation of IL10 in antigen presenting
cells, Mol. Immunol. 60 (2014) 44–53.

[14] N. Ma, Y. Luo, Y. Wang, C. Liao, W.C. Ye, S. Jiang, Selective histone deacetylase
inhibitors with anticancer activity, Curr. Top. Med. Chem. 16 (2016) 415–426.

[15] T. Eckschlager, J. Plch, M. Stiborova, J. Hrabeta, Histone deacetylase inhibitors as
anticancer drugs, Int. J. Mol. Sci. 18 (2017).

[16] S.A. Bassett, M.P. Barnett, The role of dietary histone deacetylases (HDACs) in-
hibitors in health and disease, Nutrients 6 (2014) 4273–4301.

[17] P. Anand, A.B. Kunnumakkara, C. Sundaram, K.B. Harikumar, S.T. Tharakan,
O.S. Lai, B. Sung, B.B. Aggarwal, Cancer is a preventable disease that requires major
lifestyle changes, Pharm. Res. (N. Y.) 25 (2008) 2097–2116.

[18] Z. Abid, A.J. Cross, R. Sinha, Meat, dairy, and cancer, Am. J. Clin. Nutr. 100 (Suppl
1) (2014) 386s–393s.

[19] M.K. Pandey, S.C. Gupta, A. Nabavizadeh, B.B. Aggarwal, Regulation of cell sig-
naling pathways by dietary agents for cancer prevention and treatment, Semin.
Canc. Biol. 46 (2017) 158–181.

[20] C.A. Gonzalez, E. Riboli, Diet and cancer prevention: contributions from the eur-
opean prospective investigation into cancer and nutrition (EPIC) study, Eur. J.
Canc. 46 (2010) 2555–2562.

[21] R.R. Kanherkar, N. Bhatia-Dey, A.B. Csoka, Epigenetics across the human lifespan,
Front. Cell. Dev. Biol. 2 (2014) 49.

[22] A. Saini, A. Berruti, S. Capogna, M. Negro, E. Sguazzotti, R.L. Picci, S. Campagna,
V. Dongiovanni, L. Dogliotti, P.M. Furlan, L. Ostacoli, Prevalence of com-
plementary/alternative medicines (CAMs) in a cancer population in northern Italy
receiving antineoplastic treatments and relationship with quality of life and psy-
chometric features, Quality of Life Research: An International Journal of Quality of
Life Aspects of Treatment, Care and Rehabilitation 20 (2010) 683–690.

[23] C. Sturm, A.E. Wagner, Brassica-derived plant bioactives as modulators of chemo-
preventive and inflammatory signaling pathways, Int. J. Mol. Sci. 18 (2017).

[24] C. Schieman, L.R. Rudmik, E. Dixon, F. Sutherland, O.F. Bathe, Complementary and
alternative medicine use among general surgery, hepatobiliary surgery and surgical
oncology patients, Canadian journal of surgery, J. Can. Chir. 52 (2009) 422–426.

[25] M.C. Miller, E.A. Pribitkin, T. Difabio, W.M. Keane, Prevalence of complementary
and alternative medicine use among a population of head and neck cancer patients:
a survey-based study, Ear Nose Throat J. 89 (2010) E23–E27.

[26] O.L. Veeranki, A. Bhattacharya, L. Tang, J.R. Marshall, Y. Zhang, Cruciferous ve-
getables, isothiocyanates, and prevention of bladder cancer, Curr. Pharmacol. Rep.
1 (2015) 272–282.

[27] D.S. Michaud, D. Spiegelman, S.K. Clinton, E.B. Rimm, W.C. Willett,
E.L. Giovannucci, Fruit and vegetable intake and incidence of bladder cancer in a
male prospective cohort, J. Natl. Cancer Inst. 91 (1999) 605–613.

[28] L. Tang, G.R. Zirpoli, K. Guru, K.B. Moysich, Y. Zhang, C.B. Ambrosone,
S.E. McCann, Consumption of raw cruciferous vegetables is inversely associated
with bladder cancer risk, Cancer Epidemiol. Biomark. Prev. 17 (2008) 938–944.

[29] B. Liu, Q. Mao, Y. Lin, F. Zhou, L. Xie, The association of cruciferous vegetables
intake and risk of bladder cancer: a meta-analysis, World Journal of Urology 31
(2012) 127–133.

