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Abstract
Skin cancer is the most common type of cancer in the United States, with an increasing annual rate. Defining 

the mechanism of skin cancer malignancy and progression is the first step towards skin cancer prevention and 
therapy. “Warburg Effect” describes the preference of glycolysis and lactate fermentation rather than oxidative 
phosphorylation for energy production in cancer cells, which also present in non-melanoma and melanoma skin 
cancers. Mitochondrial metabolism is an important and necessary component in the functioning and maintenance of 
the organelle, and accumulating evidence suggests that dysfunction of mitochondrial metabolism plays a role in skin 
cancer. Recently, new progress has demonstrated the mechanisms of the mitochondrial metabolism-to-glycolysis 
switch in skin cancer development and how to target this metabolic switch for skin cancer prevention and therapy, 
which will be discussed in this review. 
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Introduction
In vertebrates, food is digested and supplied to cells mainly 

in the form of glucose. Glucose is broken down further to make 
Adenosine Triphosphate (ATP) by two pathways. One is via anaerobic 
metabolism occurring in the cytoplasm, also known as glycolysis. 
The major physiological significance of glycolysis lies in making ATP 
quickly, but in a minuscule amount. The breakdown process continues 
in the mitochondria via the Krebs’s cycle coupled with oxidative 
phosphorylation, which is more efficient for ATP production. Cancer 
cells seem to be well-adjust to glycolysis. In the 1920s, Otto Warburg 
first proposed that cancer cells show increased levels of glucose 
consumption and lactate fermentation even in the presence of ample 
oxygen (known as “Warburg Effect”) [1]. Based on this theory, 
oxidative phosphorylation switches to glycolysis which promotes the 
proliferation of cancer cells [2]. Many studies have demonstrated 
glycolysis as the main metabolic pathway in cancer cells [3-6]. 

Why cancer cells prefer glycolysis, an inefficient metabolic 
pathway? It is now accepted that glycolysis provides cancer cells with 
the most abundant extracellular nutrient, glucose, to make ample 
ATP metabolic intermediates, such as ribose sugars, glycerol and 
citrate, nonessential amino acids, and the oxidative pentose phosphate 
pathway, which serve as building blocks for cancer cells [7]. 

Since, cancer cells have increased rates of aerobic glycolysis, 
investigators argue over the function of mitochondria in cancer cells. 
Mitochondrion, a one of the smaller organelles, produces most of the 
energy in the form of ATP to supply the body. In Warburg’s theory, 
the function of cellular mitochondrial respiration is dampened and 
mitochondria are not fully functional. There are many studies backing 
this theory. A recent review on hypoxia nicely summarizes some 
current studies and speculates that the “Warburg Effect” provides 
a benefit to the tumor not by increasing glycolysis but by decreasing 
mitochondrial activity [8]. However, there are also studies pointing 
to an opposing direction. For instance, the oncogene Myc has been 
shown to increase oxygen consumption and mitochondrial mass and 
function via transcriptional activation of a number of its target genes 
involved in various mitochondrial functions. These gene products 

include Transcription Factor A, Mitochondrial (TFAM) [9], acetyl-
CoA acetyltransferase, isocitrate dehydrogenase, L38, B-cell receptor-
Associated Protein (BAP) 37, Heat Shock Protein (HSP) 10, prohibitin, 
inner membrane translocase, etc; [10]. 

In this review, new progress on the “Warburg Effect” on skin 
cancer, the possible molecular mechanisms of this metabolic switch, 
and the approaches to target this metabolic switch for skin cancer 
prevention and therapy will be discussed. 

Mitochondrial respiration and skin cancer

Cellular respiration converts energy from nutrients into ATP while 
utilizing oxygen, known as aerobic respiration, or in the absence of 
oxygen, otherwise known as anaerobic respiration. The respiration 
in mitochondria belongs to the former, and glycolysis belongs to the 
latter. Mitochondrion is an intracellular organelle critically involved in 
regulating biogenesis, apoptosis, and oxidative stress. During cancer 
development, these mitochondrial functions also undergo substantial 
changes to facilitate cancer cell growth. Recent literature provides 
controversial results regarding mitochondrial biogenesis in skin cancer, 
and there is no absolute answer to whether mitochondrial biogenesis is 
down- or up-regulated in skin cancer development. Our speculation to 
this controversy is that the changes in mitochondrial metabolism may 
be cancer type- and stage- dependent.

