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Abstract: The catechins derived from green tea possess antioxidant activity and may have a potentially
anticancer effect. PTP1B is tyrosine phosphatase that is oxidative stress regulated and is involved
with prooncogenic pathways leading to the formation of a.o. breast cancer. Here, we present the effect
of selected green tea catechins on enzymatic activity of PTP1B phosphatase and viability of MCF-7
breast cancer cells. We showed also the computational analysis of the most effective catechin binding
with a PTP1B molecule. We observed that epigallocatechin, epigallocatechin gallate, epicatechin,
and epicatechin gallate may decrease enzymatic activity of PTP1B phosphatase and viability of
MCF-7 cells. Conclusions: From the tested compounds, epigallocatechin and epigallocatechin gallate
were the most effective inhibitors of the MCF-7 cell viability. Moreover, epigallocatechin was also
the strongest inhibitor of PTP1B activity. Computational analysis allows us also to conclude that
epigallocatechin is able to interact and bind to PTP1B. Our results suggest also the most predicted
binding site to epigallocatechin binding to PTP1B.

Keywords: protein tyrosine phosphatase inhibitor; PTP1B; breast cancer; green tea catechins;
epigallocatechin

1. Introduction

Green tea—Camellia sinensis L.—is a substance known for its antioxidant properties. The largest
group of substances occurring in green tea are polyphenolic compounds—which have antioxidant and
inflammatory properties. Green tea leaves also contain phenolic acids, amino acids, fats, and proteins
and carbohydrates [1]. Among the polyphenolic biologically active compounds contained in green tea,
the catechins are promising pro- and anti-oxidizing agents. Scientific research to date indicates that the
number of hydroxyl groups as well as the presence of characteristic structural groups in molecules has
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a decisive influence on the antioxidant activity of catechins. In addition, they have the strong potential
to neutralize the reactive oxygen and nitrogen species [2,3]. It has been already presented that green
tea can be widely used in the prevention of breast, lung, esophagus, mouth, stomach, small intestine,
colon, liver, pancreas, prostate, and mammary gland cancers [4–7].

The group of monomeric aglycons—catechins (flavan-3-ols)—belonging to the flavonoid group
include epicatechin (EC), epigallocatechin (EGC), epicatechin gallate (ECG), and epigallocatechin
gallate (EGCG) containing eight hydroxyl groups [8]. The chemical structure of green tea polyphenols
has a significant impact on the antioxidant capacity—meta-5,7 dihydroxy structure and di-/tri-hydroxyl
structure of B and D rings, as well as the presence of not less than five hydroxyl groups. The process
of carcinogenesis can be initiated by the production of reactive oxygen species and the formation of
oxidative stress. Research to date has shown that green tea catechins limit the production of free
radicals, as well as stimulate the antioxidant process of cells before the tumor formation process begins.
An interesting fact is that catechins derived from green tea are noticeable during the three stages of
cancer formation—the stage of initiation, promotion, and aggression [9].

Scientific research indicates that the level of oxidative stress is affected, among others, by the
enzymatic activity of protein tyrosine phosphatases, which include PTP1B—cytoplasmic phosphatase,
a protein involved in cell signaling. Disorders in the action of enzymatic reactions can lead to the
development of carcinogenesis, the induction of breast cancer and the metastasis process [10].

The role of protein tyrosine phosphatases (PTPs) in the formation and development of tumors
was presented during the implementation of considerable scientific research. PTPs have been shown
to be involved in glioblastomas, colon, lung, breast, stomach cancer, and multiple myeloma. Thus,
inhibitors of PTPs (such as PTP1B phosphatase) can be potentially important in the treatment of many
types of cancers, including breast cancer [11]. Phosphatase PTP1B dephosphorylates tyrosine kinases
essential for the induction of breast cancer, such as HER1/EGFR, Src, JAK, and STAT, and initiates tumor
formation. Overexpression and mutation of PTP1B phosphatase in breast cancer cells were already
been observed [12]. Because of the key contribution of protein tyrosine phosphatases in cancer biology,
they may be promising targets for the development of new anticancer diagnostic and therapeutic
strategies [13,14].

Here, we present the effect of selected green tea catechins on enzymatic activity of PTP1B
phosphatase and viability of MCF-7 breast cancer cells.

2. Materials and Methods

2.1. Reagents

Phosphatase PTP1B (No. SRP0215) was obtained from Sigma Aldrich, Schnelldorf, Germany.
MCF-7 cell line was purchased from the European Collection of Cell Cultures (ECACC). Green tea
catechins, cell media, supplements and other reagents were obtained from Sigma Aldrich.

2.2. Cell Line and Culture Conditions

The cells were cultured in DMEM medium supplemented with 10% fetal bovine serum, 100 µg/mL
penicillin/streptomycin, and 2 mM l-glutamine. The culture was maintained at 37 ◦C and in an
atmosphere containing 5% CO2. The cell culture density was kept to maximum 1 × 106 cells/mL. At
least every two days, the medium was replaced with the fresh one, and the cells were counted and
reseeded to maintain the recommended density.