[30] B.G. Cipolla, E. Mandron, J.M. Lefort, Y. Coadou, E. Della Negra, L. Corbel, R. Le
Scodan, A.R. Azzouzi, N. Mottet, Effect of sulforaphane in men with biochemical
recurrence after radical prostatectomy, Canc. Prev. Res. 8 (2015) 712–719.

[31] J.J. Alumkal, R. Slottke, J. Schwartzman, G. Cherala, M. Munar, J.N. Graff,
T.M. Beer, C.W. Ryan, D.R. Koop, A. Gibbs, L. Gao, J.F. Flamiatos, E. Tucker,
R. Kleinschmidt, M. Mori, A phase II study of sulforaphane-rich broccoli sprout
extracts in men with recurrent prostate cancer, Invest. N. Drugs 33 (2014) 480–489.

[32] M. Traka, A.V. Gasper, A. Melchini, J.R. Bacon, P.W. Needs, V. Frost, A. Chantry,
A.M. Jones, C.A. Ortori, D.A. Barrett, R.Y. Ball, R.D. Mills, R.F. Mithen, Broccoli
consumption interacts with GSTM1 to perturb oncogenic signalling pathways in the
prostate, PLoS One 3 (2008) e2568.

[33] L. Tang, G.R. Zirpoli, K. Guru, K.B. Moysich, Y. Zhang, C.B. Ambrosone,
S.E. McCann, Intake of cruciferous vegetables modifies bladder cancer survival,
Cancer Epidemiol. Biomark. Prev. 19 (2010) 1806–1811.

[34] T.A. Shapiro, J.W. Fahey, A.T. Dinkova-Kostova, W.D. Holtzclaw, K.K. Stephenson,
K.L. Wade, L. Ye, P. Talalay, Safety, tolerance, and metabolism of broccoli sprout
glucosinolates and isothiocyanates: a clinical phase I study, Nutr. Canc. 55 (2006)
53–62.

[35] A. Yanaka, J.W. Fahey, A. Fukumoto, M. Nakayama, S. Inoue, S. Zhang, M. Tauchi,
H. Suzuki, I. Hyodo, M. Yamamoto, Dietary sulforaphane-rich broccoli sprouts re-
duce colonization and attenuate gastritis in Helicobacter pylori-infected mice and

E. Juengel et al. Cancer Letters 435 (2018) 121–126

125

http://refhub.elsevier.com/S0304-3835(18)30475-0/sref4
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref4
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref4
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref5
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref5
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref5
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref5
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref7
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref7
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref7
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref8
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref8
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref8
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref9
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref9
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref9
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref9
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref14
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref14
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref14
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref14
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref15
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref15
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref15
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref16
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref16
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref16
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref18
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref18
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref18
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref19
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref19
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref20
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref20
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref20
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref21
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref21
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref21
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref22
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref22
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref22
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref22
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref22
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref23
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref23
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref24
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref24
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref25
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref25
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref26
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref26
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref26
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref27
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref27
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref28
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref28
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref28
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref29
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref29
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref29
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref30
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref30
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref10
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref10
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref10
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref10
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref10
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref10
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref32
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref32
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref11
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref11
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref11
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref12
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref12
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref12
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref33
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref33
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref33
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref34
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref34
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref34
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref35
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref35
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref35
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref36
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref36
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref36
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref37
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref37
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref37
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref38
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref38
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref38
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref38
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref39
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref39
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref39
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref39
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref40
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref40
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref40
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref41
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref41
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref41
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref41
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref42
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref42
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref42


humans, Canc. Prev. Res. 2 (2009) 353–360.
[36] M.C. Myzak, P. Tong, W.M. Dashwood, R.H. Dashwood, E. Ho, Sulforaphane retards

the growth of human PC-3 xenografts and inhibits HDAC activity in human subjects,
Exp. Biol. Med. 232 (2007) 227–234.