Simulated Sunlight Irradiation (SSI) is a major cause of human 
skin cancer. When human malignant amelanotic melanoma A375 cells 
are exposed to SSI, mitochondrial dynamics and rate of mitophagy are 
significantly increased, which can be inhibited by glutamine, suggesting 
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that damage to mitochondrial dynamics and mitophagy could play an 
important role in skin cancer development [11].

In a skin cell transformation model (murine epidermal JB6 P+ 
cells) [12], and in mouse skin tissues, we have demonstrated that 
mitochondrial respiration is dampened upon tumor promoter 
treatment [13]. This phenomenon is inhibited when Manganese 
Superoxide Dismutase (MnSOD) is overexpressed. Interestingly, 
mitochondrial respiration substrates are able to block this metabolic 
switch and subsequent skin cell transformation.

However, the following studies on established skin cancer samples 
show opposite results. 

Arsenic-induced Bowen’s disease (As-BD, a cutaneous carcinoma 
in situ), which is able to transform into invasive Basal Cell Carcinoma 
(BCC) and Squamous Cell Carcinoma (SCC), is one of the major 
health issues of arsenic poisoning in certain developing countries 
[14]. In the As-BD patients, genes involved in mitochondrial 
biogenesis are upregulated. These genes include cytochrome c oxidase, 
peroxisome Proliferator-activated receptor Gamma Coactivator-1α 
(PGC-1α), Nuclear Respiratory Factor 1 (NRF-1), and mitochondrial 
Transcription Factor A (mtTFA). Furthermore, mitochondrial 
oxygen consumption and intracellular ATP levels are increased in 
arsenic-treated keratinocytes [15]. These results suggest that increased 
mitochondrial biogenesis may contribute to arsenic-induced skin cell 
proliferation. 

Similar results have also been observed in mitochondrial gene 
depleted B16 mouse melanoma cells. These cells show delayed 
subcutaneous tumor growth and failed to form metastatic lung tumors 
[16].

What are the master regulators that cause changes in mitochondrial 
metabolism and biogenesis? Studies suggest that (mitochondrial) DNA 
damage and non-mitochondria-derived free radicals are on top of the 
list. 

The Xeroderma Pigmentosum C (XPC) protein plays a key role 
in DNA repair, and patients with XPC deficiency show increased 
incidence of skin cancer [17]. In human keratinocytes, knockdown 
of XPC reduced mitochondrial oxidative phosphorylation whereas 
glycolysis was increased [18]. In addition, XPC knockdown induced 
deletions in mitochondrial DNA (mtDNA) and Reactive Oxygen 
Species (ROS) production via NADPH oxidase (Nox) 1 (Nox1).

Akt, a serine/threonine protein kinase, is involved in multiple 
cellular processes such as DNA damage/repair, glucose metabolism, 
cell proliferation, apoptosis, transcription and cell migration. Studies 
have confirmed that Akt is also relevant to melanoma malignancy. In 
WM35 melanoma cells, overexpression of Akt increased the levels of 
ROS, and stabilized cells with mitochondrial DNA mutations, which 
can generate ROS. Increased ROS production may be mediated by 
induced Nox4 [19]. It has been confirmed that Nox1 contributes to 
the oncogenic ras transformation phenotype [20] and Nox4 promotes 
cell survival of cancer cells [21]. Maki Yamaura and collegues found 
that Nox4 was overexpressed in melanoma. Nox4-generated ROS are 
functionally required for melanoma cell transformation and advanced 
melanoma growth [22]. 

Glycolysis and skin cancer

Unlike the controversy on the role of mitochondrial metabolism and 

biogenesis during cancer development, it is well accepted that glycolysis 
is enhanced and beneficial to cancer cells. The mammalian target of 
rapamycin (mTOR) has been well discussed in its role to promote 
glycolysis; recent literature has revealed some new mechanisms of how 
glycolysis is promoted during skin cancer development (Figure 1). 