2.3. Cell Viability Assay (MTT Assay)

The MCF-7 cells (1 × 106 cells/mL) untreated (control) or treated with solutions of
catechins after the appropriate incubation time were suspended in a solution of 0.5 mg/mL
(3-[4,5-dimethylthiazol-2-yl]-2,5-diphenyltetrazolium bromide) in PBS without phenol red. The 100 µL
samples were incubated for 2–4 h at 37 ◦C in 96-well plates. When the purple precipitate was clearly



Antioxidants 2020, 9, 1208 3 of 12

visible under the microscope, 100 µL of DMSO was added to each well, and the plate with cover
was left in the dark for 2–4 h. The absorbance at 540 nm was determined using a microplate reader.
The experiments were performed at least three times.

2.4. Recombinant PTP1B Assay

Human recombinant PTP1B protein tyrosine phosphatase was obtained from Sigma-Aldrich.
The solutions of the recombinant PTP was prepared in 10 mM HEPES buffer pH 7.4. The final
concentration of phosphatase in reaction samples was 1.5 µg/mL (3.3 nM). PTP1B enzyme was
untreated (control) or treated with a solution of green tea catechins. The assay was performed in
96-well microplates, and the final volume of each sample was 200 µL. The enzymatic activity of PTP1B
was measured using 1 mM chromogenic substrate para-nitrophenyl phosphate (pNPP) in 10 mM
HEPES buffer pH 7.4, at 37 ◦C. Phosphatase hydrolyzed pNPP to para-nitrophenol and inorganic
phosphate. Para-nitrophenol is an intensely yellow colored soluble product under alkaline conditions.
The increase in absorbance (due to para-nitrophenol formation) is linearly proportional to enzymic
activity concentration (with excessive substrate, i.e., zero-order kinetics) and was assessed at 405 nm
on a microplate reader Jupiter (Biogenet, Jozefow, Poland) using DigiRead Communication Software
(Asys Hitech GmbH, Eugendorf, Austria). The experiments were performed at least three times.

2.5. Modelling

The structure of PTP1B was taken from the Protein Data Bank, pdb id 1SUG. The structure of
the complexes between epigallocatechin and PTP1B was first modelled through molecular docking
calculations, using the Autodock Vina package. The docking box, based on the ligand size and shape,
was determined by Autodock Tools. Six model complexes were selected for further molecular dynamics
(MD) simulations. MD simulations were performed for 150 ns, using the GROMACS 5.1.1 package.
Interactions were described using an all-atoms CHARMM27 force field. The simulations for the various
systems were performed using a cubic box of NaCl 150 mM in explicit TIP3P water solution. Periodic
boundary conditions were applied. The force field parameter files and initial configuration for the
protein were created by GROMACS utilities programs. The force field parameters of epigallochatechin
have been derived from the Merck Molecular ForceField (MMFF), with Van der Waals parameters taken
from the closest atom type in CHARMM22, through the SwissParam web interface. The equilibration
procedure was performed in several steps, starting from an NVT simulation at 300 K with the protein
heavy atom positions restrained to equilibrate the solvent around it, followed by a NPT run at 300 K
and pressure at 1 bar, for a 10 ns run. After the equilibration phase, the system was run for an NVT
production; the trajectory was saved at a frequency of 10 ps to evaluate dynamical and structural
properties. The simulations were always checked versus the root mean square displacement (RMSD)
and the energy profile. During the production runs a velocity rescaling thermostat was used for the
temperature coupling, with a time coupling constant of 0.1 ps. A Parrinello–Rahman barostat was used
for the pressure coupling, with relaxation constant of 1 ps. The equations of motion were integrated
through the Leap-Frog algorithm, using a 2 fs time step. The values of cut-offs of the Lennard–Jones
and real space part of the Coulombic interactions were set to 10 Å. The Particle Mesh Ewald (PME)
summation method was used to evaluate the electrostatic interactions, with an interpolation order of 4
and 0.16 nm of FFT grid spacing. The six epigallocatechin structures (called 1–6) shown around the
PTP1B protein have been selected by a clustering analysis performed by the g_cluster tool implemented
in GROMACS package, following the method outlined in a cited article. Protein–ligand interactions
were found by using the PLIP service. Protein pictures and manipulation were done using Maestro
(Maestro, Schrödinger, LLC, New York, NY, USA, 2018, version 11.6.010) and Chimera [15].

2.6. Statistical Analysis

Experiments were done in triplicates, and the results are reported as mean ± standard deviation.
Best fit linear regression analysis was carried out using. The data were applied to GraphPad Prism
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(GraphPad Software, v.4, La Jolla, CA, USA). From statistical methods, we used regression analysis.
The one-way ANOVA test combined with Dunnett test were also utilized in this study. The data were
expressed as means ± SD. Differences between means were considered significant for p < 0.05.

