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Unlike normal cells, tumor cells survive in a specific redox environment where the elevated reactive oxygen
species contribute to enhance cell proliferation and to suppress apoptosis. Alpha-lipoic acid, a naturally
occurring reactive oxygen species scavenger, has been shown to possess anticancer activity, due to its ability
to suppress proliferation and to induce apoptosis in different cancer cell lines. Since at the moment little
information is available regarding the potential effects of alpha-lipoic acid on breast cancer, in the present
study we addressed the question whether alpha-lipoic acid induces cell cycle arrest and apoptosis in the
human breast cancer cell line MCF-7. Moreover, we investigated some molecular mechanisms which
mediate alpha-lipoic acid actions, focusing on the role of the PI3-K/Akt signalling pathway. We observed that
alpha-lipoic acid is able to scavenge reactive oxygen species in MCF-7 cells and that the reduction of reactive
oxygen species is followed by cell growth arrest in the G1 phase of the cell cycle, via the specific inhibition
of Akt pathway and the up-regulation of the cyclin-dependent kinase inhibitor p27kip1, and by apoptosis, via
changes of the ratio of the apoptotic-related protein Bax/Bcl-2. Thus, the anti-tumor activity of alpha-lipoic
acid observed in MCF-7 cells further stresses the role of redox state in regulating cancer initiation and
progression.
+39 02 50318204.
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1. Introduction

Alpha-lipoic acid (thioctic acid, 5-(1,2-dithiolan-3-yl)pentanoic
acid,) is a naturally occurring antioxidant synthesized in small amounts
by plants and animals, including humans, which functions as an
essential co-factor for several mitochondrial multi-enzyme complexes
involved in energy metabolism (Biewenga et al., 1997; Packer et al.,
1995, 1997). In addition to these physiological functions, due to its
ability to scavenge reactive oxygen species and to regenerate other
endogenous antioxidants (Packer et al., 1997, 2001; Somchit et al.,
2004), alpha-lipoic acid is utilized in clinical conditions with oxidative
stress, like diabetes, liver and neurodegenerative diseases (Gualandri
et al., 2003; Packer et al., 1995). In cells, alpha-lipoic acid is reduced to
yield the active form, dihydrolipoic acid, which scavenges various
reactive oxygen species and regenerates other endogenous antioxidants
(Biewenga et al., 1997; Packer et al., 1997, 2001).
Previous studies indicated that intracellular redox balance is linked
to cellular growth control and that the redox state plays a crucial role in
carcinogenesis. Moreover, it has been shown that dietary intake of
antioxidants may be chemopreventive and may improve the efficacy
of chemotherapy (Drisko et al., 2003; Kovacic and Jacintho, 2001).
Unlike normal cells, tumor cells survive in a specific redox environment
where the elevated reactive oxygen species, which have been indicated
as critical signalling molecules (Kamata and Hirata, 1999), contribute
to enhance cell proliferation and to suppress apoptosis (Fruehauf and
Meyskens, 2007). In addition, the fluctuation of the intracellular redox
state has been shown to affect cell proliferation and apoptosis via
modulation of the serine-threonine kinase Akt, a critical enzyme involved
in cell survival pathways (Kennedy et al., 1997; Torii et al., 2006).

Over the last years, considerable attention has been focused on the
potential anticancer effects of different naturally occurring compounds,
such as resveratrol, curcumin and genistein (Kuo et al., 2002; Li et al.,
2005; Rao et al., 2005), in order to identify and validate novel strategies
for cancer therapy, to overcome resistance and side effects of drugs
presently utilized in the clinical therapy and to improve patient
outcome. Among these molecules, alpha-lipoic acid has gained con-
siderable attention since it was able to induce cell cycle arrest and
apoptosis in different cancer cell lines (Simbula et al., 2007; vandeMark
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et al., 2003; Wenzel et al., 2005), while it exerted protective effects in
normal cells (Pierce et al., 2000; Piotrowski et al., 2001). Since at the
moment little information is available regarding the potential effects of
alpha-lipoic acid on breast cancer, which is worldwide a major cause of
mortality in women, in the present study we addressed the question
whether alpha-lipoic acid induces cell cycle arrest and apoptosis in
the human breast cancer cell line MCF-7. Moreover, we investigated
the role of the phosphatidylinositol 3-kinase (PI3-K)/Akt signalling
pathway in such effects.
2. Materials and methods

2.1. Reagents

A stock solution was prepared by dissolving alpha-lipoic acid
(Istituto Biochimico Pavese Pharma, Pavia, Italy) in absolute ethanol.
The PI3-K inhibitor LY-294,002 (Sigma-Aldrich, Milan, Italy) was
dissolved in dimethyl sulfoxide. Primary antibodies, including mono-
clonal anti-Akt, anti-Bax, anti-Bcl-2, anti-p27kip1, polyclonal anti-
phospho-Akt (pAkt, Ser 473) and anti-rabbit and anti-mouse IgG
secondary antibodies conjugated with horseradish peroxidase were
obtained from Santa Cruz Biotechnology (Santa Cruz, CA). All other
reagents were from Sigma-Aldrich, unless otherwise indicated.
2.2. Cell culture

MCF-7 human breast cancer cells (American Type Culture Col-
lection, Rockville, MD) were grown in RPMI 1640 (Biochrom, Berlin,
Germany) supplemented with 1 mM sodium pyruvate, 100 U/ml
penicillin, 100 µg/ml streptomycin, 2 mM glutamine, 1 mM non es-
sential aminoacids and 10% fetal bovine serum (Gibco, Grand Island,
NY). The medium was replaced at 3-day intervals. Subconfluent cells
were routinely harvested with 0.05% trypsin/0.02% EDTA (Biochrom).
Treatments were performed with increasing doses of alpha-lipoic
acid (0.25–2.5 mM), selected according to previous studies involving
tumor clones (Choi et al., 2009; Shi et al., 2008; vandeMark et al., 2003).
2.3. MTT assay

Cell growth was evaluated by 3-(4,5-dimethylthiazol-2-yl)-2,5-
diphenyltetrazolium bromide (MTT) assay (Promega Italia, Milan,
Italy). The assaywasperformedby the additionof a premixedoptimized
dye solution. After a 4-h incubation at 37 °C, solubilization/stop
solution mix was added to solubilize the formazan product and the
absorbance at 570 nm was recorded.
2.4. BrdU assay