On the other hand, Akt is not only involved in the regulation 
of mitochondrial metabolism in skin cancer but also of glycolysis. 
Activation of Akt has been found to phosphorylate FoxO3a, a 
downstream transcription factor of Akt, which promotes glycolysis by 
inhibiting apoptosis in melanoma. In addition, activated Akt is also 
associated with stabilized c-Myc and activation of mTOR, which both 
increase glycolysis for cancer cells [23,24]. 

Nevertheless, ras mutational activation prevails in skin cancer. 
Oncogenic ras induces glycolysis [25]. In human squamous cell 
carcinoma, the c-Jun NH(2)-terminal Kinase (JNK) is activated as a 
mediator of ras signaling, and is essential for ras-induced glycolysis, 
since pharmacological inhibitors if JNK suppress glycolysis [25].

CD147/basigin, a member of the immunoglobulin superfamily, 
is high expressed in melanoma and other cancers [26]. In a previous 
study, overexpression of CD147 promoted melanoma invasion, 
metastasis and angiogenesis, which is mediated via an interaction with 
the mediator of lactate transfer, Monocarboxylate Transporters 1 and 4 
(MCT1 and 4), and increased glycolysis in A375 melanoma cells [27].

Glyoxalase I (GLO1) is a ubiquitous cellular defense enzyme 
involved in the detoxification of methylglyoxal, a cytotoxic byproduct 
of glycolysis. In human melanoma tissue, GLO1 is upregulated at both 
the mRNA and protein levels. Knockdown of GLO1 sensitizes A375 
and G361 human metastatic melanoma cells to apoptosis. Therefore, 
GLO1 upregulation may play a functional role in glycolytic adaptations 
of cancer cells [28]. 

Since glucose uptake is facilitated by its transporters, the 
expression patterns of GLUT1 (glucose transporter 1) and GLUT4 
(glucose transporter 4) in human oral carcinoma samples have 
been examined [29]. GLUT1 is expressed in the basal and parabasal 
layers of the different stratified squamous epithelia and in the cells of 
an oral carcinoma. However, GLUT4 is not expressed in any of the 
tissues examined. This result suggests GLUT1 might be the important 
transporter to facilitate glycolysis in skin epidermis.

The transcription factor HIF-1 upregulates a number of genes 
in low oxygen conditions including glycolytic enzymes, which 
promotes ATP synthesis in an oxygen independent manner. Studies 
have demonstrated that hypoxia induces HIF-1 overexpression and 
its transcriptional activity increases in parallel with the progression 
of many tumor types [30-32]. A recent study [33] demonstrated 
that in malignant melanoma cells, HIF-1 is upregulated, leading to 
elevated expression of Pyruvate Dehydrogenase Kinase 1 (PDK1), and 
downregulated mitochondrial oxygen consumption [34]. 

The M2 isoform of Pyruvate Kinase (PKM2), which is required 
for catalyzing the final step of aerobic glycolysis, is highly expressed in 
cancer cells; whereas the M1 isoform (PKM1) is expressed in normal 
cells. Our studies using the skin cell promotion model (JB6 cells) 
demonstrated that PKM2 is activated whereas PKM1 is inactivated 
upon tumor promoter treatment. Further studies suggest oxidative 
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stress, an important contributing factor in carcinogenesis, may play 
a critical role in PKM2 activation, since overexpression of MnSOD 
suppresses this event in the early stage of skin carcinogenesis [13]. 
However, oxidative stress signaling in general and oxidation of 
PKM2 itself may have a different impact on PKM2 activity. Dimitrios 
Anastasiou and colleagues [35] demonstrated that acute increases 
in ROS inhibited PKM2 through oxidation of Cys358 in human lung 
cancer cells. The levels of ROS and stage of tumor development may be 
pivotal for the role and regulation of PKM2. 

Mitochondrial metabolism and glycolysis targeted skin 
cancer prevention and therapy

In cancer cells including skin cancer cells, the metabolic shift is 
composed of increased glycolysis, activation of anabolic pathways 
including amino acid and pentose phosphate production, and increased 
fatty acid biosynthesis. More and more studies have converged on 
particular glycolytic and mitochondrial metabolic targets for cancer 
drug discovery (Figure 2).