3. Results

3.1. Inhibitory Effect of EC, EGC, ECG, and EGCG on the Enzymatic Activity of PTP1B

We performed an PTP1B activity assay, to determine impact of four compounds (epicatechin,
epigallocatechin, epicatechin gallate, and epigallocatechin gallate) on recombinant PTP1B phosphatase.
As we can observe, all of the tested compounds are able to decrease the enzymatic activity of PTP1B;
however, epicatechin gallate was only slightly decreased (Figure 1). As demonstrated in Figure 1, one
of four analyzed compounds, epigallocatechin, was the most effective and decreased the enzymatic
activity of PTP1B phosphatase in a concentration dependent manner. We observed that incubation
with 500, 100, 50, 10, and 1 µM epigallocatechin reduced activity of PTP1B to 20, 51, 65, 85, and 92%,
respectively. We calculated IC50 for epigallocatechin against PTP1B enzymatic activity, which was
equaled to 103.8 ÷ 10.1 µM (p < 0.00001), as demonstrated in Figure 2.
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The results were presented as a percentage of control as means ± SD (n = 3).
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3.2. EC, EGC, ECG, and EGCG Effect on the Viability of MCF-7 Breast Cancer Cells

To estimate the effect of selected catechins on breast cancer cells, the MCF-7 cells were treated
with serial concentrations of epicatechin, epigallocatechin, epicatechin gallate, and epigallocatechin
gallate. The cells were incubated for 24 h with 0.98 to 125 µM of selected compounds. As presented in
Figure 3, the results show that all tested compounds are able to decrease the MCF-7 cell viability, and
the inhibition is in a concentration dependent manner. The highest inhibitory effect on cell viability
induces epigallocatechin gallate, which is the most effective starting from even 15.625 µM concentration
(Figure 3D).
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Figure 3. The cellular viability of MCF-7 after 24 h incubation with different concentrations
of (A) epicatechin, (B) epigallocatechin, (C) epicatechin gallate, and (D) epigallocatechin gallate.
The cellular viability was measured by MTT Cell Viability assay. The results were presented as a
percentage of control (mean ± SD, n = 3).

The cellular viability of MCF-7 cells after 24 h incubation according to green tea catechin’s
concentration is also presented in Figures 4 and 5. We observed that 24 h incubation with epicatechin
in concentration 125 µM reduced the MCF-7 viability to 41% (**** p < 0.00001). While epicatechin
at the concentrations range of 0.98–62.5 µM had no significant impact on cell viability, incubation
with concentrations range to 62.5–125 µM epigallocatechin reduced the MCF-7 viability to 37%
(**** p < 0.00001), 31.25 µM to 49% (**** p < 0.00001), and 15.625 µM to 57% (*** p < 0.0001).
Epigallocatechin at the concentrations range 0.98–7.81 µM had no significant impact on cell viability.
Incubation with concentrations 7.81, 15.625, and 125 µM epicatechin gallate reduced the MCF-7 viability
to 81% (* p < 0.1), 74% (** p < 0.001), and 65% (**** p < 0.00001), respectively. Other concentrations of
epicatechin gallate had no significant impact on cell viability. Incubation with concentration range
0.98–125 µM epigallocatechin gallate reduced the MCF-7 cell viability to 78 (** p < 0.001), 85 (no
significant), 83 (* p < 0.1), 71 (*** p < 0.0001), 31 (**** p < 0.00001), 29 (**** p < 0.00001), 30 (**** p < 0.00001),
and 42% (**** p < 0.00001), respectively (Figure 4).
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Comparing the inhibitory effect of tested compounds against PTP1B enzymatic activity and MCF-7
viability presented as IC50 values (Table 1), we can conclude that epigallocatechin is the most effective
inhibitor from tested compounds both oncogenic PTP1B phosphatase and breast cancer cell viability.
Both epigallocatechin and epigallocatechin gallate were able to decrease the MCF-7 cell viability with
the strongest effect.

Table 1. Inhibitory activity of compounds as calculated IC50 values against PTP1B phosphatase
enzymatic activity in comparison to the calculated IC50 values against MCF-7 viability.

IC50 [µM]

PTP1B MCF-7

EPICATECHIN >500.0 113.2 ± 22.6
EPIGALLOCATECHIN 103.8 ± 10.1 35.9 ± 10.6

EPICATECHIN GALLATE >500.0 >125.0
EPIGALLOCATECHIN GALLATE >500.0 13.9 ± 3.1

3.3. Docking EC, EGC, ECG, and EGCG to PTP1B

Molecular Modelling Studies

The six different binding poses of epigallocatechin with PTP1B, found at the end of 150 ns of MD
simulations, are shown in Figure 7A. The 2D pictures of the residues involved in the binding of the
ligand and RMSD plot, for each of the six simulations, are also reported in Figure 7B,C, respectively.
Among the different binding positions, the one labeled 5 shows the larger number of H-bonds between
the ligand and the protein. Moreover, it is inserted more deeply within the indicated binding pocket.
These results suggest that the binding at site 5 is by far preferable compared to the other binding
sites found.
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4. Discussion