MCF-7 cells were seeded in a 96-well plate in a final volume of
200 μl per well and incubated at 37 °C for 24 h for cell attachment.
Then, the culture medium was replaced by adding 180 μl of expe-
rimental medium and 200 µl of 100 μM 5′-bromo-2′deoxyuridine
(BrdU labeling solution, Delfia cell proliferation kit, Perkin Elmer,
Milan, Italy) and the incubation was carried on for further 24 h. Cells
were subsequently fixed (fix solution, 100 μl per well) for 30 min and
then incubated, at room temperature, for further 120 min with a
primary monoclonal antibody against BrdU (0.5 μg/ml) conjugated
with Europium (Eu; Anti-BrdU-Eu working solution). Finally, after
adding a specific inducer solution (200 μl/well), the Eu-fluorescence
was measured in a time-resolved fluorometer. To exclude any unspeci-
fic binding of both BrdU and anti-BrdU Eu, for every experiment a row
without cells (only medium) has been analyzed.
2.5. Western blot assay

Cells were collected in 100 µl lysis buffer containing 1% protease
inhibitor cocktail. The cell suspension was kept on ice for 20 min
and then centrifuged at 15,000×g for 15 min at 4 °C. Protein
concentration was quantified with the BCA Protein Assay kit (Pierce,
Rockford, IL). 50 µg protein samples/lane and molecular mass marker
(GE Healthcare, Milan, Italy) were separated on a sodium dodecylsul-
fate-polyacrylamide gel. Blots were blocked with 5% dry milk in tris-
buffered saline/0.1% tween-20 and then incubated overnight with a
diluted solution of the primary antibody. The incubation with a HRP-
conjugated antibody was performed at room temperature for 2 h.
Immunoreactivity was detected by the SuperSignal West Pico Sub-
strate solution (Pierce) and X-ray films.

2.6. Cell cycle analysis

Cells were collected and resuspended at the concentration of
1×106 cells/ml in a DNA-staining solution containing 0.1% Nonidet
P-40, 0.5 mg/ml RNAse (type IIIA) and 25 g/ml propidium iodide (PI)
and incubated for 30 min at 37 °C in the dark. DNA content was
analysed by flow cytometry (CyFlow, Partec Italia, Milan, Italy).

2.7. Cell apoptosis analysis

A Vybrant Apoptosis Assay Kit #2 (Molecular Probes, Leiden, The
Netherlands) was used. Cells were harvested, washed, incubated with
Alexa Fluor 488 annexin-V fluorescein isothiocyanate (FITC) and PI,
and incubated for 15 min at room temperature. After treatment with
both probes, apoptotic cells showed green fluorescence, dead cells
showed red and green fluorescence, while living cells showed little
or no fluorescence. Cells were analyzed by flow cytometry.

2.8. Measurement of intracellular reactive oxygen species

Intracellular reactive oxygen species levels were measured using
the non fluorescent compound 2′,7′-dichlorofluorescein-diacetate
(DCFH-DA), according to Jiao (Jiao and Zhao, 2002). Cells were incu-
bated for 30 min at 37 °C with 20 µM DCFH-DA which passes through
the cell membrane and once inside the cell is converted to the non
fluorescent derivate dichlorofluorescein, which in turn remains inside
the cell and reacts with intracellular reactive oxygen species to produce
the fluorescent dye 2′,7′-dichlorodihydrofluorescein (DCF). The fluores-
cence was recorded at 490 nm excitation and 530 nm emission using
a spectrophotofluorimeter.

2.9. Statistical analysis of biological assays

Statistical analysis was performed using the Prism statistical ana-
lysis package (GraphPad Software, San Diego, CA). Data are expressed
as mean±S.D. or S.E.M. Differences between treatment groups were
evaluated by ANOVA, followed by post hoc Dunnett's test and consid-
ered significant at Pb0.05.

3. Results

3.1. Alpha-lipoic acid inhibits cell growth

MCF-7 cells were treated for 24, 48 and 72 h with increasing doses
of alpha-lipoic acid (0.25–2.5 mM) and subjected to MTT assay.
Alpha-lipoic acid was found to inhibit cell growth at each time point
tested and the magnitude of this suppression was seen as early as
after 24-h exposure to 0.5 mM alpha-lipoic acid (−13%); at the same
time point, 1 and 2.5 mM alpha-lipoic acid reduced cell growth by
about 41%. Increasing doses of alpha-lipoic acid (0.25, 0.5, 1 and
2.5 mM) yielded a parallel reduction of cell growth (by 17, 60, 73 and
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80% after 48 h and by 43, 63, 86 and 94% after 72 h, respectively)
(Fig. 1A).

3.2. Alpha-lipoic acid induces cell cycle arrest and increases p27kip1

expression

To elucidate whether the growth inhibitory effect of alpha-lipoic
acid was due to cell cycle arrest, we evaluated cell cycle distribution
by flow cytometry. After 24 h, alpha-lipoic acid caused a significant
dose-dependent accumulation in the G1 phase of the cell cycle,
reaching a plateau at the doses of 2 and 2.5 mM, and a parallel
reduction in the S and G2 phases (Fig. 1B). The reduced DNA synthesis
induced by alpha-lipoic acid was also confirmed by the BrdU assay,
which indicated a significant inhibitory effect on cell proliferation
starting at the dose of 1 mM (Fig. 1C). The expression of the cyclin-
dependent kinase inhibitor p27kip1, which is involved in the arrest of
the cell cycle in the G1 phase, was also evaluated. p27kip1 levels, not
detectable in basal condition, have been found to be increased after
24-h exposure to 0.5–2.5 mM alpha-lipoic acid, with a maximal
expression at the dose of 2 mM (Fig. 1D).

3.3. Alpha-lipoic acid induces apoptosis and reduces the expression of
Bcl-2

MCF-7 cells were treated for 24 h with different alpha-lipoic acid
concentrations and then were subjected to annexin-V FITC/PI flow
Fig. 1. Alpha-lipoic acid effects on MCF-7 cell growth and cell cycle. A) Alpha-lipoic acid
inhibits MCF-7 cell growth. Cell viability was assessed byMTT assay, after 24, 48 and 72 h.
One of three independent experiments is shown. Values are mean percent of cells±S.D.,
n=3; *Pb0.01 vs. control. B) Effect of 24-h alpha-lipoic acid treatment onMCF-7 cell cycle.
Values aremean±S.E.M. of three experiments; *Pb0.05; °Pb0.01 vs. control. C) Evaluation
of cell proliferationbyBrdUassay.Oneexperiment is shown.Valuesaremean±S.D.,n=8;
*Pb0.01 vs. control. D) 50 µg protein extract/lanewas analyzed byWestern blot with anti-
p27kip1 and anti-tubulin antibodies. One representative experiment is shown.
cytometry analysis to determine cell apoptosis. Alpha-lipoic acid was
found to promote both early and late apoptosis in a dose-dependent
manner (Fig. 2A and B). The expression of the apoptosis-related
proteins Bax and Bcl-2 was also evaluated byWestern blot. After 24 h,
alpha-lipoic acid dose-dependently down-regulated the expression of
the anti-apoptotic protein Bcl-2, whereas it did not affect the pro-
apoptotic protein Bax (Fig. 2C).