[37] M.C. Myzak, W.M. Dashwood, G.A. Orner, E. Ho, R.H. Dashwood, Sulforaphane
inhibits histone deacetylase in vivo and suppresses tumorigenesis in Apc-minus
mice, Faseb. J.: Official Publication of the Federation of American Societies for
Experimental Biology 20 (2006) 506–508.

[38] J.D. Clarke, A. Hsu, Z. Yu, R.H. Dashwood, E. Ho, Differential effects of sulfor-
aphane on histone deacetylases, cell cycle arrest and apoptosis in normal prostate
cells versus hyperplastic and cancerous prostate cells, Mol. Nutr. Food Res. 55
(2011) 999–1009.

[39] C. Zhang, Z.Y. Su, T.O. Khor, L. Shu, A.N. Kong, Sulforaphane enhances Nrf2 ex-
pression in prostate cancer TRAMP C1 cells through epigenetic regulation,
Biochem. Pharmacol. 85 (2013) 1398–1404.

[40] B. Abbaoui, K.H. Telu, C.R. Lucas, J.M. Thomas-Ahner, S.J. Schwartz, S.K. Clinton,
M.A. Freitas, A. Mortazavi, The impact of cruciferous vegetable isothiocyanates on
histone acetylation and histone phosphorylation in bladder cancer, J. Proteonomics
156 (2017) 94–103.

[41] Y. Li, X. Li, B. Guo, Chemopreventive agent 3,3'-diindolylmethane selectively in-
duces proteasomal degradation of class I histone deacetylases, Cancer Res. 70
(2010) 646–654.

[42] C.C. Spurling, C.A. Godman, E.J. Noonan, T.P. Rasmussen, D.W. Rosenberg,
C. Giardina, HDAC3 overexpression and colon cancer cell proliferation and differ-
entiation, Mol. Carcinog. 47 (2007) 137–147.

[43] H. Nian, B. Delage, E. Ho, R.H. Dashwood, Modulation of histone deacetylase ac-
tivity by dietary isothiocyanates and allyl sulfides: studies with sulforaphane and
garlic organosulfur compounds, Environ. Mol. Mutagen. 50 (2009) 213–221.

[44] A. Abbas, J.A. Hall, W.L. Patterson 3rd, E. Ho, A. Hsu, F. Al-Mulla, P.T. Georgel,
Sulforaphane modulates telomerase activity via epigenetic regulation in prostate
cancer cell lines, Biochem. Cell. Biol. Biochimie et Biol. Cellulaire 94 (2015) 71–81.

[45] A. Leone, G. Diorio, W. Sexton, M. Schell, M. Alexandrow, J.W. Fahey, N.B. Kumar,
Sulforaphane for the chemoprevention of bladder cancer: molecular mechanism
targeted approach, OncoTargets 8 (2017) 35412–35424.

[46] E. Juengel, S. Maxeiner, J. Rutz, S. Justin, F. Roos, W. Khoder, I. Tsaur, K. Nelson,
W.O. Bechstein, A. Haferkamp, R.A. Blaheta, Sulforaphane inhibits proliferation
and invasive activity of everolimus-resistant kidney cancer cells in vitro,
OncoTargets 7 (2016) 85208–85219.

[47] A. Herman-Antosiewicz, H. Xiao, K.L. Lew, S.V. Singh, Induction of p21 protein
protects against sulforaphane-induced mitotic arrest in LNCaP human prostate
cancer cell line, Mol. Canc. Therapeut. 6 (2007) 1673–1681.

[48] Y. Shan, C. Sun, X. Zhao, K. Wu, A. Cassidy, Y. Bao, Effect of sulforaphane on cell
growth, G(0)/G(1) phase cell progression and apoptosis in human bladder cancer
T24 cells, Int. J. Oncol. 29 (2006) 883–888.

[49] S.S. Islam, R.B. Mokhtari, P. Akbari, J. Hatina, H. Yeger, W.A. Farhat, Simultaneous
targeting of bladder tumor growth, survival, and epithelial-to-mesenchymal tran-
sition with a novel therapeutic combination of acetazolamide (AZ) and sulfor-
aphane (SFN), Targeted Oncology 11 (2015) 209–227.