More and more scientific research is focused on the use of botanical properties, or more precisely,
the bioactive ingredients contained in them, in the prevention of cancer. It is known that free radicals
have a decisive influence on the formation of tumors [15]. Polyphenols, however, have antioxidant
and neutralizing free radicals. Antioxidants suppress oxidation reactions caused by reactive oxygen
and nitrogen free radicals. In this way, they delay and prevent cell damage [16]. Green tea, which is
the subject of our research, is one of the most popular drinks consumed in the world. In addition, it
contains a number of powerful antioxidants and, more specifically, polyphenols [17].

The group of polyphenols contained in green tea (Camellia sinesis) includes catechins and phenolic
acids [18]. Catechins belong to the group of flavonoids and reveal antioxidant activities. Interesting
is the fact that the amount of catechins in the infusion of green tea is influenced by factors such as
growing conditions [19]. Green tea catechins are recognized as an effective preventive measure in
the field of cancer. Available data indicate potential efficacy against esophageal cancer, liver cancer,
prostate cancer, or breast cancer [20]. However, from a medical point of view, it should be emphasized
that green tea polyphenols cannot replace oncological treatment, such as chemotherapy or radiation.
Nevertheless, their effective antioxidant activity may support cancer prevention as well as support the
effectiveness of chemotherapeutic agents. Indeed, in addition to chemopreventive activity, green tea
catechins also exhibit anti-inflammatory as well as antimicrobial activity [21].

There are four main catechins contained in green tea: epicatechin (EC), epigallocatechin (EGC),
epicatechin 3-gallate (ECG), and epigallocatechin 3-gallate (EGCG). EGCG is the most studied and
widespread catechins [20]. This catechin is called the main polyphenol of Camellia sinesis [22]. However,
in our studies, we considered all four green tea catechins. As presented in results section, we showed
that EGCG were one of the most effective also in our studies.

As mentioned above, EGCG is commonly referred to as the central derived catechins from green tea.
Anticancer properties EGCG is a leading research point. The available data indicate an antiproliferative
effect on cells, acting against angiogenesis [23]. In addition, it is characterized by effective cell cycle
arresting action through enzyme regulation as well as induction of apoptosis. The signaling pathways
responsible for anti-tumor activity are mainly PI3K/AKT, MAPK, JAK/STAT [24]. In vivo research,
based on the consumption of green tea, draws attention to the effective anti-cancer effect in lung cancer,
stomach cancer, liver cancer, or colorectal cancer [24]. In addition, EGCG has an inhibitory effect on the
growth of pancreatic cancer [25].

In addition to the chemopreventive potential, EGCG possesses also antioxidant effects [26]. This
catechin is considered as a free radical scavenger. Antioxidant activity is based on limiting damage
caused by oxidative stress, as well as inhibiting reactive oxygen species. Indeed, antioxidants also
improve mitochondrial function [27].

However, antioxidants can also act as pro-oxidants when used in too-high concentrations [28].
The pro-oxidative effect consists in the production of hydrogen peroxide, hydroxyl radicals, and other
intermediates of this process. EGCG used at physiological concentrations, from 1 to 50 µM, can produce
low doses of reactive oxygen species. This mechanism is created to stimulate appropriate protective
processes through the activation of signal paths [29].

The anti-cancer role of EGCG has been confirmed in various types of cancer and is still being
under explored. This green tea compound role in diseases management can be attributed to its
antioxidant and anti-inflammatory properties [30]. The chemopreventive effect of EGCG has also been
proven in in vitro and in vivo studies in cancer stem cells. Stem cells have the ability to proliferate, i.e.,
maintain, a constant number of cells, as well as self-renewing. In addition, stem cells have the ability
to differentiate into any type of cell. Research indicates that green tea extract, including EGCG, inhibits
growth in both animal and cellular models [31].

EGCG possess also anti-inflammatory properties [32]. Inflammation is closely related to the release
of reactive oxygen species (ROS) and pro-inflammatory cytokines. The inflammatory response is
characterized by a large number of aggregations of immune cells at the site of inflammation. The EGCG
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anti-inflammatory mechanism is associated with the signal transduction process. Available data
indicate that EGCG has inhibitory activity against IL-8 through airway epithelial cells [33].

Another green tea catechin, EC, is a compound characterized by high antioxidant and
anti-inflammatory bioactivity [34]. Available data indicate that EC in concentrations of 0.1–1 mM have
a nitrite-inhibiting activity, which in turn, is the next product of nitric oxide. EC causes apoptosis and
DNA damage in acute myeloid leukemia cells in animal models of rats [34]. In addition, EC inhibits
the binding of NF-κ B to Jurkat T cells and Hodgin’s lymphoma, which causes cell proliferation [35].
The disruption of proliferation of EC-treated cells can be explained by Na+/H+ ATPase inhibition [35].