3.4. Alpha-lipoic acid down-regulates Akt signalling pathway

The involvement of Akt in alpha-lipoic acid-mediated effects was
also examined. After 24 h, alpha-lipoic acid reduced the levels of pAkt
in a dose-dependent fashion, with a complete turn off of the signal
starting at the dose of 1.5 mM. A parallel down-regulation of the
constitutive Akt was also observed. Tubulin expression indicated that
each sample has been loaded equally (Fig. 3A). To verify whether the
down-regulation of the pAkt signal may be responsible for some of the
effects exerted by alpha-lipoic acid, we utilized the PI3-K/Akt inhibitor
LY-294,002, able to block Akt phosphorylation, to study the cor-
relation among pAkt, cell cycle and apoptosis. After 24 h, LY-294,002
abolished pAkt signal, as expected, stimulated p27kip1 expression,
whereas it did not affect the levels of Akt and Bcl-2 protein (Fig. 3B).
A significant reduction of proliferating cells (Fig. 3C) and a parallel
arrest in the G1 phase of the cell cycle were also observed (Fig. 3D).
Relative to apoptosis, after 24 h, LY-294,002 did not appear to increase
the number of apoptotic cells (Fig. 3E).

3.5. Alpha-lipoic acid reduces reactive oxygen species

The accumulation of reactive oxygen species in MCF-7 cells was
measured by a converting reaction of DCFH-DA to DCF after exposure
of cells to different alpha-lipoic acid concentration for 6 h, a time
preceding the occurrence of the anti-proliferative and pro-apoptotic
effects observed. The decrease in DCF fluorescence intensity sug-
gested that alpha-lipoic acid, in the range of doses form 0.5 to 2.5 mM,
is able to scavenge intracellular reactive oxygen species in our in vitro
system; to be noted, exposure to 2.5 mM alpha-lipoic acid reduced
intracellular reactive oxygen species level by about 52% (Fig. 4).

4. Discussion

It is well established that uncontrolled cellular growth, as a
consequence of defects in cell cycle and apoptotic machinery, is
responsible for the development of most cancers. Therefore, agents
that can modulate cell cycle and apoptosis may be useful in the
management and therapy of tumors (McDonald and El-Deiry, 2000;
Owa et al., 2001). Epidemiological investigation and laboratory studies
have indicated that different compounds developed from natural
sources play an important role in the treatment of many cancers (Kim,
2008; Xian et al., 2007). Among these molecules, alpha-lipoic acid is of
particular interest, since it has been shown to possess anti-tumor
activity in different human cancer cells without affecting normal cells
(McDonald and El-Deiry, 2000; Wenzel et al., 2005).

In the present study, we showed that alpha-lipoic acid is able to
scavenge reactive oxygen species in the human breast cancer cell line
MCF-7 and that the reduction of reactive oxygen species is temporally
followed by cell growth arrest, via the specific inhibition of Akt
pathway and the up-regulation of the cyclin-dependent kinase inhibitor
p27kip1, and apoptosis, via changes of the ratio of the apoptotic-related
proteins Bax/Bcl-2.

At present, the role of reactive oxygen species in cancer is a
controversial issue since both stimulation and suppression of reactive
oxygen species have been reported to induce cancer cell growth arrest
and apoptosis. Compared with their normal counterparts, malignant
cells have increased levels of reactive oxygen species, which have
been shown to be involved both in cancer initiation and progression.
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Fig. 2. Effect of 24-h alpha-lipoic acid treatment on MCF-7 cell apoptosis. A) One representative cytometry analysis is shown. Cell population FITC−/PI−, FITC+/PI−, and FITC+/PI+

were regarded as living (Q3), early apoptotic (Q4) and late apoptotic/necrotic cells (Q2). B) The number of living, early and late apoptotic/necrotic cells is expressed as mean±S.D.
n=3. a, Pb0.001 vs. living control cells; b, Pb0.001 vs. apoptotic control cells; c, Pb0.001 vs. late apoptotic/necrotic control cells. C) 50 µg protein extract/lane was analyzed by
Western blot with anti-Bax, anti-Bcl-2 and anti-tubulin antibodies. One representative experiment is shown.
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Apart from its role as a causative factor in carcinogenesis through
reactive oxygen species-induced mutagenesis, redox dysregulation
contributes to malignant transformation and progression through
reactive oxygen species-mediated mitogenic signalling and redox
modulation of apoptotic and survival pathways (Trachootham et al.,
2009). Paradoxically, reactive oxygen species, apart from being in-
volved in proliferative, anti-apoptotic and metastatic processes, over a
certain threshold level, may also exert cytotoxic and pro-apoptotic
functions that would limit tumorigenicity and malignant progression
(Fruehauf and Meyskens, 2007). Thus, cancer cells become well
adapted to survive under a persistent intrinsic increased oxidative
stress (Trachootham et al., 2009). Nevertheless, it is still unclear
whether a decrease or a deficit in antioxidants is a major cause of
increased reactive oxygen species stress in tumors. In fact, both a
reduced and an elevated expression of certain reactive oxygen species-
scavenging enzymes and of antioxidant molecules has been observed
in different primary cancer cells and also in primary cancer tissues
(Oltra et al., 2001; Skrzydlewska et al., 2001). It follows that, if
antioxidant compounds scavenge the excess of reactive oxygen
species, the oxidative stress-responsive genes can be suppressed
and, consequently, cancer cell proliferation is inhibited. On the
other hand, pro-oxidant compounds, by increasing oxidative stress to
a cytotoxic level, may also be useful in promoting cancer cell death
(Trachootham et al., 2009).
Relative to alpha-lipoic acid, some works indicated that the
molecule does not have antioxidant effects, or even it may be a pro-
oxidant agent able to induce apoptosis by increasing reactive
oxygen species generation, whereas other reports suggested that
alpha-lipoic acid reduces cell growth by acting as an antioxidant
(Moini et al., 2002; Moungjaroen et al., 2006; Shi et al., 2008; Simbula
et al., 2007; Wenzel et al., 2005). At the same time, previous reports
which evaluated the effects of other antioxidants on MCF-7 cells
indicated the ability of these molecules to inhibit cell growth and
promote apoptosis by either increasing or suppressing reactive
oxygen species level (Filomeni et al., 2007; Jin et al., 2010; Lin et al.,
1999). Our results suggest that in MCF-7 cells alpha-lipoic acid
exerts antioxidant effect and that the reduction of reactive oxygen
species is temporally followed by growth arrest and apoptosis.
Probably, the biochemical properties of alpha-lipoic acid, the ex-
perimental conditions and the redox state of the cell models may
be considered in order to explain such differences among studies.
On the latter, it thus should be noted that the use of antioxidants, and
among them of alpha-lipoic acid, in cancer therapy may be both
a positive and a deleterious strategy since the final effect may
strongly depend on the level of reactive oxygen species of cancer cells
(Trachootham et al., 2009). In fact, in cells with low/moderate
increased reactive oxygen species alpha-lipoic acid, both playing as an
antioxidant molecule, which scavenges reactive oxygen species, or as a
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Fig. 3. Role of Akt pathway in alpha-lipoic acid-mediated effects. A) 50 µg protein
extract/lane was analyzed by Western blot with anti-pAkt, anti-Akt and anti-tubulin
antibodies. One representative experiment is shown. B) After treatment with LY-
294,002 (10 µM, 24 h), 50 µg protein extract/lane was analyzed by Western blot with
anti-pAkt, anti-Akt, anti-p27kip1, anti-Bcl-2 and anti-tubulin antibodies. One repre-
sentative experiment is shown. C) Cell proliferation was assessed by BrdU assay after
24-h treatment with LY-294,002. One representative experiment is shown. Values are
mean±S.D., n=8; °Pb0.01 vs. control. D) Cells were treated with LY-294,002 for 24 h,
labeled with PI and analysed by flow cytometry. Values are mean percent of cells±
S.E.M., n=3; *Pb0.05; °Pb0.01 vs. control. E) Cells were treated with LY-294,002 for
24 h, stained with annexin-V FITC/PI and analysed by flow cytometry. Values are
mean percent of cells±S.E.M., n=3.