[50] L. Tang, Y. Zhang, Dietary isothiocyanates inhibit the growth of human bladder
carcinoma cells, J. Nutr. 134 (2004) 2004–2010.

[51] S. Choi, K.L. Lew, H. Xiao, A. Herman-Antosiewicz, D. Xiao, C.K. Brown, S.V. Singh,
D,L-Sulforaphane-induced cell death in human prostate cancer cells is regulated by
inhibitor of apoptosis family proteins and Apaf-1, Carcinogenesis 28 (2006)
151–162.

[52] F. Wang, Y. Shan, Sulforaphane retards the growth of UM-UC-3 xenographs, induces
apoptosis, and reduces survivin in athymic mice, Nutr. Res. (N.Y.) 32 (2012)
374–380.

[53] R. Munday, P. Mhawech-Fauceglia, C.M. Munday, J.D. Paonessa, L. Tang,
J.S. Munday, C. Lister, P. Wilson, J.W. Fahey, W. Davis, Y. Zhang, Inhibition of
urinary bladder carcinogenesis by broccoli sprouts, Cancer Res. 68 (2008)
1593–1600.

[54] S. Shankar, S. Ganapathy, R.K. Srivastava, Sulforaphane enhances the therapeutic
potential of TRAIL in prostate cancer orthotopic model through regulation of
apoptosis, metastasis, and angiogenesis, Clin. Canc. Res. 14 (2008) 6855–6866.

[55] A. Wiczk, D. Hofman, G. Konopa, A. Herman-Antosiewicz, Sulforaphane, a cruci-
ferous vegetable-derived isothiocyanate, inhibits protein synthesis in human pros-
tate cancer cells, Biochim. Biophys. Acta 1823 (2012) 1295–1305.

[56] E. Juengel, S. Euler, S. Maxeiner, J. Rutz, S. Justin, F. Roos, W. Khoder, K. Nelson,
W.O. Bechstein, R.A. Blaheta, Sulforaphane as an adjunctive to everolimus coun-
teracts everolimus resistance in renal cancer cell lines, Phytomed. Int. J. Phytother.
Phytopharm. 27 (2017) 1–7.

[57] L.M. Beaver, A. Buchanan, E.I. Sokolowski, A.N. Riscoe, C.P. Wong, J.H. Chang,
C.V. Lohr, D.E. Williams, R.H. Dashwood, E. Ho, Transcriptome analysis reveals a
dynamic and differential transcriptional response to sulforaphane in normal and
prostate cancer cells and suggests a role for Sp1 in chemoprevention, Mol. Nutr.
Food Res. 58 (2014) 2001–2013.

[58] H.S. Youn, Y.S. Kim, Z.Y. Park, S.Y. Kim, N.Y. Choi, S.M. Joung, J.A. Seo, K.M. Lim,
M.K. Kwak, D.H. Hwang, J.Y. Lee, Sulforaphane suppresses oligomerization of TLR4

in a thiol-dependent manner, J. Immunol. 184 (2009) 411–419.
[59] R. Bayat Mokhtari, N. Baluch, T.S. Homayouni, E. Morgatskaya, S. Kumar,

P. Kazemi, H. Yeger, The role of Sulforaphane in cancer chemoprevention and
health benefits: a mini-review, J. Cell Commun. Signal. 12 (2018) 91–101.

[60] Y.J. Jeong, H.J. Cho, F.L. Chung, X. Wang, H.S. Hoe, K.K. Park, C.H. Kim,
H.W. Chang, S.R. Lee, Y.C. Chang, Isothiocyanates suppress the invasion and me-
tastasis of tumors by targeting FAK/MMP-9 activity, OncoTargets 8 (2017)
63949–63962.

[61] E. Bertl, H. Bartsch, C. Gerhauser, Inhibition of angiogenesis and endothelial cell
functions are novel sulforaphane-mediated mechanisms in chemoprevention, Mol.
Canc. Therapeut. 5 (2006) 575–585.

[62] B. Abbaoui, K.M. Riedl, R.A. Ralston, J.M. Thomas-Ahner, S.J. Schwartz,
S.K. Clinton, A. Mortazavi, Inhibition of bladder cancer by broccoli isothiocyanates
sulforaphane and erucin: characterization, metabolism, and interconversion, Mol.
Nutr. Food Res. 56 (2012) 1675–1687.

