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Abstract
Introduction: As part of cancer research, mycotherapy is a relatively new and promissory source of
agents with immunomodulating and antitumor properties. Ongoing research projects are aiming to
provide mushrooms as a new generation of “biotherapeutics”. In addition to high-molecular weight
polysaccharides, efforts should be made to find new anticancer drugs using low-molecular weight
secondary metabolites, e.g. phenolic compounds that can inhibit or trigger specific biochemical
signals leading to cancer.
Methods: An in silico approach based on the structural similarity of low-molecular weight mycocompounds (phenolics) with respect to antitumor substances and molecules with modulatory effects on
epigenetic events was used. For the screening of mushroom molecules with potential regulatory effects
on epigenome (obtained on Web of Science, August 2015), the enzymes histone acetyltransferase
(HAT), histone deacetylase (HDAC) and DNA methyltransferase (DNMT) were chosen as targets.
Similarity analysis were performed with the software Saranea. Moreover, the determination of the
chemical structural similitude between phenolic compounds of Pleurotus ostreatus (oyster mushroom)
and antitumor reference compounds was carried out with the software Power MV 0.61. Tanimoto’s
coefficients (Tc) similar or higher to 0.90 were considered as significant.
Results: Seven mushroom compounds with high structural similarity to reference substances with
modulatory activity on epigenetic events (Tc ≥0.90) were identified: 5 with a potential effect on histone
acetylation/deacetylation, and 3 acting on the enzyme DNMT. Twenty antitumor reference compounds
showed structural similarity to 3 phenols occurring in P. ostreatus, corresponding the largest number
to protocatechuic acid and the flavonoids myricetin and naringin. According to its similarity to the
antitumor compounds, they would act as DNA antimetabolites, antimitotic, and/or alkylating agents.
Conclusion: It seems feasible to harness the natural pool of mushrooms secondary metabolites and to
predict by in silico approaches their potential modulatory effects on epigenetic events and antitumor
activity, in special phenolics occurring in P. ostreatus. This is an exciting advance for developing
nutraceuticals/ cosmeceuticals and innovative drugs.
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Introduction
Nowadays, cancer has been established as one of 2 leading
causes of death worldwide (the other cause involves
cardiovascular diseases). These top 2 causes accounted
for 46.1% of all deaths in the United States in 2013.
Unfortunately, this trend is projected to continue in the
future, and according to the World Cancer Report, cancer
rates are expected to grow about 50% to 15 million by