Fig. 4. Effect of alpha-lipoic acid (LA) treatment on reactive oxygen species level. Cells
were treated with alpha-lipoic acid for 6 h, loaded with DCFH-DA and the fluorescence
was recorded at 490 nm excitation and 530 nm emission. Values are mean±S.D., n=6.
*Pb0.05; °Pb0.001 vs. control.
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pro-oxidant agent, which increases reactive oxygen species to a toxic
level, may be useful since it could promote cell cycle arrest and
apoptosis. On the contrary, the use of alpha-lipoic acid, as well as of
other antioxidants, in cells with very high levels of reactive oxygen
species requires special considerations. In fact, promoting reactive
oxygen species accumulation, alpha-lipoic acid may enhance cancer
cell cytotoxicity, whereas reducing reactive oxygen species may pre-
vent oxidative damage and also reduce the reactive oxygen species-
antitumoral activity of different anticancer drugs. Our observation that
in MCF-7 cells alpha-lipoic acid acts as an antioxidant agent able to
reduce cell growth might mainly depends on the redox state of this cell
line. It has been suggested that Akt signalling pathway is essential for
cell survival and that the expression of a constitutively active Akt or
an increased activity of the PI3-K/Akt pathway leads to multidrug
resistance in human breast cancer (Jin et al., 2003; Knuefermann et al.,
2003). In the present study, we observed that alpha-lipoic acid
inhibits Akt phosphorylation and also reduces the level of the
constitutive Akt protein. By the use of LY-294,002, we showed that in
MCF-7 the down-regulation of Akt phosphorylation was strongly
associated to p27kip1 expression and cell cycle arrest. Since the down-
regulation of pAkt levels induced by alpha-lipoic acid was also
associated to p27kip1 expression and G1 cell cycle arrest, we concluded
that the effect of alpha-lipoic acid on MCF-7 cell cycle progression was
mediated, at least in part, by Akt phosphorylation. Previous results
suggested that reactive oxygen species could improve Akt phosphoryla-
tion, leading to cell proliferation, while antioxidants, reducing reactive
oxygen levels, inhibit Akt activation and cell growth (Dong-Yun et al.,
2003). Accordingly, it is possible that the ability of alpha-lipoic acid to
scavenge reactive oxygen species may lead to down-regulation of Akt
phosphorylation, which in turn regulates cell growth and controls p27kip1

expression. Our additional observation that alpha-lipoic acid treatment
reduced Akt expression is an agreement with some reports indicating
that the overall expression of this kinase may be modulated by different
agents which modify the intracellular redox balance and/or induce
apoptosis (Hortelano et al., 2000; Martin et al., 2002; Rovin et al., 2002).
In our experimental condition we did not observe any correlation
among pAkt levels and the induction of apoptosis. Thus, the possibility
for alpha-lipoic acid to affect apoptosis via degradation of Akt or by
affecting signalling pathways different from Akt may exist.

5. Conclusions

In conclusion, the anti-tumor activity of alpha-lipoic acid observed
in MCF-7 cells further stresses the role of redox state in regulating
cancer initiation and progression and indicates that Akt represents
one of the critical signalling nodes operating downstream of alpha-
lipoic acid effects.

Acknowledgments

This study was supported by grants from Università degli Studi di
Milano (FIRST 2007 and PUR 2008).

References

Biewenga, G.P., Haenen, G.R., Bast, A., 1997. The pharmacology of the antioxidant lipoic
acid. Gen. Pharmacol. 29, 315–331.

Choi, S.Y., Yu, J.H., Kim, H., 2009. Mechanism of alpha-lipoic acid-induced apoptosis
of lung cancer cells. Ann. N.Y. Acad. Sci. 1171, 149–155.

Dong-Yun, S., Yu-Ru, D., Shan-Lin, L., Ya-Dong, Z., Lian, W., 2003. Redox stress regulates
cell proliferation and apoptosis of human hepatoma through Akt protein
phosphorylation. FEBS Lett. 542, 60–64.

Drisko, J.A., Chapman, J., Hunter, V.J., 2003. The use of antioxidant therapies during
chemotherapy. Gynecol. Oncol. 88, 434–439.

Filomeni, G., Graziani, I., Rotilio, G., Ciriolo, M.R., 2007. trans-Resveratrol induces
apoptosis in human breast cancer cells MCF-7 by the activation of MAP kinases
pathways. Genes Nutr. 2, 295–305.