[63] S. Labsch, L. Liu, N. Bauer, Y. Zhang, E. Aleksandrowicz, J. Gladkich,
F. Schonsiegel, I. Herr, Sulforaphane and TRAIL induce a synergistic elimination of
advanced prostate cancer stem-like cells, Int. J. Oncol. 44 (2014) 1470–1480.

[64] K. Sakao, A.R. Vyas, S.R. Chinni, A.I. Amjad, R. Parikh, S.V. Singh, CXCR4 is a novel
target of cancer chemopreventative isothiocyanates in prostate cancer cells, Cancer
prevention research (Philadelphia, PA Times 8 (2015) 365–374.

[65] X. Peng, Y. Zhou, H. Tian, G. Yang, C. Li, Y. Geng, S. Wu, W. Wu, Sulforaphane
inhibits invasion by phosphorylating ERK1/2 to regulate E-cadherin and CD44v6 in
human prostate cancer DU145 cells, Oncol. Rep. 34 (2015) 1565–1572.

[66] R. Pili, G. Liu, S. Chintala, H. Verheul, S. Rehman, K. Attwood, M.A. Lodge, R. Wahl,
J.I. Martin, K.M. Miles, S. Paesante, R. Adelaiye, A. Godoy, S. King, J. Zwiebel,
M.A. Carducci, Combination of the histone deacetylase inhibitor vorinostat with
bevacizumab in patients with clear-cell renal cell carcinoma: a multicentre, single-
arm phase I/II clinical trial, Br. J. Canc. 116 (2017) 874–883.

[67] S. Sato, K. Katsushima, K. Shinjo, A. Hatanaka, F. Ohka, S. Suzuki, A. Naiki-Ito,
N. Soga, S. Takahashi, Y. Kondo, Histone deacetylase inhibition in prostate cancer
triggers mir-320-mediated suppression of the androgen receptor, Cancer Res. 76
(2016) 4192–4204.

[68] E.A. Mazzio, K.F. Soliman, HTP nutraceutical screening for histone deacetylase
inhibitors and effects of HDACis on tumor-suppressing miRNAs by trichostatin a
and grapeseed (Vitis vinifera) in HeLa cells, CANCER GENOMICS PROTEOMICS 14
(2017) 17–33.

[69] S.L. Martin, R. Kala, T.O. Tollefsbol, Mechanisms for the inhibition of colon cancer
cells by sulforaphane through epigenetic modulation of microRNA-21 and human
telomerase reverse transcriptase (hTERT) down-regulation, Curr. Cancer Drug
Targets 18 (2018) 97–106.

[70] X. Zhang, X. Chen, J. Lin, T. Lwin, G. Wright, L.C. Moscinski, W.S. Dalton, E. Seto,
K. Wright, E. Sotomayor, J. Tao, Myc represses miR-15a/miR-16-1 expression
through recruitment of HDAC3 in mantle cell and other non-Hodgkin B-cell lym-
phomas, Oncogene 31 (2011) 3002–3008.

[71] S.M. Tortorella, S.G. Royce, P.V. Licciardi, T.C. Karagiannis, Dietary sulforaphane in
cancer chemoprevention: the role of epigenetic regulation and HDAC inhibition,
Antioxidants Redox Signal. 22 (2014) 1382–1424.

[72] D.J. McClements, H. Xiao, Designing food structure and composition to enhance
nutraceutical bioactivity to support cancer inhibition, Semin. Canc. Biol. 46 (2017)
215–226.

[73] S.C. Casey, A. Amedei, K. Aquilano, A.S. Azmi, F. Benencia, D. Bhakta, A.E. Bilsland,
C.S. Boosani, S. Chen, M.R. Ciriolo, S. Crawford, H. Fujii, A.G. Georgakilas, G. Guha,
D. Halicka, W.G. Helferich, P. Heneberg, K. Honoki, W.N. Keith, S.P. Kerkar,
S.I. Mohammed, E. Niccolai, S. Nowsheen, H.P. Vasantha Rupasinghe, A. Samadi,
N. Singh, W.H. Talib, V. Venkateswaran, R.L. Whelan, X. Yang, D.W. Felsher,
Cancer prevention and therapy through the modulation of the tumor micro-
environment, Semin. Canc. Biol. 35 (Suppl) (2015) S199–S223.