A marker for increased glycolysis in melanoma is the elevated 
levels of Lactate Dehydrogenase (LDH) in the blood of patients with 
melanoma, which has proven to be an accurate predictor of prognosis 
and response to treatments. LDH converts pyruvate, the final product 
of glycolysis, to lactate when oxygen is absent. High concentrations 
of lactate, in turn, negatively regulate LDH. Therefore, targeting acid 
excretion may provide a feasible and effective therapeutic approach 
for melanoma [36]. For instance, JugloSne, a main active component 
in walnut, has been used in traditional medicines. Studies have shown 
that Juglone causes cell membrane damage and increased LDH levels 
in a concentration-dependent manner in cultured melanoma cells [37].

As one of the rate-limiting enzyme of glycolysis, 6-phosphofructo-
2-kinase/fructose-2,6-bisphosphatase isozyme 3 (PFKFB3) is activated 
in neoplastic cells. Studies have confirmed that an inhibitor of 
PFKFB3, 3-(3-pyridinyl)-1-(4-pyridinyl)-2-propen-1-one (3PO), 
suppresses glycolysis in neoplastic cells [38]. In melanoma cell lines, 
the concentrations of Fru-2, 6-BP, lactate, ATP, NAD+, and NADH 
are diminished by 3PO. Therefore, targeting PFKFB3 using 3PO and 
other PFKFB3 specific inhibitors could be effective in melanoma 
chemotherapy [38].

A new NO (nitric oxide) donating compound [(S,R)-3-phenyl-4,5-
dihydro-5-isoxazole acetic acid–nitric oxide (GIT-27NO)] has been 
tested in treating melanoma cells. The results suggest that GIT-27/NO 
causes a dose-dependent reduction of mitochondrial respiration in 
treated A375 human melanoma cells [39].

As an endogenous angiogenesis inhibitor, angiostatin is produced 
by autoproteolytic cleavage of plasminogen. Currently, the molecular 
mechanism of its anticancer function is being extensively studied. 
In human melanoma tumor cells (A2058), it has been reported that 
at least two mitochondrial enzymes are affected by angiostatin [40] 
which include malate dehydrogenase, a member of the Kreb’s cycle 
enzymes; and adenosine triphosphate synthase. Both are identified 
potential angiostatin-binding partners. After treated with angiostatin, 
the ATP concentrations of A2058 cells were decreased. Meanwhile, 
using siRNA of these two enzymes also inhibited the ATP production. 
Therefore, angiostatin has great potential to become an anticancer 
medicine (agent).

UV is a potent inducer for ROS generation in the skin. The 
antioxidant N-acetylcysteine (NAC) has be used in patients before 
being exposed to UV. It was shown that NAC could prevent pro-
oncogenic oxidative stress and reduce melanoma risk [41]. As an 
antioxidant constituent in green tea, (-)-epigallocatechin-3-gallate 
(EGCG) inhibited the viability and growth of melanoma and promoted 
apoptosis, with the cki-cdk-cyclin network and Bcl2 family proteins 
contributing to this process [42].

Our recent studies demonstrated that PKM2 is up regulated in the 
early stage of skin carcinogenesis [13], therefore, targeting PKM2 could 
serve as a new approach for skin cancer prevention and therapy. There 
are two PKM2 inhibitors that have been reported, compound-3 (N-(3-
carboxy-4-hydroxy) phenyl-2,5,-dimethylpyrrole) [43] and shikonin 
[3], that both show more specificity to PKM2 than PKM1. Inhibiting 
PKM2 using these inhibitors may provide a new strategy for developing 
preventative and anticancer therapies. 

Conclusion
As reported by the National Cancer Institute (NCI), more than 
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68,000 Americans are diagnosed with melanoma, and more than 2 
million with basal cell or squamous cell skin cancer each year. Therefore, 
accurate diagnosis and aggressive treatment play an important role in 
the control of skin cancer.

Recently the “Warburg Effect” in skin cancer and how to target it 
for skin cancer prevention and therapy has attracted more attention. 
While whether mitochondrial metabolism and biogenesis are up- or 
down-regulated in skin cancer remains controversial and further efforts 
are required to clarify this, increased glycolysis seems well observed 
and the signaling pathways critical for this activation could serve as 
novel preventive and therapeutic targets for human skin cancer. 

Acknowledgement

The authors appreciate our colleague Delira Robbins in our institution for the 
critical review of this manuscript.