2020.1
Modern science is still not able to identify accurately
the causes of cancer in each individual case, and the
origins of most common cancers remain unclear. Recent
breakthroughs in cancer genetics, genomics, proteomics
and translational research have aided to develop a better
understanding of the underlying mechanisms which are
contributory in cancer development and progression.
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Increasingly it is being realized that genetic/ epigenetic
mutations and loss of apoptosis also mandate a “multimolecular” perspective for the development of therapies
to treat cancer.2 The extensive alterations of the epigenome
including modiﬁcation of histone proteins and chromatin
remodeling complex are some of the vital epigenetic
changes relevant to cancer phenotype.3
Traditional knowledge is gradually being implemented
in medicine and we have witnessed landmark findings
which have revolutionized treatment strategies for
cancer. Natural products have been major molecular
structural resources for drug discovery. Technological
advances such as techniques for production of secondary
plant metabolites, high-throughput screening and
combinatorial synthesis have helped us to explore true
potential of natural products in regulation of signaling
pathways in different cancers. In particular, the abundance
of mutations occurring in the epigenetic regulatory
complexes and proteins provide a number of fundamental
targets in the ﬁeld of epigenetic drug discovery.4,5
A next challenge will be to determine which adverse
epigenomic marks are reversible by speciﬁc diets, drugs
or lifestyle changes. Numerous botanical species and
plant parts contain a diverse array of phytochemicals,
which exert health beneﬁcial effects in man by its antiinﬂammatory, antioxidant, cardioprotective and cancer
preventive, by maintaining immune homeostasis.6
Chemopreventive nutritional polyphenols (soy, genistein,
resveratrol, catechin, curcumin) are currently evaluated
for their ability to reverse adverse epigenetic marks in
cancer (stem) cells to attenuate tumorigenesis-progression,
prevent metastasis or sensitize for drug sensitivity.7
In this context, mushrooms are emerging as a vital
components of the human diet and have become
attractive as a functional food and as a source of
drugs and nutraceuticals.8-10 Fruiting bodies as well
as mushroom mycelia have a broad range of bioactive
properties. Mushrooms are thought to exert approximately
130 pharmacological functions such as antitumor,
immunomodulatory, antigenotoxic, antioxidant, antiinflammatory, hypocholesterolemic, antihypertensive,
antiplatelet-aggregating, antihyperglycemic, antimicrobial,
and antiviral activities.11,12 These pharmacological effects
have been demonstrated for many traditionally used
mushrooms, including species from genera Ganoderma,
Lentinus (Lentinula), Agaricus, Auricularia, Flammulina,
Grifola, Hericium, Pleurotus, Trametes (Coriolus),
Schizophyllum, Lactarius, Phellinus, Cordyceps, Inonotus,
Inocybe, Tremella, and Russula.13,14 Many controlled studies
have investigated this long list of medicinal actions, thus
upgrading mushrooms to today’s world of evidence-based
medicine. 15
As part of cancer research, mycotherapy is a relatively
new and promissory field as a source of agents with
immunomodulating and antitumor properties.16,17 The
bioactive molecules comprise high-molecular weight
2
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polysaccharides, and low-molecular weight secondary
metabolites.18 Given that only 10% of mushroom
biodiversity has been studied so far, and few of them have
been characterized with regard to health benefits, it is
likely that new active compounds will be discovered in the
future. Particularly in tropical areas, 22%-55% (in some
cases up to 73%) of mushroom species have not yet been
described.19
Though Pleurotus genus (oyster mushroom) is the
second important mushroom of culinary value, there has
been an upsurge in Pleurotus research activities in the last
2 decades in view of its biopotentialities. Recent studies
on various Pleurotus species have shown a number of
the pharmacological activities mentioned above.20,21 In
particular, Pleurotus spp. is distinguished as important
natural resources for immunotherapy, in view of the
content of several bioactive compounds able to augment
or complement a desired immune response defined as
·host defense potentiators” (HDPs).22-24 On the other
hand, Pleurotus mushrooms packed with a wide array
of bioactive components are excellent antioxidants and
anti-inflammatory agents which may help to prevent
the occurrence and aid the treatment of chronic diseases
including heart disease and various cancers.25 Particularly,
phenolic compounds were detected in 5 extracts obtained
from fruit bodies of Pleurotus sp., obtained with solvents
of different polarity; however, the highest levels were
found in polar extracts (water and ethanol).26
The main objective of this study was to evaluate through
an in silico approach the antitumor and epigenetic
modulating potential of phenolic compounds occurring
in edible and medicinal mushrooms. The results would
provide a framework for further exploration of the
chemopreventive potential effects against cancer of
mushrooms, in special, Pleurotus spp.
Materials and Methods
Screening of Phenolic Compounds with Potential
Regulatory Effects on Epigenome
A control group of known epigenome modulating
compounds (Set A) was made from a literature review
(Web of Science, August 2015) and the Sigma-Aldrich
web site http://www.sigmaaldrich.com/life-science/
epigenetics/bioactive-small-molecules.html. 27
The molecules were classified according to the
epigenetic event that modulate: (i) DNA methylation by
acting on the enzyme DNA methyltransferase (DNMT),
and (ii) histones modification with the enzymes histone
acetyltransferase (HAT) and histone deacetylase (HDAC)
as targets.
Low-molecular weight substances from mushrooms
with unknown effects on epigenome –but biologically
active- (set B) were also obtained from the past decade
findings.
The SMILES codes of the compounds -a fingerprint
of their chemical structures- were obtained from the
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PubChem