[74] H. Danafar, A. Shara fi, S. Askarlou, H.K. Manjili, Preparation and characterization
of PEGylated iron oxide-gold nanoparticles for delivery of sulforaphane and cur-
cumin, Drug Res. 67 (2017) 698–704.

[75] H. Danafar, A. Sharafi, H. Kheiri Manjili, S. Andalib, Sulforaphane delivery using
mPEG-PCL co-polymer nanoparticles to breast cancer cells, Pharmaceut. Dev.
Technol. 22 (2017) 642–651.

[76] D.P. Do, S.B. Pai, S.A. Rizvi, M.J. D'Souza, Development of sulforaphane-en-
capsulated microspheres for cancer epigenetic therapy, Int. J. Pharm. 386 (2010)
114–121.

[77] Y.H. Shi, D.F. Dai, J. Li, Y.W. Dong, Y. Jiang, H.G. Li, Y. Gao, C.K. Chong, H.Y. Li,
X.Q. Chu, C. Yang, Q. Zhang, Z.S. Tong, C.G. Bai, Y. Chen, Sulforaphane analogues
with heterocyclic moieties: syntheses and inhibitory activities against cancer cell
lines, Molecules 21 (2016) 514.

[78] E.S. Amirian, J.F. Petrosino, N.J. Ajami, Y. Liu, M.P. Mims, M.E. Scheurer, Potential
role of gastrointestinal microbiota composition in prostate cancer risk, Infect.
Agents Canc. 8 (2013) 42.

[79] G. Kallifatidis, J.J. Hoy, B.L. Lokeshwar, Bioactive natural products for chemopre-
vention and treatment of castration-resistant prostate cancer, Semin. Canc. Biol.
40–41 (2016) 160–169.

E. Juengel et al. Cancer Letters 435 (2018) 121–126

126

http://refhub.elsevier.com/S0304-3835(18)30475-0/sref42
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref43
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref43
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref43
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref44
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref44
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref44
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref44
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref45
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref45
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref45
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref45
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref46
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref46
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref46
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref47
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref47
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref47
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref47
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref48
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref48
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref48
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref49
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref49
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref49
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref50
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref50
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref50
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref51
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref51
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref51
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref52
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref52
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref52
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref53
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref53
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref53
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref53
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref54
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref54
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref54
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref55
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref55
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref55
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref56
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref56
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref56
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref56
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref57
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref57
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref58
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref58
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref58
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref58
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref59
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref59
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref59
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref60
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref60
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref60
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref60
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref61
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref61
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref61
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref62
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref62
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref62
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref63
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref63
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref63
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref63
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref64
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref64
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref64
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref64
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref64
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref65
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref65
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref65
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref66
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref66
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref66
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref67
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref67
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref67
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref67
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref68
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref68
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref68
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref69
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref69
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref69
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref69
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref70
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref70
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref70
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref71
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref71
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref71
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref72
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref72
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref72
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref73
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref73
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref73
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref73
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref73
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref74
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref74
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref74
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref74
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref75
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref75
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref75
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref75
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref76
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref76
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref76
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref76
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref77
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref77
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref77
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref77
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref78
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref78
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref78
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref79
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref79
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref79
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref80
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref80
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref80
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref80
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref80
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref80
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref80
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref81
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref81
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref81
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref82
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref82
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref82
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref83
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref83
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref83
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref84
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref84
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref84
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref84
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref85
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref85
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref85
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref86
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref86
http://refhub.elsevier.com/S0304-3835(18)30475-0/sref86

	Relevance of the natural HDAC inhibitor sulforaphane as a chemopreventive agent in urologic tumors
	Introduction
	Epidemiologic and clinical studies
	HDAC interaction
	Molecular mechanism
	Bioavailability of SFN
	Conclusions and open questions
	Funding
	Conflicts of interest
	References