References

1. Warburg O (1956) On the origin of cancer cells. Science 123: 309-314.

2. Weinberg F, Hamanaka R, Wheaton WW, Weinberg S, Joseph J, et al. (2010) 
Mitochondrial metabolism and ROS generation are essential for Kras-mediated 
tumorigenicity. Proc Natl Acad Sci U S A 107: 8788-8793.

3. Chen J, Xie J, Jiang Z, Wang B, Wang Y, et al. (2011) Shikonin and its analogs 
inhibit cancer cell glycolysis by targeting tumor pyruvate kinase-M2. Oncogene 
30: 4297-4306.

4. Hitosugi T, Kang S, Vander Heiden MG, Chung TW, Elf S, et al. (2009) 
Tyrosine phosphorylation inhibits PKM2 to promote the Warburg effect and 
tumor growth. Sci Signal 2: ra73.

5. López-Lázaro M (2008) The warburg effect: why and how do cancer cells 
activate glycolysis in the presence of oxygen? Anticancer Agents Med Chem 
8: 305-312.

6. Yeung SJ, Pan J, Lee MH (2008) Roles of p53, MYC and HIF-1 in regulating 
glycolysis - the seventh hallmark of cancer. Cell Mol Life Sci 65: 3981-3999.

7. DeBerardinis RJ, Lum JJ, Hatzivassiliou G, Thompson CB (2008) The biology 
of cancer: metabolic reprogramming fuels cell growth and proliferation. Cell 
Metab 7: 11-20.

8. Denko NC (2008) Hypoxia, HIF1 and glucose metabolism in the solid tumour. 
Nat Rev Cancer 8: 705-713.

9. Li F, Wang Y, Zeller KI, Potter JJ, Wonsey DR, et al. (2005) Myc stimulates 
nuclearly encoded mitochondrial genes and mitochondrial biogenesis. Mol Cell 
Biol 25: 6225-6234.

10. O’Connell BC, Cheung AF, Simkevich CP, Tam W, Ren X, et al. (2003) A large 
scale genetic analysis of c-Myc-regulated gene expression patterns. J Biol 
Chem 278: 12563-12573.

11. Zanchetta LM, Garcia A, Lyng F, Walsh J, Murphy JE (2011) Mitophagy and 
mitochondrial morphology in human melanoma-derived cells post exposure to 
simulated sunlight. Int J Radiat Biol 87: 506-517.

12. Colburn NH, Former BF, Nelson KA, Yuspa SH (1979) Tumour promoter 
induces anchorage independence irreversibly. Nature 281: 589-591.

13. Wittwer JA, Robbins D, Wang F, Codarin S, Shen X, et al. (2011) Enhancing 
mitochondrial respiration suppresses tumor promoter TPA-induced PKM2 
expression and cell transformation in skin epidermal JB6 cells. Cancer Prev 
Res (Phila) 4: 1476-1484.

14. Yu HS, Liao WT, Chai CY (2006) Arsenic carcinogenesis in the skin. J Biomed 
Sci 13: 657-666.

15. Lee CH, Wu SB, Hong CH, Liao WT, Wu CY, et al. (2011) Aberrant cell 
proliferation by enhanced mitochondrial biogenesis via mtTFA in arsenical skin 
cancers. Am J Pathol 178: 2066-2076. 

16. Berridge MV, Tan AS (2010) Effects of mitochondrial gene deletion on 

tumorigenicity of metastatic melanoma: reassessing the Warburg effect. 
Rejuvenation Res 13: 139-141.

17. Cleaver JE (2005) Cancer in xeroderma pigmentosum and related disorders of 
DNA repair. Nat Rev Cancer 5: 564-573.

18. Rezvani HR, Kim AL, Rossignol R, Ali N, Daly M, et al. (2011) XPC silencing 
in normal human keratinocytes triggers metabolic alterations that drive the 
formation of squamous cell carcinomas. J Clin Invest 121: 195-211. 

19. Govindarajan B, Sligh JE, Vincent BJ, Li M, Canter JA, et al. (2007) 
Overexpression of Akt converts radial growth melanoma to vertical growth 
melanoma. J Clin Invest 117: 719-729.