database
(http://www.ncbi.nlm.nih.gov/
pubmed) of the National Center for Biotechnology
Information (NCBI, USA).28
For the analysis of the structure-function relationship,
compounds data were organized for SMILES code,
molecular fingerprint, identifier, potency (according
to the target). The SMILES codes of the compounds
were introduced into the program ChemDraw 7.0.1
(CambridgeSoft Corporation, USA), for obtaining the
2D chemical structures and to save them in the structural
format MDLMol. Then, the chemical structures were
introduced in the program OpenBabel version 2.3.2 (http://
openbabel.org/wiki/Windows-GUI) prior the structural
similarity comparison made with the bioinformatic
software Saranea v 1.0 (http://www.gnu.org/licenses/gpl2.0.txt). Tanimoto´s coefficients (Tc) similar or higher to
0.90 were considered as significant. Tanimoto’s coefficient
is directly proportional to the reliability of the prediction of
the antitumor activity based on the chemical similitude.29
Screening of the Potential Antitumor Activity of Pleurotus
ostreatus Phenolic Compounds
This in silico study was encouraged by previous findings
of our group related with the in vitro antitumor activity of
aqueous extracts from both mycelia and fruiting bodies
of Pleurotus ostreatus on human acute promyelocytic
leukemia (NB4) cells,30 and in human colorectal carcinoma
(Caco2), human hepatocellular carcinoma (HepG2) and
murine neuroblastoma (N2A).31 The presence of phenolic
compounds have been demonstrated in these extracts.25,26
A selection of common phenolic compounds found
in the chemical composition of P. ostreatus was used
for the screening of its potential antitumor activity,
comprising one phenolic acid: the protocatechuic
acid (3,4-dihydroxybenzoic acid); and the flavonoids:
myricetin (3,5,7-trihydroxy-2-(3,4,5-trihydroxyphenyl)
chromen-4-one) and naringin ((2S)-7-[(2S,3R,4S,5S,6R)4,5-dihydroxy-6-(hydroxymethyl)-3-[(2S,3R,4R,5R,6S)3,4,5-trihydroxy-6-methyloxan-2 yl] oxyoxan-2-yl] oxy5-hydroxy-2-(4-hydroxyphenyl)-2,3-dihydrochromen-4one).
Reference compounds were taken from Keskin et al,32
in which 122 compounds with antitumor activity and
mechanisms of action are well characterized. SMILES
codes of all the compounds were obtained from the
PubChem database, and then introduced into the program
ChemDraw, for obtaining the chemical structures in MDL
SDF format.
The determination of the structural similarity between
the antitumor reference compounds and the phenols was
carried on with the software PowerMV 0.61 (National
Institute of Statistical Sciences, http://www.niss.org/
PowerMV). The 2D chemical structures of the 4 phenolic
compounds were introduced into the program, in order to
select the ten antitumor reference compounds of higher
structural similitude to each mushroom phenolic acid and/
3
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or flavonoid. The antitumor reference compounds were
classified into six classes considering their mechanisms
of action: alkylating agents, inhibitors of topoisomerase I,
inhibitors of topoisomerase II, RNA/DNA antimetabolites,
DNA antimetabolites and antimitotics.
Results and Discussion
It is likely that understanding and manipulating the
epigenome by prevention and therapy with individualized
tailoring of optimal epigenetic diets or supplements is
conceivable. Medical beneﬁts of dietary compounds as
epigenetic modulators in chemoprevention or stabilization
of various cancers and inﬂammatory disorders, especially
with respect to their chronic use as nutraceutical agents,
will rely on our further understanding of their epigenetic
effects.4,33
Because epigenetic changes are reversible, developing
drugs that control epigenetic regulation now attract
substantial research investment, including the
development of functional foods or supplements as
nutrition based epigenetic modulators.34 We should
move beyond the traditional approach to newer avenues
to achieve maximum beneﬁt in terms of research and
development productivity. This principle is also valid for
mushroom-derived
preparations.
Screening of Phenolic Compounds with Potential
Regulatory Effects on Epigenome
Histone acetylation/ deacetylation. With respect to the
activity of the enzyme HAT, only 5 of the 28 mushroom
low-molecular weight compounds identified in the
bibliographic search (set B) were structurally related with
reference compounds with a known activity on epigenome
(set A). The hesperetin proved to be a curcumin
analogue, (Tc= 0.91), and probably it causes a decrease
of the activity of the HAT (Figure 1). The hesperetin is a
cancer-preventing flavonoid35, contained in the medicinal
mushroom Ganoderma lucidumin at a concentration of 30
mg/g.36 Four compounds showed a high similarity to the
anacardic acid (Tc= 0.90): the caffeic acid, the p-coumaric
acid, the homogentisic acid, and the 5-sulfosalicylic acid.
The caffeic acid is an organic compound classified as a
hydroxycinnamic acid, similar to the p-coumaric acid.
It possesses antioxidant and anti-mutagenic activity, and
also prevents cardiovascular diseases37; this compound is
present in the edible mushroom Flammulina velutipes in
at levels of 17 mg/g.36 The p-coumaric acid can be found
in edible plants like peanuts, tomatoes, carrots and garlic;
it shows a dual mechanism of antibacterial activity: (i)
destroys cell membranes, and (ii) binding to the bacterial
DNA, thus inhibiting cell functions and leading to cell
death.38 On the other hand, homogentisic acid has antiplasmodical activity, inhibiting the activity of the protein
kinase Pfnek-1.39
Some mushroom compounds (set B) were structurally
related with compounds of known activity on the enzyme
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Figure 1. Neighbor Similarity Graph (NSG) of the Structural
Relationship of Set A and B Compounds. A. Set A -reference
compounds with activity on the enzyme histone acetyltransferase
(HAT) - nodes: 1: genistein, 2: curcumin, 3: anacardic acid, 4:
ursodeoxycholic acid, 5: garcinol. B. Set B -phenols derived from
medicinal mushrooms- nodes: 1: crysin, 2: myricetin, 3: kaempferol,
4: quercetin, 5: hesperetin, 6: caffeic acid, 7: p-coumaric acid, 8:
5-sulfosalicylic acid, 9: homogentisic acid.