Fruehauf, J.P., Meyskens Jr., F.L., 2007. Reactive oxygen species: a breath of life or death?
Clin. Cancer Res. 13, 789–794.

image of Fig.�3
image of Fig.�4
https://www.researchgate.net/publication/13852229_The_pharmacology_of_the_antioxidant_Lipoic_acid?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/13852229_The_pharmacology_of_the_antioxidant_Lipoic_acid?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/26782514_Mechanism_of_a-Lipoic_Acid-Induced_Apoptosis_of_Lung_Cancer_Cells?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/26782514_Mechanism_of_a-Lipoic_Acid-Induced_Apoptosis_of_Lung_Cancer_Cells?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/6514829_Reactive_Oxygen_Species_A_Breath_of_Life_or_Death?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/6514829_Reactive_Oxygen_Species_A_Breath_of_Life_or_Death?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11174965_Ceramide_and_Reactive_Oxygen_Species_Generated_by_H2O2_Induce_Caspase-3-independent_Degradation_of_AktProtein_Kinase_B?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10845249_The_use_of_antioxidant_therapies_during_chemotherapy?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10845249_The_use_of_antioxidant_therapies_during_chemotherapy?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/23312412_Trans-resveratrol_induces_apoptosis_in_human_breast_cancer_cells_MCF-7_by_the_activation_of_MAP_kinases_pathways_Genes_Nutr_2295-305?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/23312412_Trans-resveratrol_induces_apoptosis_in_human_breast_cancer_cells_MCF-7_by_the_activation_of_MAP_kinases_pathways_Genes_Nutr_2295-305?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/23312412_Trans-resveratrol_induces_apoptosis_in_human_breast_cancer_cells_MCF-7_by_the_activation_of_MAP_kinases_pathways_Genes_Nutr_2295-305?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10775179_Redox_stress_regulates_cell_proliferation_and_apoptosis_of_human_hepatoma_through_Akt_protein_phosphorylation?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10775179_Redox_stress_regulates_cell_proliferation_and_apoptosis_of_human_hepatoma_through_Akt_protein_phosphorylation?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10775179_Redox_stress_regulates_cell_proliferation_and_apoptosis_of_human_hepatoma_through_Akt_protein_phosphorylation?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10775179_Redox_stress_regulates_cell_proliferation_and_apoptosis_of_human_hepatoma_through_Akt_protein_phosphorylation?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10775179_Redox_stress_regulates_cell_proliferation_and_apoptosis_of_human_hepatoma_through_Akt_protein_phosphorylation?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/238213773_15-Deoxy-D1214-prostaglandin_J2_regulates_mesangial_cell_proliferation_and_death?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/12241909_Contribution_of_Cyclopentenone_Prostaglandins_to_the_Resolution_of_Inflammation_Through_the_Potentiation_of_Apoptosis_in_Activated_Macrophages?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=


34 E. Dozio et al. / European Journal of Pharmacology 641 (2010) 29–34
Gualandri,W., Gualandri, L., Demartini, G., Esposti, R., Marthyn, P., Volonte, S., Stangoni, L.,
Borgonovo, M., Fraschini, F., 2003. Redox balance in patients with Down's syndrome
before and after dietary supplementation with alpha-lipoic acid and L-cysteine. Int. J.
Clin. Pharmacol. Res. 23, 23–30.

Hortelano, S., Castrillo, A., Alvarez, A.M., Bosca, L., 2000. Contribution of cyclopentenone
prostaglandins to the resolution of inflammation through the potentiation of
apoptosis in activated macrophages. J. Immunol. 165, 6525–6531.

Jiao, H.L., Zhao, B.L., 2002. Cytotoxic effect of peroxisome proliferator fenofibrate on
human HepG2 hepatoma cell line and relevant mechanisms. Toxicol. Appl.
Pharmacol. 185, 172–179.

Jin,W., Wu, L., Liang, K., Liu, B., Lu, Y., Fan, Z., 2003. Roles of the PI-3K andMEK pathways
in Ras-mediated chemoresistance in breast cancer cells. Br. J. Cancer 89, 185–191.

Jin, S., Zhang, Q.Y., Kang, X.M., Wang, J.X., Zhao, W.H., 2010. Daidzein induces MCF-7
breast cancer cell apoptosis via the mitochondrial pathway. Ann. Oncol. 21,
261–268.

Kamata, H., Hirata, H., 1999. Redox regulation of cellular signalling. Cell. Signal. 11,
1–14.

Kennedy, S.G., Wagner, A.J., Conzen, S.D., Jordan, J., Bellacosa, A., Tsichlis, P.N., Hay, N.,
1997. The PI 3-kinase/Akt signaling pathway delivers an anti-apoptotic signal.
Genes Dev. 11, 701–713.

Kim, N., 2008. Butein sensitizes human leukemia cells to apoptosis induced by tumor
necrosis factor-related apoptosis inducing ligand (TRAIL). Arch. Pharm. Res. 31,
1179–1186.

Knuefermann, C., Lu, Y., Liu, B., Jin, W., Liang, K., Wu, L., Schmidt, M., Mills, G.B.,
Mendelsohn, J., Fan, Z., 2003. HER2/PI-3K/Akt activation leads to a multidrug
resistance in human breast adenocarcinoma cells. Oncogene 22, 3205–3212.

Kovacic, P., Jacintho, J.D., 2001. Mechanisms of carcinogenesis: focus on oxidative stress
and electron transfer. Curr. Med. Chem. 8, 773–796.

Kuo, P.L., Chiang, L.C., Lin, C.C., 2002. Resveratrol-induced apoptosis is mediated by p53-
dependent pathway in Hep G2 cells. Life Sci. 72, 23–34.

Li, Y., Ahmed, F., Ali, S., Philip, P.A., Kucuk, O., Sarkar, F.H., 2005. Inactivation of nuclear
factor kappaB by soy isoflavone genistein contributes to increased apoptosis
induced by chemotherapeutic agents in human cancer cells. Cancer Res.
6934–6942.

Lin, J.K., Liang, Y.C., Lin-Shiau, S.Y., 1999. Cancer chemoprevention by tea polyphenols
through mitotic signal transduction blockade. Biochem. Pharmacol. 58, 911–915.

Martin, D., Salinas, M., Fujita, N., Tsuruo, T., Cuadrado, A., 2002. Ceramide and reactive
oxygen species generated by H2O2 induce caspase-3-independent degradation of
Akt/protein kinase B. J. Biol. Chem. 277, 42943–42952.