20. Shinohara M, Shang WH, Kubodera M, Harada S, Mitsushita J, et al. (2007) 
Nox1 redox signaling mediates oncogenic Ras-induced disruption of stress 
fibers and focal adhesions by down-regulating Rho. J Biol Chem 282: 17640-
17648.

21. Mochizuki T, Furuta S, Mitsushita J, Shang WH, Ito M, et al. (2006) Inhibition of 
NADPH oxidase 4 activates apoptosis via the AKT/apoptosis signal-regulating 
kinase 1 pathway in pancreatic cancer PANC-1 cells. Oncogene 25: 3699-
3707.

22. Yamaura M, Mitsushita J, Furuta S, Kiniwa Y, Ashida A, et al. (2009) NADPH 
oxidase 4 contributes to transformation phenotype of melanoma cells by 
regulating G2-M cell cycle progression. Cancer Res 69: 2647-2654.

23. Khatri S, Yepiskoposyan H, Gallo CA, Tandon P, Plas DR (2010) FOXO3a 
regulates glycolysis via transcriptional control of tumor suppressor TSC1. J Biol 
Chem 285: 15960-15965.

24. Segrelles C, Moral M, Lara MF, Ruiz S, Santos M, et al. (2006) Molecular 
determinants of Akt-induced keratinocyte transformation. Oncogene 25: 1174-
1185.

25. Ke H, Harris R, Coloff JL, Jin JY, Leshin B, et al. (2010) The c-Jun NH2-
terminal kinase 2 plays a dominant role in human epidermal neoplasia. Cancer 
Res 70: 3080-3088.

26. Kanekura T, Chen X (2010) CD147/basigin promotes progression of malignant 
melanoma and other cancers. J Dermatol Sci 57: 149-154.

27. Su J, Chen X, Kanekura T (2009) A CD147-targeting siRNA inhibits the 
proliferation, invasiveness, and VEGF production of human malignant 
melanoma cells by down-regulating glycolysis. Cancer Lett 273: 140-147.

28. Bair WB 3rd, Cabello CM, Uchida K, Bause AS, Wondrak GT (2010) GLO1 
overexpression in human malignant melanoma. Melanoma Res 20: 85-96.

29. Voldstedlund M, Dabelsteen E (1997) Expression of GLUT1 in stratified 
squamous epithelia and oral carcinoma from humans and rats. APMIS 105: 
537-545.

30. Brahimi-Horn C, Pouysségur J (2006) The role of the hypoxia-inducible factor 
in tumor metabolism growth and invasion. Bull Cancer 93: E73-80.

31. Kimbro KS, Simons JW (2006) Hypoxia-inducible factor-1 in human breast and 
prostate cancer. Endocr Relat Cancer 13: 739-749.

32. Krishnamachary B, Berg-Dixon S, Kelly B, Agani F, Feldser D, et al. (2003) 
Regulation of colon carcinoma cell invasion by hypoxia-inducible factor 1. 
Cancer Res 63: 1138-1143.

33. Kuphal S, Winklmeier A, Warnecke C, Bosserhoff AK (2010) Constitutive HIF-1 
activity in malignant melanoma. Eur J Cancer 46: 1159-1169.

34. Papandreou I, Cairns RA, Fontana L, Lim AL, Denko NC (2006) HIF-1 
mediates adaptation to hypoxia by actively downregulating mitochondrial 
oxygen consumption. Cell Metab 3: 187-197.

35. Anastasiou D, Poulogiannis G, Asara JM, Boxer MB, Jiang JK, et al. (2011) 
Inhibition of pyruvate kinase M2 by reactive oxygen species contributes to 
cellular antioxidant responses. Science 334: 1278-1283.

36. Hersey P, Watts RN, Zhang XD, Hackett J (2009) Metabolic approaches to 
treatment of melanoma. Clin Cancer Res 15: 6490-6494.