HDAC, but only one had a structural similarity within
the established range (Figure 2). The hesperetin, proved
to be similar to the curcumin with Tc=0.91, and thus
presumably is able to inhibit HDAC activity.
The FDA has approved HDAC inhibitors which are
used clinically without reports of any genetic alteration
occurring in this enzyme.2
The predictive study showed a significant structural
relationship between the mushroom compounds and
those with a reported modulatory activity on DNA
methylation (Figure 3). The myricetin exhibited a Tc=1
when comparing to fisetin, nordihydroguaiaretic acid,
baicalein and the ellagic acid. Therefore, myricetin was
an analogue of compounds which inhibit or decrease
the DNMT activity. Myricetin is a flavonol that exhibits
antioxidant and liver protection activities.40 The hesperetin
showed a similitude to the curcumin with Tc=0.91, and
would be involved in decreasing the global methylation
of DNA by inhibiting the DNMT activity, in a similar way
to curcumin. The hesperetin inhibited the methylation
of DNA at concentrations of 20 and 50 mmol/L.41 In the
case of biochanin A, its chemical structure was similar
to mahanine (Tc =1), that in association with the gene

Figure 2. Neighbor Similarity Graph (NSG) of the Structural Relationship
of Set A and B Compounds. A. Set A -reference compounds with activity
on the enzyme histone deacetylase (HDAC)- nodes: 1: curcumin, 2:
4-dihydrocoumarin, 3: 6- phenylhexyl isothiocyanate, 4: phenylethyl
isothiocyanate, 5: retinoic acid, 6: allyl mercaptan, 7: sulforaphane, 8:
curcumin, 9: butyrate, 10: apicidin, 11: resveratrol, 12: daidzein, 13:
cambinol. B. Set B -phenols derived from medicinal mushrooms- nodes:
1: hesperetin, 2: crysin, 3: kaempferol, 4: quercetin, 5: myricetin.

4
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Figure 3. Neighbor Similarity Graph (NSG) of the Structural Relationship
of Set A and B Compounds. A. Set A – reference compounds with
activity on the enzyme DNA methyltransferase (DNMT)- nodes: 1.
p-XSC, 2: mahanine, 3: sulforaphane, 4: mithramicina A, 5: phenylethyl
isothiocyanate, 6: 6-phenylhexyl isothiocyanate, 7: parthenolide,
8: curcumin, 9: rosmarinic acid, 10: nordihydroguaiaretic acid, 11:
ellagic acid, 12: baicalein, 13: fisetin, 14: genistein. B. Set B -phenols
derived from medicinal mushrooms- nodes: 1: pyrogallol, 2: crysin, 3:
myricetin, 4: quercetin, 5: kaempferol, 6: hesperetin, 7: formononetin,
8: biochanin A, 9: chlorogenic acid, 10: naringin.

RASSF1 regulates cell proliferation and apoptosis in
prostate cancer, presumably due to an inhibitory effect
on the activity of DNMT.41 Because of the high chemical
structural similarity of biochanin A to mahanine,
presumably this also would have similar biologic activity.
In sum, various nutritional natural compounds
(including epigallocatechingallate, resveratrol, genistein,
curcumin, isothiocyanates, etc) have been characterized
to interfere with enzymatic activity of DNMT, Class I,
II, IV HDAC, HAT and Class III HDAC sirtuins (SIRT),
all of which modulate inﬂammatory responses and
immunological senescence.2
These naturally occurring compounds, especially
polyphenols have gained much attention for their DNMT
inhibitory activity.7 Studies have shown that ﬂavonoids
like quercetin, myricetin and fisetin inhibited DNMT1
enzyme in a dose dependent manner.42 Moreover ﬂavones
and ﬂavanones like apigenin and hesperetin are also been
proved to inhibit DNMT enzyme in human cancer cell
lines.41
As judged by the significant structural similarity
with known molecules active on epigenome, we can
hypothesize that some mushroom compounds included
in this work would modulate certain epigenetic events,
such as HAT activity (hesperetin, caffeic acid, p-coumaric
acid, homogentisic acid, and 5-sulfosalicylic acid), HDAC
activity (hesperetin), and DNMT activity (myricetin,
hesperetin and biochanin A).
In this context, experimental research with 3 fractions
obtained from Phellinus linteus mushroom – PL-1(crude
extract), PL-II (water extracted) and PL-III (ethanolextracted) – showed anticancer effects on urothelial
cell carcinoma (UCC) cells, although PL-III appears
to be the most potent. Additionally, HDAC activity
was significantly (>60%) lost, while both histones H3
and H4 were highly acetylated, indicating epigenetic
modifications in the chromatin structure, ultimately
leading to apoptotic cell death. Therefore, PL-fractions
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may have clinical implications in a safer and improved
therapeutic modality for urothelial cell carcinoma.43 In
addition, apoptosis induction was demonstrated in both
in vitro and in vivo studies with Ganoderma applanatum
secondary metabolites,44 and on colorectal cancer cell lines
treated with Pleurotus sajor-caju (Fr.) Singer extracts.45
Screening of the Potential Antitumor Activity of Pleurotus
ostreatus Phenolic Compounds
This study was focused to predict putative mechanisms of
action of phenolic compounds occurring in P. ostreatus,
those with significant Tanimoto’s coefficient, since it would
correspond to structurally similar molecules that present
high probability to show a similitude in their biological
activities. Twenty antitumor reference compounds showed
structural similarity to 3 phenols occurring in P. ostreatus:
protocatechuic acid, and the flavonoids myricetin and
naringin.
The ten compounds with greater structural
similitude to the protocatechuic acid were: the DNA
antimetabolites aphidicolin glycinate, hydroxycarbamide,
pyrazoloimidazole and Ara-C; the RNA/DNA
antimetabolites 5,6 dihydroxiazacitidin, antifol, and
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L-alanosine; and alkylating agents: Mitomycin C, mustard
of uracil nitrogen and Yoshi 864 (Figure 4). All of them
showed high values in the Tanimoto’s coefficients (9498 %). The elevated values of the Tanimoto’s coefficient
between the reference antitumor compounds and the
protocatechuic acid allowed to predict the potential
mechanisms of the antitumor action of this phenolic
acid. This compound demonstrated high structural
analogy with RNA/DNA antimetabolites and DNA
antimetabolites. Therefore, it could interfere with DNA
and RNA synthesis. Antimetabolite agents induce cell
death during the S-phase of the cellular cycle when bind
to RNA or DNA molecules, or when inhibit the activity of
enzymes necessary for nucleic acids synthesis.46
The flavonoid myricetin was highly similar to the
RNA/DNA antimetabolites: aphidicolin glycinate,
hydroxycarbamide, imidazole piridazol and Ara-C; to the
alkylating agents: fluoropan, mitomycin C, mustard of
uracil nitrogen, asaley and triethylenemelamine; and to the
Topoisomerase I inhibitors derived of the camptothecin 6
(Figure 5). The high values of Tanimoto’s coefficient (0.920.96) when comparing the myricetin and the reference
compounds allow to suggest putative mechanisms of