McDonald, E.R., El-Deiry, W.S., 2000. Cell cycle control as a basis for cancer drug
development. Int. J. Oncol. 16, 871–886.

Moini, H., Packer, L., Saris, N.E., 2002. Antioxidant and prooxidant activities of alpha-
lipoic acid and dihydrolipoic acid. Toxicol. Appl. Pharmacol. 182, 84–90.

Moungjaroen, J., Nimmannit, U., Callery, P.S., Wang, L., Azad, N., Lipipun, V.,
Chanvorachote, P., Rojanasakul, Y., 2006. Reactive oxygen species mediate caspase
activation and apoptosis induced by lipoic acid in human lung epithelial cancer
cells through Bcl-2 down-regulation. J. Pharmacol. Exp. Ther. 319, 1062–1069.

Oltra, A.M., Carbonelli, F., Tormos, C., Iradi, A., Saez, G.T., 2001. Antioxidant enzyme
activities and the production of MDA and 8-oxo-dG in chronic lynphocytic
leukemia. Free Radic. Biol. Med. 30, 1286–1292.
Owa, T., Yoshino, H., Yoshimatsu, K., Nagasu, T., 2001. Cell cycle regulation in the G1
phase: a promising target for the development of new chemotherapeutic
anticancer agents. Curr. Med. Chem. 8, 1487–1503.

Packer, L., Witt, E.H., Tritschler, H.J., 1995. alpha-Lipoic acid as a biological antioxidant.
Free Radic. Biol. Med. 19, 227–250.

Packer, L., Roy, S., Sen, C.K., 1997. Alpha-lipoic acid: a metabolic antioxidant and
potential redox modulator of transcription. Adv. Pharmacol. 38, 79–101.

Packer, L., Kraemer, K., Rimbach, G., 2001. Molecular aspects of lipoic acid in the
prevention of diabetes complications. Nutrition 17, 888–895.

Pierce, R.H., Campbell, J.S., Stephenson, A.B., Franklin, C.C., Chaisson, M., Poot, M.,
Kavanagh, T.J., Rabinovitch, P.S., Fausto, N., 2000. Disruption of redox homeostasis
in tumor necrosis factor-induced apoptosis in a murine hepatocyte cell line. Am. J.
Pathol. 157, 221–236.

Piotrowski, P., Wierzbicka, K., Smialek, M., 2001. Neuronal death in the rat
hippocampus in experimental diabetes and cerebral ischaemia treated with
antioxidants. Folia Neuropathol. 39, 147–154.

Rao, C.V., Rivenson, A., Simi, B., Reddy, B.S., 2005. Chemoprevention of colon
carcinogenesis by dietary curcumin, a naturally occurring plant phenolic
compound. Cancer Res. 55, 259–266.

Rovin, B.H., Wilmer, W.A., Lu, L., Doseff, A.I., Dixon, C., Kotur, M., Hilbelink, T., 2002. 15-
Deoxy-Delta12,14-prostaglandin J2 regulates mesangial cell proliferation and
death. Kidney Int. 61, 1293–1302.

Shi, D.Y., Liu, H.L., Stern, J.S., Yu, P.Z., Liu, S.L., 2008. Alpha-lipoic acid induces apoptosis
in hepatoma cells via the PTEN/Akt pathway. FEBS Lett. 582, 1667–1671.

Simbula, G., Columbano, A., Ledda-Columbano, G.M., Sanna, L., Deidda, M., Diana, A.,
Pibiri, M., 2007. Increased reactive oxygen species generation and p53 activation in
alpha-lipoic acid-induced apoptosis of hepatoma cells. Apoptosis 12, 113–123.

Skrzydlewska, E., Stankiewicz, A., Sulkowska, M., Sulkowski, S., Kasacka, I., 2001.
Antioxidant status and lipid peroxidation in colorectal cancer. J. Toxicol. Environ.
Health 64, 213–222.

Somchit, N., Sanat, F., Gan, E.H., Shahrin, I.A., Zuraini, A., 2004. Liver injury induced by
the non-steroidal anti-inflammatory drug mefenamic acid. Singapore Med. J. 45,
530–532.

Torii, S., Yamamoto, T., Tsuchiya, Y., Nishida, E., 2006. ERK MAP kinase in G cell cycle
progression and cancer. Cancer Sci. 97, 697–702.

Trachootham, D., Alexandre, J., Huang, P., 2009. Targeting cancer cells by ROS-mediated
mechanisms: a radical therapeutic approach? Nat. Rev. Drug Discov. 8, 579–591.

van de Mark, K., Chen, J.S., Steliou, K., Perrine, S.P., Faller, D.V., 2003. Alpha-lipoic acid
induces p27Kip-dependent cell cycle arrest in non-transformed cell lines and
apoptosis in tumor cell lines. J. Cell. Physiol. 194, 325–340.

Wenzel, U., Nickel, A., Daniel, H., 2005. alpha-Lipoic acid induces apoptosis in human
colon cancer cells by increasing mitochondrial respiration with a concomitant O2-
*-generation. Apoptosis 10, 359–368.

Xian, M., Ito, K., Nakazato, T., Shimizu, T., Chen, C.K., Yamato, K., Murakami, A., Ohigashi,
H., Ikeda, Y., Kizaki, M., 2007. Zerumbone, a bioactive sesquiterpene, induces G2/M
cell cycle arrest and apoptosis in leukemia cells via a Fas- and mitochondria-
mediated pathway. Cancer Sci. 98, 118–126.