Research indicates that EC affects trunsduction of signaling pathways. At micromolar
concentrations, EC inhibits Er2 phosphorylation, which belongs to the Ras/MAPK pathway [34].
This pathway is essential for cellular processes such as survival and proliferation. Furthermore, EC
influences NF-κ B signaling as well as induces Akt, HSP90, and eNOS phosphorylation in human
HCAEC cells. In human cultured fibroblasts, EC reduces the expression of p-38 and p-JNK [36].

The available studies carried out on MDA-MB-231 and MC7 breast cancer cell cultures indicate
that EGC has an inhibitory effect on the growth of cancer cells [22]. Moreover, these studies also
showed that DNA damage caused by increased levels of free radicals may play a key role in the
etiopathogenesis of breast cancer [22].

The inhibition of tumor cell growth was dependent on the induction of apoptosis, but without
noticeable changes in the progress of the cell cycle [23]. The relationship with the p53 transcription
factor is noticeable with MCF-7 cells, while MDA-MB-231 cells express the p53 mutation. Induction of
apoptosis in both lines indicates the independence of apoptosis from p53 status [22]. However, the
mechanism of action by EC is not fully understood and requires further research in this direction.

Epicatechin (EC) can be considered also as an otoprotective agent. EC inhibited activation of JNK,
ERK, cytochrome-c and caspase-3 by cisplatin. EC may have clinical use as a chemopreventive agent
that prevents cisplatin ototoxicity [37].

Research of the effect of epicatechin gallate is very limited. It is known that epicatechin gallate
does not induce the expression of the gene encoding NQO1 [23]. Moreover, the ECG content of green
tea varies between 3 and 6%. ECG and EGCG also have a strong inhibitory effect on the adhesion of
Streptococcus mutans JC-2 bacteria [38]. Similar to other green tea catechins, ECG has an antioxidant
effect, but this catechin requires further research.

5. Conclusions

Protein tyrosine phosphatases have recently become a potential pharmacological target for the
design of new generation drugs. Protein tyrosine phosphatases PTP1B are over-expressed in breast
cancer cells, trigger the growth of the tumor, and act as signaling oncogenic functions to promote
growth factors and cytokines [39]. Due to the fact that PTP1B tyrosine phosphatase may be a good target
for treatment, its inhibitors could be useful in a support treatment for systemic drugs as supplements.
We decided to assess the inhibitory properties of green tea active compounds, not only on breast cancer
cells, but also on enzymatic activity of PTP1B phosphatase involved in breast cancer development.

In our studies, we focused on the effect of four main green tea catechins described above on
activity of pro-oncogenic PTP1B recombinant phosphatase as well as on viability of MCF-7 breast
cancer cells. We have found that epigallocatechin, epigallocatechin gallate, epicatechin, and epicatechin
gallate are able to decrease enzymatic activity of PTP1B phosphatase as well as the viability of MCF-7
cells. We discovered that from tested catechins epigallocatechin and epigallocatechin gallate were most
effective inhibitors of the MCF-7 cell viability. Epigallocatechin was additionally the strongest inhibitor
of PTP1B activity. We performed computational analysis of epigallocatechin binding to PTP1B. We
discovered the most predicted binding pose of epigallocatechin to PTP1B.

The obtained results can be used in a future to increase the effect of anticancer systemic drugs and
to avoid its oxidative side effects epigallocatechin and epigallocatechin gallate are promising agents as
supplements to support the anti-cancer treatment for breast cancer.



Antioxidants 2020, 9, 1208 10 of 12

Author Contributions: Conceptualization, A.K.-J. and M.G.-P.; methodology, A.K.-J., M.G.-P., G.B., G.L.-B., F.L.-C.;
software, G.B., G.L.-B., F.L.-C.; validation, A.K.-J., M.G.-P.; formal analysis, A.K.-J.; investigation, T.K., C.M.;
resources, A.K.-J., M.G.-P.; data curation, A.K.-J., T.K.; writing—original draft preparation, A.K.-J., M.G.-P., C.M.,
T.K.; writing—review and editing, A.K.-J.; visualization, T.K., G.B., G.L.-B., F.L.-C.; supervision, A.K.-J., M.G.-P.;
project administration, M.G.-P.; funding acquisition, M.G.-P., A.K.-J. All authors have read and agreed to the
published version of the manuscript.

Funding: The studies concerning anticancer influence of green tea catechins were funded by the MN grant
No. 01-0420/08/259 from Medical University of Gdansk (Gdansk, Poland) and Polish Ministry of Science and
Higher Education.

Acknowledgments: A.K.-J. acknowledge support from grant number IP2015 038774 for manuscript publication
and enzymatically part of PTP1B analysis.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to
publish the results.