Figure 4. Structural Analogy of 10 Antitumor Reference Compounds with Known Mechanism of Action to Protocatechuic Acid According to
the Tanimoto’s Coefficient (Tc).

Figure 5. Structural Analogy of 10 Antitumor Reference Compounds with Known Mechanism of Action to Myricetin According to the
Tanimoto´s Coefficient (Tc).
5
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Figure 6. Structural Analogy of 10 Antitumor Reference Compounds with Known Mechanism of Action to Naringin According to the Tanimoto´s
Coefficient (Tc).

the antitumor action for this flavonoid. The anticancer
compounds more similar to myricetin influence cell
crucial processes acting as DNA antimetabolites,
alkylating agents as well as inhibitors of Topoisomerase
I.46 It has been suggested that the antitumor activity of this
flavonoid could be also attributed to its efficiency in the
inhibition of the topoisomerases I and II.47
On the other hand, 4 similar antitumor reference
compounds were identified with a high similitude to the
flavonoid naringin with values of Tanimoto’s coefficients
between 0.92 and 0.94, which possess antimitotic activity:
vinblastine sulfate, trytil cysteine, vincristine sulfate and a
colchicine derivative (Figure 6).
Our results suggest a group of phenolic compounds
isolated from edible and medicinal mushrooms which
would exert chemopreventive and therapeutic potential
effects on cancer treatment and/or with potentialities
for epigenetic therapy. As for low molecular weight
mushroom compounds, only a minute fraction of
the newly discovered substances have proceeded to a
higher level of evaluation. Hispolon, an active phenolic
compound extracted from Phellinus spp., is known to
possess potent antineoplastic properties and to potentiate
the cytotoxicity of chemotherapeutic agents. Hispolon
induces epidermoid and gastric cancer cell apoptosis
and, regardless of p53 status, it inhibited breast and
bladder cancer cell growth. A crucial role of hispolon in
ubiquitination and downregulation of MDM2 (the protooncogene inhibiting the tumor suppressor function of
p53) was reported, suggesting this phenolic compound
as an attractive therapeutic strategy in breast, gastric, and
bladder cancers.48
The recent finding of the grow inhibitory effect on
HCT116 colon cancer cells and anti-inflammatory
function of polyphenols-rich extract from Pleurotus
eryngii49 highlights the contribution of our work to get
new insights about the mechanisms of action of individual
molecules.
6

In sum, the in silico approach used in this research
represent a natural framework for not only testing
biological hypotheses and generating new ones but also
optimizing experimental protocols. Many of the tools
have been developed, what is now needed is to translate
the information into validated models that are specialized
for particular tumors and drugs, with the power to
generate both qualitative and quantitative predictions.
The increasing number of in silico papers on antitumor
and other biological activities appearing in the literature
indicates that the transition is starting to happen.50-52
Conclusion
‘‘Let food be your epigenetic medicine’’ could represent a
novel interpretation of what Hippocrates said already 25
centuries ago.34 As such, it will be a challenge for future
preventive cancer research to identify novel epigenetic
targets which allow selective modulation of cancer
signaling. It seems feasible to harness the natural pool
of mushrooms secondary metabolites and to predict by
in silico approaches their potential modulatory effects
on epigenetic events and antitumor activity, in special
phenolics occurring in P. ostreatus. Of special note, these
in silico tools should be moved into an integrated platform
with in vitro and in vivo studies. This is an exciting
advance for developing nutraceuticals/ cosmeceuticals
and innovative drugs.
Conflict of Interests
The authors declare no conflicts of interest.
Acknowledgements
The authors would like to thank the research project
“Biotechnologie de Pleurotus sp. à Cuba et diversification
de sa Culture pour des Applications Environementales
et Nutraceutique” (Institut de Recherche pour le
Développement -IRD- under the Programme Jeunes
Equipes AIRD -JEAI). The authors also thank the Belgian