37. Aithal BK, Kumar MR, Rao BN, Udupa N, Rao BS (2009) Juglone, a 

http://www.iciba.com/diagnosis/
http://www.iciba.com/treatment/
http://www.ncbi.nlm.nih.gov/pubmed/13298683
http://www.ncbi.nlm.nih.gov/pubmed/20421486
http://www.ncbi.nlm.nih.gov/pubmed/20421486
http://www.ncbi.nlm.nih.gov/pubmed/20421486
http://www.ncbi.nlm.nih.gov/pubmed/21516121
http://www.ncbi.nlm.nih.gov/pubmed/21516121
http://www.ncbi.nlm.nih.gov/pubmed/21516121
http://www.ncbi.nlm.nih.gov/pubmed/19920251
http://www.ncbi.nlm.nih.gov/pubmed/19920251
http://www.ncbi.nlm.nih.gov/pubmed/19920251
http://www.ncbi.nlm.nih.gov/pubmed/18393789
http://www.ncbi.nlm.nih.gov/pubmed/18393789
http://www.ncbi.nlm.nih.gov/pubmed/18393789
http://www.ncbi.nlm.nih.gov/pubmed/18766298
http://www.ncbi.nlm.nih.gov/pubmed/18766298
http://www.ncbi.nlm.nih.gov/pubmed/18177721
http://www.ncbi.nlm.nih.gov/pubmed/18177721
http://www.ncbi.nlm.nih.gov/pubmed/18177721
http://www.ncbi.nlm.nih.gov/pubmed/19143055
http://www.ncbi.nlm.nih.gov/pubmed/19143055
http://www.ncbi.nlm.nih.gov/pubmed/15988031
http://www.ncbi.nlm.nih.gov/pubmed/15988031
http://www.ncbi.nlm.nih.gov/pubmed/15988031
http://www.ncbi.nlm.nih.gov/pubmed/12529326
http://www.ncbi.nlm.nih.gov/pubmed/12529326
http://www.ncbi.nlm.nih.gov/pubmed/12529326
http://www.ncbi.nlm.nih.gov/pubmed/21381890
http://www.ncbi.nlm.nih.gov/pubmed/21381890
http://www.ncbi.nlm.nih.gov/pubmed/21381890
http://www.ncbi.nlm.nih.gov/pubmed/492322
http://www.ncbi.nlm.nih.gov/pubmed/492322
http://www.ncbi.nlm.nih.gov/pubmed/21673231
http://www.ncbi.nlm.nih.gov/pubmed/21673231
http://www.ncbi.nlm.nih.gov/pubmed/21673231
http://www.ncbi.nlm.nih.gov/pubmed/21673231
http://www.ncbi.nlm.nih.gov/pubmed/16807664
http://www.ncbi.nlm.nih.gov/pubmed/16807664
http://www.ncbi.nlm.nih.gov/pubmed/21514422
http://www.ncbi.nlm.nih.gov/pubmed/21514422
http://www.ncbi.nlm.nih.gov/pubmed/21514422
http://www.ncbi.nlm.nih.gov/pubmed/20370492
http://www.ncbi.nlm.nih.gov/pubmed/20370492
http://www.ncbi.nlm.nih.gov/pubmed/20370492
http://www.ncbi.nlm.nih.gov/pubmed/16069818
http://www.ncbi.nlm.nih.gov/pubmed/16069818
http://www.ncbi.nlm.nih.gov/pubmed/21123941
http://www.ncbi.nlm.nih.gov/pubmed/21123941
http://www.ncbi.nlm.nih.gov/pubmed/21123941
http://www.ncbi.nlm.nih.gov/pubmed/17318262
http://www.ncbi.nlm.nih.gov/pubmed/17318262
http://www.ncbi.nlm.nih.gov/pubmed/17318262
http://www.ncbi.nlm.nih.gov/pubmed/17435218
http://www.ncbi.nlm.nih.gov/pubmed/17435218
http://www.ncbi.nlm.nih.gov/pubmed/17435218
http://www.ncbi.nlm.nih.gov/pubmed/17435218
http://www.ncbi.nlm.nih.gov/pubmed/16532036
http://www.ncbi.nlm.nih.gov/pubmed/16532036
http://www.ncbi.nlm.nih.gov/pubmed/16532036
http://www.ncbi.nlm.nih.gov/pubmed/16532036
http://www.ncbi.nlm.nih.gov/pubmed/19276355
http://www.ncbi.nlm.nih.gov/pubmed/19276355
http://www.ncbi.nlm.nih.gov/pubmed/19276355
http://www.ncbi.nlm.nih.gov/pubmed/20371605
http://www.ncbi.nlm.nih.gov/pubmed/20371605
http://www.ncbi.nlm.nih.gov/pubmed/20371605
http://www.ncbi.nlm.nih.gov/pubmed/16247457
http://www.ncbi.nlm.nih.gov/pubmed/16247457
http://www.ncbi.nlm.nih.gov/pubmed/16247457
http://www.ncbi.nlm.nih.gov/pubmed/20354187
http://www.ncbi.nlm.nih.gov/pubmed/20354187
http://www.ncbi.nlm.nih.gov/pubmed/20354187
http://www.ncbi.nlm.nih.gov/pubmed/20060267
http://www.ncbi.nlm.nih.gov/pubmed/20060267
http://www.ncbi.nlm.nih.gov/pubmed/18778892
http://www.ncbi.nlm.nih.gov/pubmed/18778892
http://www.ncbi.nlm.nih.gov/pubmed/18778892
http://www.ncbi.nlm.nih.gov/pubmed/20093988
http://www.ncbi.nlm.nih.gov/pubmed/20093988
http://www.ncbi.nlm.nih.gov/pubmed/9269300
http://www.ncbi.nlm.nih.gov/pubmed/9269300
http://www.ncbi.nlm.nih.gov/pubmed/9269300
http://www.ncbi.nlm.nih.gov/pubmed/16954428
http://www.ncbi.nlm.nih.gov/pubmed/16954428
http://www.ncbi.nlm.nih.gov/pubmed/12615733
http://www.ncbi.nlm.nih.gov/pubmed/12615733
http://www.ncbi.nlm.nih.gov/pubmed/12615733
http://www.ncbi.nlm.nih.gov/pubmed/20185296
http://www.ncbi.nlm.nih.gov/pubmed/20185296
http://www.ncbi.nlm.nih.gov/pubmed/16517406
http://www.ncbi.nlm.nih.gov/pubmed/16517406
http://www.ncbi.nlm.nih.gov/pubmed/16517406
http://www.ncbi.nlm.nih.gov/pubmed/22052977
http://www.ncbi.nlm.nih.gov/pubmed/22052977
http://www.ncbi.nlm.nih.gov/pubmed/22052977
http://www.ncbi.nlm.nih.gov/pubmed/19861452
http://www.ncbi.nlm.nih.gov/pubmed/19861452
http://www.ncbi.nlm.nih.gov/pubmed/19555768