References

1. Khan, N.; Mukhtar, H. Tea Polyphenols in Promotion of Human Health. Nutrients 2018, 11, 39. [CrossRef]
2. Ohishi, T.; Goto, S.; Monira, P.; Isemura, M.; Nakamura, Y. Anti-inflammatory Action of Green Tea.

Anti-Inflamm. Anti-Allergy Agents Med. Chem. 2016, 15, 74–90. [CrossRef] [PubMed]
3. Kim, H.S.; Quon, M.J.; Kim, J.A. New insights into the mechanisms of polyphenols beyond antioxidant

properties; lessons from the green tea polyphenol, epigallocatechin 3-gallate. Redox Biol. 2014, 2, 187–195.
[CrossRef] [PubMed]

4. Thangapazham, R.L.; Singh, A.K.; Sharma, A.; Warren, J.; Gaddipati, J.P.; Maheshwari, R.K. Green tea
polyphenols and its constituent epigallocatechin gallate inhibits proliferation of human breast cancer cells
in vitro and in vivo. Cancer Lett. 2007, 245, 232–241. [CrossRef] [PubMed]

5. Yamauchi, R.; Sasaki, K.; Yoshida, K. Identification of epigallocatechin-3-gallate in green tea polyphenols as a
potent inducer of p53-dependent apoptosis in the human lung cancer cell line A549. Toxicol. In Vitro 2009, 23,
834–839. [CrossRef] [PubMed]

6. Sánchez-Tena, S.; Vizán, P.; Dudeja, P.K.; Centelles, J.J.; Cascante, M. Green tea phenolics inhibit
butyrate-induced differentiation of colon cancer cells by interacting with monocarboxylate transporter 1.
Biochim. Biophys. Acta 2013, 1832, 2264–2270. [CrossRef]

7. Yang, G.Y.; Liao, J.; Kim, K.; Yurkow, E.J.; Yang, C.S. Inhibition of growth and induction of apoptosis in
human cancer cell lines by tea polyphenols. Carcinogenesis 1998, 19, 611–616. [CrossRef]

8. Negri, A.; Naponelli, V.; Rizzi, F.; Bettuzzi, S. Molecular Targets of Epigallocatechin-Gallate (EGCG): A Special
Focus on Signal Transduction and Cancer. Nutrients 2018, 10, 1936. [CrossRef]

9. Filippini, T.; Malavolti, M.; Borrelli, F. Green tea (Camellia sinensis) for the prevention of cancer. Cochrane
Database Syst. Rev. 2020, 3, CD005004. [CrossRef]

10. Lessard, L.; Stuible, M.; Tremblay, M.L. The two faces of PTP1B in cancer. Biochim. Biophys. Acta. 2010, 1804,
613–619. [CrossRef]

11. Aceto, N.; Bentires-Alj, M. Targeting protein-tyrosine phosphatases in breast cancer. Oncotarget 2012, 3,
514–515. [CrossRef] [PubMed]

12. Nunes-Xavier, C.E.; Martin-Perez, J.; Elson, A.; Pulido, R. Protein tyrosine phosphatases as novel targets in
breast cancer therapy. Biochim. Biophys. Acta 2013, 1836, 211–226. [CrossRef] [PubMed]

13. Frankson, R.; Yu, Z.H.; Bai, Y.; Li, Q.; Zhang, R.Y.; Zhang, Z.Y. Therapeutic targeting of oncogenic tyrosine
phosphatases. Cancer Res. 2017, 77, 5701–5705. [CrossRef] [PubMed]

14. Scott, L.M.; Lawrence, H.R.; Sebti, S.M.; Lawrence, N.J.; Wu, J. Targeting Protein Tyrosine Phosphatases for
Anticancer Drug Discovery. Curr. Pharm. Des. 2010, 16, 1843–1862. [CrossRef]

15. Pettersen, E.F.; Goddard, T.D.; Huang, C.C.; Couch, G.S.; Greenblatt, D.M.; Meng, E.C.; Ferrin, T.E. UCSF
Chimera—A visualization system for exploratory research and analysis. J. Comput. Chem. 2004, 25, 1605–1612.
[CrossRef] [PubMed]

16. Ahmad, N.; Makhtar, H. Green tea polyphenols and cancer: Biologic mechanisms and implications. Nutr.
Rev. 1999, 57, 78–83. [CrossRef]