International Journal of Phytocosmetics and Natural Ingredients 2018, 5:6

Aguirre et al
http://www.ijpni.org

Development Cooperation through VLIR-UOS (Flemish
Interuniversity Council-University Cooperation for
Development) in the context of the Institutional University
Cooperation Program with University of Oriente.

In silico phenolics antitumor potential

17.

References
1.
2.

3.

4.

5.

6.

7.

8.

9.

10.

11.

12.

13.

14.

15.

16.

7

WHO. Global cancer rates could increase by 50% to 15
million by 2020. World Health Organization; 2003.
Biswas S, Rao CM. Epigenetics in cancer: Fundamentals and
Beyond. Pharmacol Ther. 2017;173: 118-134. doi:10.1016/j.
pharmthera.2017.02.011
Aras A, Khalid S, Jabeen S, Faroogi AA, et al. Regulation
of cancer cell signaling pathways by mushrooms and
their bioactive molecules: Overview of the journey from
benchtop to clinical trials. Food Chem Toxicol. doi:10.1016/j.
fct.2018.04.038
Vanden Berghe W. Epigenetic impact of dietary polyphenols
in cancer chemoprevention: Lifelong remodeling of
our epigenomes. Pharmacol Res. 2012;65(6):565-576.
doi:10.1016/j.phrs.2012.03.007
Pistollato F, Giampieri F, Battino M, et al. The use of plantderived bioactive compounds to target cancer stem cells and
modulate tumor microenvironment. Food Chem Toxicol.
2015;75:58-70. doi:10.1016/j.fct.2014.11.004
Deb G, Gupta S. Natural phytochemicals as epigenetic
modulators. In: Bagchi D, Swaroop A, Bagchi M, eds.
Genomics, proteomics and metabolomics in nutraceuticals
and functional foods. 2nd ed. Chichester, UK: John Wiley &
Sons, Ltd; 2015:424-439.
Busch C, Burkard M, Leischner C, et al. Epigenetic activities
of ﬂavonoids in the prevention and treatment of cancer. Clin
Epigenetics 2015;7:64. doi:10.1186/s13148-015-0095-z
Rathore H, Prasad S, Sharma S. Mushroom nutraceuticals
for improved nutrition and better human health: a
review. PharmaNutrition 2017;5:35-46. doi:10.1016/j.
phanu.2017.02.001
Roncero-Ramos I, Delgado-Andrade C. The beneﬁcial role
of edible mushrooms in human health. Curr Opin Food Sci.
2017;14:122-128. doi:10.1016/j.cofs.2017.04.002
Morris HJ, Llauradó G, Beltrán Y, et al. The use of mushrooms in
the development of functional foods, drugs and nutraceuticals.
In: Ferreira I, Barros L, Morales P. eds. Wild plants, mushrooms
and nuts: functional food properties and applications. 1st ed.
Chichester, UK: John Wiley & Sons, Ltd.; 2017:123-157.
Wasser SP. Medicinal mushroom science: current perspectives,
advances, evidences, and challenges. Biomed J. 2014;37:345356. doi:10.4103/2319-4170.138318
Friedman M. Mushroom polysaccharides: chemistry and
antiobesity, antidiabetes, anticancer, and antibiotic properties
in cells, rodents, and humans. Foods 2016;5(80) doi:10.3390/
foods5040080
Vikineswary S, Chang ST. Edible and medicinal mushrooms
for sub health intervention and prevention of lifestyle diseases.
Tech Monitor 2013;Jul-Sep:33-43.
Valverde ME, Hernández-Pérez T, Paredes-López O. Edible
mushrooms: improving human health and promoting
quality life. Int. J. Microbiol. 2015;2015:376387.
doi:10.1155/2015/376387
Wasser SP. Medicinal mushrooms in human clinical studies. Part
I. Anticancer, oncoimmunological, and immunomodulatory
activities: a review. Int J Med Mushr 2017; 19(4): 279-317.
doi:10.1615/IntJMedMushrooms.v19.i4.10
Popovic V, Zivkovic J, Davidovic S, et al. Mycotherapy of
cancer: an update on cytotoxic and antitumor activities of
mushrooms, bioactive principles and molecular mechanisms