https://www.researchgate.net/publication/245780968_Daidzein_induces_MCF7_breast_cancer_cell_apoptosis_via_the_mitochondrial_pathway?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/245780968_Daidzein_induces_MCF7_breast_cancer_cell_apoptosis_via_the_mitochondrial_pathway?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/245780968_Daidzein_induces_MCF7_breast_cancer_cell_apoptosis_via_the_mitochondrial_pathway?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10931971_-Lipoic_acid_induces_p27Kip-dependent_cell_cycle_arrest_in_non-transformed_cell_lines_and_apoptosis_in_tumor_cell_lines?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10931971_-Lipoic_acid_induces_p27Kip-dependent_cell_cycle_arrest_in_non-transformed_cell_lines_and_apoptosis_in_tumor_cell_lines?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10931971_-Lipoic_acid_induces_p27Kip-dependent_cell_cycle_arrest_in_non-transformed_cell_lines_and_apoptosis_in_tumor_cell_lines?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/23272143_Butein_sensitizes_human_leukemia_cells_to_apoptosis_induced_by_tumor_necrosis_factor-related_apoptosis_inducing_ligand_TRAIL_Arch_Pharm_Res_311179?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/23272143_Butein_sensitizes_human_leukemia_cells_to_apoptosis_induced_by_tumor_necrosis_factor-related_apoptosis_inducing_ligand_TRAIL_Arch_Pharm_Res_311179?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/23272143_Butein_sensitizes_human_leukemia_cells_to_apoptosis_induced_by_tumor_necrosis_factor-related_apoptosis_inducing_ligand_TRAIL_Arch_Pharm_Res_311179?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/251464397_a-Lipoic_Acid_A_Metabolic_Antioxidant_and_Potential_Redox_Modulator_of_Transcription?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/251464397_a-Lipoic_Acid_A_Metabolic_Antioxidant_and_Potential_Redox_Modulator_of_Transcription?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11174965_Ceramide_and_Reactive_Oxygen_Species_Generated_by_H2O2_Induce_Caspase-3-independent_Degradation_of_AktProtein_Kinase_B?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11174965_Ceramide_and_Reactive_Oxygen_Species_Generated_by_H2O2_Induce_Caspase-3-independent_Degradation_of_AktProtein_Kinase_B?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11174965_Ceramide_and_Reactive_Oxygen_Species_Generated_by_H2O2_Induce_Caspase-3-independent_Degradation_of_AktProtein_Kinase_B?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/8207552_Liver_injury_induced_by_the_non-steroidal_anti-inflammatory_drug_mefenamic_acid?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/8207552_Liver_injury_induced_by_the_non-steroidal_anti-inflammatory_drug_mefenamic_acid?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/8207552_Liver_injury_induced_by_the_non-steroidal_anti-inflammatory_drug_mefenamic_acid?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/12439367_Disruption_of_Redox_Homeostasis_in_Tumor_Necrosis_Factor-Induced_Apoptosis_in_a_Murine_Hepatocyte_Cell_Line?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/12439367_Disruption_of_Redox_Homeostasis_in_Tumor_Necrosis_Factor-Induced_Apoptosis_in_a_Murine_Hepatocyte_Cell_Line?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/12439367_Disruption_of_Redox_Homeostasis_in_Tumor_Necrosis_Factor-Induced_Apoptosis_in_a_Murine_Hepatocyte_Cell_Line?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/12439367_Disruption_of_Redox_Homeostasis_in_Tumor_Necrosis_Factor-Induced_Apoptosis_in_a_Murine_Hepatocyte_Cell_Line?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/13092604_Redox_Regulation_of_Cellular_Signalling?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/13092604_Redox_Regulation_of_Cellular_Signalling?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10976020_Cytotoxic_effect_of_peroxisome_proliferator_fenofibrate_on_human_HepG2_hepatoma_cell_line_and_relevant_mechanisms?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10976020_Cytotoxic_effect_of_peroxisome_proliferator_fenofibrate_on_human_HepG2_hepatoma_cell_line_and_relevant_mechanisms?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/10976020_Cytotoxic_effect_of_peroxisome_proliferator_fenofibrate_on_human_HepG2_hepatoma_cell_line_and_relevant_mechanisms?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/5416853_Alpha-lipoic_acid_induces_apoptosis_in_hepatoma_cells_via_the_PTENAkt_pathway?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/5416853_Alpha-lipoic_acid_induces_apoptosis_in_hepatoma_cells_via_the_PTENAkt_pathway?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11669443_Molecular_Aspects_of_Lipoic_Acid_in_the_Prevention_of_Diabetes_Complications?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11669443_Molecular_Aspects_of_Lipoic_Acid_in_the_Prevention_of_Diabetes_Complications?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/9005853_Redox_balance_in_patients_with_Down's_syndrome_before_and_after_dietary_supplementation_with_a-lipoic_acid_and_L-cysteine?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/9005853_Redox_balance_in_patients_with_Down's_syndrome_before_and_after_dietary_supplementation_with_a-lipoic_acid_and_L-cysteine?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/9005853_Redox_balance_in_patients_with_Down's_syndrome_before_and_after_dietary_supplementation_with_a-lipoic_acid_and_L-cysteine?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/9005853_Redox_balance_in_patients_with_Down's_syndrome_before_and_after_dietary_supplementation_with_a-lipoic_acid_and_L-cysteine?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11252726_Antioxidant_and_Prooxidant_Activities_of_a-Lipoic_Acid_and_Dihydrolipoic_Acid?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11252726_Antioxidant_and_Prooxidant_Activities_of_a-Lipoic_Acid_and_Dihydrolipoic_Acid?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/12553143_Cell_cycle_control_as_a_basis_for_cancer_drug_development_Int_J_Oncol_165871-86?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/12553143_Cell_cycle_control_as_a_basis_for_cancer_drug_development_Int_J_Oncol_165871-86?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11587967_Neuronal_death_in_the_rat_hippocampus_in_experimental_diabetes_and_cerebral_ischemia_treated_with_antioxidants?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11587967_Neuronal_death_in_the_rat_hippocampus_in_experimental_diabetes_and_cerebral_ischemia_treated_with_antioxidants?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11587967_Neuronal_death_in_the_rat_hippocampus_in_experimental_diabetes_and_cerebral_ischemia_treated_with_antioxidants?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/7685582_Inactivation_of_Nuclear_Factor_kB_by_Soy_Isoflavone_Genistein_Contributes_to_Increased_Apoptosis_Induced_by_Chemotherapeutic_Agents_in_Human_Cancer_Cells?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/7685582_Inactivation_of_Nuclear_Factor_kB_by_Soy_Isoflavone_Genistein_Contributes_to_Increased_Apoptosis_Induced_by_Chemotherapeutic_Agents_in_Human_Cancer_Cells?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/7685582_Inactivation_of_Nuclear_Factor_kB_by_Soy_Isoflavone_Genistein_Contributes_to_Increased_Apoptosis_Induced_by_Chemotherapeutic_Agents_in_Human_Cancer_Cells?