http://dx.doi.org/10.3390/nu11010039
http://dx.doi.org/10.2174/1871523015666160915154443
http://www.ncbi.nlm.nih.gov/pubmed/27634207
http://dx.doi.org/10.1016/j.redox.2013.12.022
http://www.ncbi.nlm.nih.gov/pubmed/24494192
http://dx.doi.org/10.1016/j.canlet.2006.01.027
http://www.ncbi.nlm.nih.gov/pubmed/16519995
http://dx.doi.org/10.1016/j.tiv.2009.04.011
http://www.ncbi.nlm.nih.gov/pubmed/19406223
http://dx.doi.org/10.1016/j.bbadis.2013.08.009
http://dx.doi.org/10.1093/carcin/19.4.611
http://dx.doi.org/10.3390/nu10121936
http://dx.doi.org/10.1002/14651858.CD005004.pub3
http://dx.doi.org/10.1016/j.bbapap.2009.09.018
http://dx.doi.org/10.18632/oncotarget.496
http://www.ncbi.nlm.nih.gov/pubmed/22626783
http://dx.doi.org/10.1016/j.bbcan.2013.06.001
http://www.ncbi.nlm.nih.gov/pubmed/23756181
http://dx.doi.org/10.1158/0008-5472.CAN-17-1510
http://www.ncbi.nlm.nih.gov/pubmed/28855209
http://dx.doi.org/10.2174/138161210791209027
http://dx.doi.org/10.1002/jcc.20084
http://www.ncbi.nlm.nih.gov/pubmed/15264254
http://dx.doi.org/10.1111/j.1753-4887.1999.tb06927.x


Antioxidants 2020, 9, 1208 11 of 12

17. Gupta, D.A.; Bhaskar, D.J.; Gupta, R.K. Green tea: A review on its natural anti-oxidant therapy and cariostatic
benefits. Biol. Sci. Pharm. Res. 2014, 2, 8–12.

18. Masek, A.; Chrzescijanska, E.; Latos, M.; Zaborski, M.; Podsedek, A. Antioxidant and antiradical properties
of green tea extract compounds. Int. J. Electrochem. Sci. 2017, 12, 6600–6610. [CrossRef]

19. Barbosa, D.S. Green tea polyphenolic compounds and human health. J. Verbr. Lebensm. 2007, 2, 407–413.
[CrossRef]

20. Zhang, C.; Suen, C.L.C.; Yang, C.; Quek, S.Y. Antioxidant capacity and major polyphenol composition of teas
as affected by geographical location, plantation elevation and leaf grade. Food Chem. 2018, 244, 109–119.
[CrossRef]

21. Musial, C.; Kuban-Jankowska, A.; Gorska-Ponikowska, M. Beneficial Properties of Green Tea Catechins. Int.
J. Mol. Sci. 2020, 21, 1744. [CrossRef] [PubMed]

22. Yang, Y.; Zhang, T. Antimicrobial Activities of Tea Polyphenol on Phytopathogens: A Review. Molecules
2019, 24, 816. [CrossRef] [PubMed]

23. Steinmann, J.; Buer, J.; Pietschmann, T.; Steinmann, E. Anti-infective properties of epigallocatechin-3-gallate
(EGCG), a component of green tea. Br. J. Pharmacol. 2013, 168, 1059–1073. [CrossRef] [PubMed]

24. Bonuccelli, G.; Sotgia, F.; Lisanti, M.P. Matcha green tea (MGT) inhibits the propagation of cancer stem cells
(CSCs), by targeting mitochondrial metabolism, glycolysis, and multiple cell signaling pathways. Aging
2018, 10, 1867–1883. [CrossRef] [PubMed]

25. Chu, C.; Deng, J.; Man, Y.; Qu, Y. Green Tea Extracts Epigallocatechin-3-gallate for Different Treatments.
Biomed. Res. Int. 2017, 2017, 5615647. [CrossRef]

26. Shankar, S.; Marsh, L.; Srivastava, R.K. EGCG inhibits growth of human pancreatic tumors orthotopically
implanted in Balb C nude mice through modulation of FKHRL1/FOXO3a and neuropilin. Mol. Cell. Biochem.
2013, 372, 83–94. [CrossRef]

27. Yang, C.S.; Lambert, J.D.; Sang, S. Antioxidative and anticarcinogenic activities of tea polyphenols. Arch.
Toxicol. 2009, 83, 11–21. [CrossRef]

28. Meng, Q.; Velalar, C.N.; Ruan, R. Regulating the age-related oxidative damage, mitochondrial
integrity, and antioxidative enzyme activity in Fischer 344 rats by supplementation of the antioxidant
epigallocatechin-3-gallate. Rejuvenation Res. 2008, 11, 649–660. [CrossRef]

29. Li, G.-X.; Chen, Y.-K.; Hou, Z. Pro-oxidative activities and dose-response relationship of
(−)-epigallocatechin-3-gallate in the inhibition of lung cancer cell growth: A comparative study in vivo and
in vitro. Carcinogenesis 2010, 31, 902–910. [CrossRef]

30. Almatroodi, S.A.; Almatroudi, A.; Khan, A.A.; Alhumaydhi, F.A.; Alsahli, M.A.; Rahmani, A.H. Potential
Therapeutic Targets of Epigallocatechin Gallate (EGCG), the Most Abundant Catechin in Green Tea, and Its
Role in the Therapy of Various Types of Cancer. Molecules 2020, 25, 3146.