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

of their action. Curr Top Med Chem. 2013;13:2791-2806. doi
:10.2174/15680266113136660198
Peña-Luna M, Hidalgo-Miranda H, Romero-Córdoba S, et al.
Genómica de las propiedades anticancerígenas de los hongos
comestibles, funcionales y medicinales: investigaciones
INMEGEN-CP. In: Martínez-Carrera D, Ramírez-Juárez
J, eds. Ciencia, Tecnología e Innovación en el Sistema
Agroalimentario de México. Texcoco, México: Editorial del
Colegio de Posgraduados-AMC-CONACYT-UPAEP-IMINAP;
2016:827-852.
De Silva DD, Rapior S, Sudarman E, et al. Bioactive metabolites
from macrofungi: ethnopharmacology, biological activities
and chemistry. Fungal Diversity 2013;62:1-40. doi:10.1007/
s13225-013-0265-2
Hawksworth DL. Global species number of fungi: are tropical
studies and molecular approaches contributing to a more
robust estimate? Biodivers Conserv. 2012; 21:2425-2433.
doi:10.1007/s10531-012-0335-x
Gomes-Corrêa RC, Brugnari T, Bracht A, et al. Biotechnological,
nutritional and therapeutic uses of Pleurotus spp. (Oyster
mushroom) related with its chemical composition: a review
on the past decade findings. Trends Food Sci Technol.
2016;50:103-117.
doi:10.1016/j.tifs.2016.01.012
Morris HJ, Beltrán Y, Llauradó G. et al. Mycelia from Pleurotus
sp. (oyster mushroom): a new wave of antimicrobials,
anticancer and antioxidant bio-ingredients. Int J Phytocos Nat
Ingred. 2017;2:14. doi:10.15171/ijpni.2017.14
Oloke JK, Adebayo EA Effectiveness of immunotherapies from
oyster mushroom (Pleurotus species) in the management of
immunocompromised patients. Int J Immunol. 2015;3:8-20.
doi:10.11648/j.iji.s.2015030201.12
Pérez-Martínez AS, Acevedo-Padilla SA, Bibbins-Martínez M,
et al. A perspective on the use of Pleurotus for the development
of convenient fungi-made oral subunit vaccines. Vaccine
2015;33:25-33. doi:10.1016/j.vaccine.2014.10.059
Martel J, Lu Ch, Ko YF, et al. Immunomodulatory properties
of plants and mushrooms. Trends Pharmacol Sci.
2017;38(11):967-981.
doi:10.1016/j.tips.2017.07.006
Beltrán Y, Morris HJ, Aguirre RI. et al. Phenolic content and invitro antioxidant activities of fruiting bodies extracts from the
oyster mushroom Pleurotus ostreatus. J Int Soc Antioxid Nutr
Health 2015;1(1). doi:10.18143/JISANH_v1i1
Beltrán Y, Morris HJ, Reynaldo E, et al. Contenido de fenoles
totales en extractos de Pleurotus obtenidos con solventes de
diferente polaridad. Rev Cubana Invest Biomed. 2013;32:121129.
Sigma-Aldrich
website.
http://www.sigmaaldrich.com/
life-science/epigenetics/bioactive-small-molecules.html.
Accessed August 14, 2015.
National Center for Biotechnological Information. PubChem
database. http://www.ncbi.nlm.nih.gov/pubmed. Accessed
August 14, 2015.
Shivakumar P, Krauthammer M. Structural similarity assessment
for drug sensitivity prediction in cancer. BMC Bioinformatics
2009;10(S9). doi:10.1186/1431-2105-10-S9-S17
Morris HJ, Hernández E, Llauradó G, et al. In vitro antiproliferative effects on NB4 human leukemia cells and
physicochemical screening of Pleurotus sp. (Higher
Basidiomycetes) mycelia from Cuba. Int J Med Mushr.
2014;16:239-245.
doi:10.1615/IntJMedMushr.v16.i3.40
Llauradó G, Farnet AM, Hersens D, et al. In vitro comparative
study of the influence of mycochemical composition of
Pleurotus sp. crude extracts on the growth of tumoral cell
lines. Comunicaciones de la 21 Conferencia de Química.
Santiago de Cuba, Cuba. Diciembre 3-5, 2014.
Keskin OI, Bahar RL, Jernigan JA, et al. Characterization of

International Journal of Phytocosmetics and Natural Ingredients 2018, 5:6

Aguirre et al
http://www.ijpni.org

33.

34.

35.

36.

37.
38.

39.

40.

41.

42.