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/7685582_Inactivation_of_Nuclear_Factor_kB_by_Soy_Isoflavone_Genistein_Contributes_to_Increased_Apoptosis_Induced_by_Chemotherapeutic_Agents_in_Human_Cancer_Cells?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/15386163_Chemoprevention_of_colon_carcinogenesis_by_dietary_curcumin_A_naturally_occurring_plant_phenolic_compound?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/15386163_Chemoprevention_of_colon_carcinogenesis_by_dietary_curcumin_A_naturally_occurring_plant_phenolic_compound?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/15386163_Chemoprevention_of_colon_carcinogenesis_by_dietary_curcumin_A_naturally_occurring_plant_phenolic_compound?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/223482727_Antioxidant_enzyme_activities_and_the_production_of_MDA_and_8-oxo-DG_in_chronic_lymphocytic_leukemia?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/223482727_Antioxidant_enzyme_activities_and_the_production_of_MDA_and_8-oxo-DG_in_chronic_lymphocytic_leukemia?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/223482727_Antioxidant_enzyme_activities_and_the_production_of_MDA_and_8-oxo-DG_in_chronic_lymphocytic_leukemia?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/6803062_Reactive_Oxygen_Species_Mediate_Caspase_Activation_and_Apoptosis_Induced_by_Lipoic_Acid_in_Human_Lung_Epithelial_Cancer_Cells_through_Bcl-2_Down-Regulation?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/6803062_Reactive_Oxygen_Species_Mediate_Caspase_Activation_and_Apoptosis_Induced_by_Lipoic_Acid_in_Human_Lung_Epithelial_Cancer_Cells_through_Bcl-2_Down-Regulation?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/6803062_Reactive_Oxygen_Species_Mediate_Caspase_Activation_and_Apoptosis_Induced_by_Lipoic_Acid_in_Human_Lung_Epithelial_Cancer_Cells_through_Bcl-2_Down-Regulation?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/6803062_Reactive_Oxygen_Species_Mediate_Caspase_Activation_and_Apoptosis_Induced_by_Lipoic_Acid_in_Human_Lung_Epithelial_Cancer_Cells_through_Bcl-2_Down-Regulation?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/246931904_Increased_ROS_generation_and_p53_activation_in_alpha-lipoic_acid-induced_apoptosis_of_hepatoma_cells_Apoptosis?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/246931904_Increased_ROS_generation_and_p53_activation_in_alpha-lipoic_acid-induced_apoptosis_of_hepatoma_cells_Apoptosis?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/246931904_Increased_ROS_generation_and_p53_activation_in_alpha-lipoic_acid-induced_apoptosis_of_hepatoma_cells_Apoptosis?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/14129186_Kennedy_SG_et_al_The_PI_3-kinaseAkt_signaling_pathway_delivers_an_anti-apoptotic_signal_Genes_Dev_11_701-713?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/14129186_Kennedy_SG_et_al_The_PI_3-kinaseAkt_signaling_pathway_delivers_an_anti-apoptotic_signal_Genes_Dev_11_701-713?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/14129186_Kennedy_SG_et_al_The_PI_3-kinaseAkt_signaling_pathway_delivers_an_anti-apoptotic_signal_Genes_Dev_11_701-713?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/6983459_ERK_MAP_kinase_in_G1_cell_cycle_progression_and_cancer?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/6983459_ERK_MAP_kinase_in_G1_cell_cycle_progression_and_cancer?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11754734_Antioxidant_status_and_lipid_peroxidation_in_colorectal_cancer_J_Toxicol_Environ_Health?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11754734_Antioxidant_status_and_lipid_peroxidation_in_colorectal_cancer_J_Toxicol_Environ_Health?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11754734_Antioxidant_status_and_lipid_peroxidation_in_colorectal_cancer_J_Toxicol_Environ_Health?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/238213773_15-Deoxy-D1214-prostaglandin_J2_regulates_mesangial_cell_proliferation_and_death?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/238213773_15-Deoxy-D1214-prostaglandin_J2_regulates_mesangial_cell_proliferation_and_death?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/238213773_15-Deoxy-D1214-prostaglandin_J2_regulates_mesangial_cell_proliferation_and_death?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11786290_Cell_Cycle_Regulation_in_the_G1_Phase_A_Promising_Target_for_the_Development_of_New_Chemotherapeutic_Anticancer_Agents?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11786290_Cell_Cycle_Regulation_in_the_G1_Phase_A_Promising_Target_for_the_Development_of_New_Chemotherapeutic_Anticancer_Agents?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11786290_Cell_Cycle_Regulation_in_the_G1_Phase_A_Promising_Target_for_the_Development_of_New_Chemotherapeutic_Anticancer_Agents?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11962224_Mechanisms_of_Carcinogenesis_Focus_on_Oxidative_Stress_and_Electron_Transfer?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11962224_Mechanisms_of_Carcinogenesis_Focus_on_Oxidative_Stress_and_Electron_Transfer?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/223431861_Cancer_chemoprevention_by_tea_polyphenols_through_mitotic_signal_transduction_blockade_Biochem_Pharmacol?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/223431861_Cancer_chemoprevention_by_tea_polyphenols_through_mitotic_signal_transduction_blockade_Biochem_Pharmacol?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/7893455_Alpha-Lipoic_acid_induces_apoptosis_in_human_colon_cancer_cells_by_increasing_mitochondrial_respiration_with_a_concomitant_O2--generation_Apoptosis?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/7893455_Alpha-Lipoic_acid_induces_apoptosis_in_human_colon_cancer_cells_by_increasing_mitochondrial_respiration_with_a_concomitant_O2--generation_Apoptosis?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/7893455_Alpha-Lipoic_acid_induces_apoptosis_in_human_colon_cancer_cells_by_increasing_mitochondrial_respiration_with_a_concomitant_O2--generation_Apoptosis?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/12241909_Contribution_of_Cyclopentenone_Prostaglandins_to_the_Resolution_of_Inflammation_Through_the_Potentiation_of_Apoptosis_in_Activated_Macrophages?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/12241909_Contribution_of_Cyclopentenone_Prostaglandins_to_the_Resolution_of_Inflammation_Through_the_Potentiation_of_Apoptosis_in_Activated_Macrophages?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/12241909_Contribution_of_Cyclopentenone_Prostaglandins_to_the_Resolution_of_Inflammation_Through_the_Potentiation_of_Apoptosis_in_Activated_Macrophages?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11055867_Resveratrol-induced_apoptosis_is_mediated_by_p53-dependent_pathway_in_HepG2_cells?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=
https://www.researchgate.net/publication/11055867_Resveratrol-induced_apoptosis_is_mediated_by_p53-dependent_pathway_in_HepG2_cells?el=1_x_8&enrichId=rgreq-6e1925e6-a79b-4541-8f50-d3ebefe93c0f&enrichSource=Y292ZXJQYWdlOzQ0ODAyNjI3O0FTOjk5OTIyMzUxMjMwOTg0QDE0MDA4MzQ3NTM0OTM=