31. Okabe, S.; Ochiai, Y.; Aida, M.; Park, K.; Kim, S.J.; Nomura, T.; Suganuma, M.; Fujiki, H. Mechanistic aspects
of green tea as a cancer preventive: Effect of components on human stomach cancer cell lines. Jpn. J. Cancer
Res. 1999, 90, 733–739. [CrossRef] [PubMed]

32. Schulze, J.; Melzer, L.; Smith, L.; Teschke, R. Green Tea and Its Extracts in Cancer Prevention and Treatment.
Beverages 2017, 3, 17. [CrossRef]

33. Kim, I.B.; Kim, D.Y.; Lee, S.J. Inhibition of IL-8 production by green tea polyphenols in human nasal fibroblasts
and A549 epithelial cells. Biol. Pharm. Bull. 2006, 29, 1120–1125. [CrossRef] [PubMed]

34. Shay, J.; Elbaz, H.A.; Lee, I.; Zielske, S.P.; Malek, M.H.; Hüttemann, M. Molecular Mechanisms and Therapeutic
Effects of (-)-Epicatechin and Other Polyphenols in Cancer, Inflammation, Diabetes, and Neurodegeneration.
Oxid. Med. Cell. Longev. 2015, 2015, 181260. [CrossRef]

35. Rizvi, S.I.; Zaid, M.A. Impairment of sodium pump and Na/H exchanger in erythrocytes from non-insulin
dependent diabetes mellitus patients: Effect of tea catechins. Clin. Chim. Acta 2005, 354, 59–67. [CrossRef]

36. Vergote, D.; Cren-Olivé, C.; Chopin, V. (−)-Epigallocatechin (EGC) of green tea induces apoptosis of human
breast cancer cells but not of their normal counterparts. Breast Cancer Res. Treat. 2002, 76, 195–201. [CrossRef]

37. Lee, J.S.; Kang, S.U.; Hwang, H.S.; Pyun, J.H.; Choung, Y.H.; Kim, C.H. Epicatechin protects the auditory
organ by attenuating cisplatin-induced ototoxicity through inhibition of ERK. Toxicol. Lett. 2010, 199, 308–316.
[CrossRef]

38. Otake, S.; Makimura, M.; Kuroki, T. Anticaries effects of polyphenolic compounds from Japanese green tea.
Caries Res. 1991, 25, 438–443. [CrossRef]

http://dx.doi.org/10.20964/2017.07.06
http://dx.doi.org/10.1007/s00003-007-0246-z
http://dx.doi.org/10.1016/j.foodchem.2017.09.126
http://dx.doi.org/10.3390/ijms21051744
http://www.ncbi.nlm.nih.gov/pubmed/32143309
http://dx.doi.org/10.3390/molecules24040816
http://www.ncbi.nlm.nih.gov/pubmed/30823535
http://dx.doi.org/10.1111/bph.12009
http://www.ncbi.nlm.nih.gov/pubmed/23072320
http://dx.doi.org/10.18632/aging.101483
http://www.ncbi.nlm.nih.gov/pubmed/30153655
http://dx.doi.org/10.1155/2017/5615647
http://dx.doi.org/10.1007/s11010-012-1448-y
http://dx.doi.org/10.1007/s00204-008-0372-0
http://dx.doi.org/10.1089/rej.2007.0645
http://dx.doi.org/10.1093/carcin/bgq039
http://dx.doi.org/10.1111/j.1349-7006.1999.tb00808.x
http://www.ncbi.nlm.nih.gov/pubmed/10470285
http://dx.doi.org/10.3390/beverages3010017
http://dx.doi.org/10.1248/bpb.29.1120
http://www.ncbi.nlm.nih.gov/pubmed/16755003
http://dx.doi.org/10.1155/2015/181260
http://dx.doi.org/10.1016/j.cccn.2004.11.008
http://dx.doi.org/10.1023/A:1020833410523
http://dx.doi.org/10.1016/j.toxlet.2010.09.013
http://dx.doi.org/10.1159/000261407


Antioxidants 2020, 9, 1208 12 of 12

39. Yu, M.; Liu, Z.; Liu, Y.; Zhou, X.; Sun, F.; Liu, Y.; Li, L.; Hua, S.; Zhao, Y.; Gao, H.; et al. PTP1B markedly
promotes breast cancer progression and is regulated by miR-193a-3p. FEBS J. 2019, 286, 1136–1153. [CrossRef]

Publisher’s Note: MDPI stays neutral with regard to jurisdictional claims in published maps and institutional
affiliations.

© 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1111/febs.14724
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Reagents 
	Cell Line and Culture Conditions 
	Cell Viability Assay (MTT Assay) 
	Recombinant PTP1B Assay 
	Modelling 
	Statistical Analysis 

	Results 
	Inhibitory Effect of EC, EGC, ECG, and EGCG on the Enzymatic Activity of PTP1B 
	EC, EGC, ECG, and EGCG Effect on the Viability of MCF-7 Breast Cancer Cells 
	Docking EC, EGC, ECG, and EGCG to PTP1B 

	Discussion 
	Conclusions 
	References