43.

anticancer agents by their growth inhibitory activity and
relationships to mechanism of action and structure. AntiCancer Drug Design 2000;15:79-98.
Luo X, Yang L, Xiao L, et al. Grifolin directly targets ERK1/2
to epigenetically suppress cancer cell metastasis. Oncotarget
2015;6(40):42704-42716.
Szarc vel Szic K, Ndlovu MN, Haegeman G, et al. Nature
or nurture: Let food be your epigenetic medicine in chronic
inﬂammatory disorders. Biochem Pharmacol. 2010;80:18161832. doi:10.1016/j.bcp.2010.07.029
Erlund I, Meririnne E, Alfthan G, et al. Plasma kinetics and
urinary excretion of the flavanones naringenin and hesperetin
in humans after ingestion of orange juice and grapefruit juice.
J Nutr. 2001;131(2):235-241. doi:10.1093/jn/131.2.235
Kim MY, Seguin P, Ahn JK, et al. Phenolic compound
concentration and antioxidant activities of edible and
medicinal mushrooms from Korea. J Agric Food Chem.
2008;56(16):7265-7270.
doi:10.1021/jf8008553
Maydata AG. Café, antioxidantes y protección a la salud.
MEDISAN 2002;6(4):72-81.
Lou Z, Wang H, Rao S, et al. p-Coumaric acid kills
bacteria through dual damage mechanisms. Food Control
2012;25(2):550-554.
doi:10.1016/j.foodcont.2011.11.022
Lebouvier N, Julian V, Desvignes I, et al. Antiplasmodial
activity of homogentisic acid derivative protein kinase inhibitor
isolated from a Vanuatu marine sponge Pseudoceratina sp.
Marine Drugs 2009;7(4):640-653. doi:10.3390/md7040640
Khan SI, Aumsuwan P. Epigenetic events associated with
breast cancer and their prevention by dietary components
targeting the epigenome. Chem Res Toxicol. 2012;25:61-73.
doi:10.1021/tx200378c
Fang M, Chen D, Yang CS. Dietary polyphenols may affect DNA
methylation. J Nutr. 2007; 137(1):223S-228S. doi:10.1093/
jn/137.1.223S
Subramaniam D, Thombre R, Dhar A, et al. DNA
methyltransferases: A novel target for prevention and therapy.
Frontiers Oncol. 2014;4:80. doi:10.3389/fonc.2014.00080
Bhaiodi A, Ferretti M, Chaimowitz M, et al. Alternative
therapeutic approach to urothelial cell carcinoma with

In silico phenolics antitumor potential

44.

45.

46.

47.

48.

49.

50.

51.

52.

medicinal mushroom extracts. J Cancer Res Treat.
2016;4(5):73-79.
doi:10.12691/jcrt-4-5-1
Elkhateeb WA, Zaghlei GM, El-Garawani LM, et al. Ganoderma
applanatum secondary metabolites induced apoptosis through
differents pathways: In vivo and in vitro anticancer studies.
Biomed Pharmacother. 2018;101:264-277. doi:10.1016/j.
biopha.2018.02.058
Finimundy TC, Abreu RMV, Bonetto N. et al. Apoptosis
induction by Pleurotus sajor-caju (Fr.) Singer extracts
on colorectal cancer cell lines. Food Chem Toxicol.
2018;112:383-392.
doi:10.1016/j.fct.2018.01.015
Di Piro JT, Talbert RL, Yee GC. et al Pharmacotherapy: A
Pathophysiologic Approach. 10th Ed. New York: McGraw-Hill
Education; 2017.
Sukardiman DA, Tanjung M, Darmadi M. Cytotoxic mechanism
of flavonoid from Temu Kunci (Kaempferia pandurata) in cell
culture of human mammary carcinoma. Clin Hemorheol
Microcirc. 2000;23:185-190
Lu TL, Huang GJ, Lu TJ, et al. Hispolon from Phellinus linteus
has antiproliferative effects via MDM2-recruited ERK1/2
activity in breast and bladder cancer cells. Food Chem Toxicol.
2009;47:2013-2021. doi:10.1016/j.fct.2009.05.023
Hu Q, Yuan B, Xiao H, et al. Polyphenols-rich extract from
Pleurotus eryngii with growth inhibitory of HCT116 colon
cancer cells and anti-inflammatory function in RAW264.7
cells. Food Funct. 2018;29(3):1601-1611. doi:10.1039/
c7fo01794d
Byrne HM. Dissecting cancer through mathematics: from the
cell to the animal model. Nature Rev. Cancer 2010;10:221230. doi:10.1038/nrc2808
Rathore S, Verma S, Singh K, et al. An in silico approach for
the evaluation of nutraceutical properties of pearl millet as
a brain food. J In Silico In Vitro Pharmacol. 2017;3(2):18.
doi:10.21767/2469-6692.10018
Amin A, Tuenter E, Foubert K, et al. In vitro and in silico
antidiabetic and antimicrobial evaluation of constituents from
Kickxia ramosissima (Nanorrhinum ramosissimum). Frontiers
Pharmacol. 2017;8:232. doi:10.3389/fphar.2017.00232

© 2018 The Author(s). This is an open-access article distributed under the terms of the Creative Commons Attribution License (http://
creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the original
work is properly cited.

8

International Journal of Phytocosmetics and Natural Ingredients 2018, 5:6