Page 5 of 5

Citation: Li W, Zhao Y (2012) Epidermal Pigmentation, Nucleotide Excision Repair and Risk of Skin Cancer. J Carcinogene Mutagene S4:002 
doi:10.4172/2157-2518.S4-002

J Carcinogene Mutagene               ISSN:2157-2518 JCM, an open access journal journal Skin Cancer

naphthoquinone from walnut, exerts cytotoxic and genotoxic effects against 
cultured melanoma tumor cells. Cell Biol Int 33: 1039-1049.

38. Clem B, Telang S, Clem A, Yalcin A, Meier J, et al. (2008) Small-molecule 
inhibition of 6-phosphofructo-2-kinase activity suppresses glycolytic flux and 
tumor growth. Mol Cancer Ther 7: 110-120.

39. Mijatovic S, Maksimovic-Ivanic D, Mojic M, Malaponte G, Libra M, et al. (2008) 
Novel nitric oxide-donating compound (S,R)-3-phenyl-4,5-dihydro-5-isoxazole 
acetic acid-nitric oxide (GIT-27NO) induces p53 mediated apoptosis in human 
A375 melanoma cells. Nitric Oxide 19: 177-183. 

40. Lee TY, Muschal S, Pravda EA, Folkman J, Abdollahi A, et al. (2009) Angiostatin 
regulates the expression of antiangiogenic and proapoptotic pathways via 
targeted inhibition of mitochondrial proteins. Blood 114: 1987-1998.

41. Goodson AG, Cotter MA, Cassidy P, Wade M, Florell SR, et al. (2009) Use 
of oral N-acetylcysteine for protection of melanocytic nevi against UV-induced 
oxidative stress: towards a novel paradigm for melanoma chemoprevention. 
Clin Cancer Res 15: 7434-7440.

42. Nihal M, Roelke CT, Wood GS (2010) Anti-melanoma effects of vorinostat 
in combination with polyphenolic antioxidant (-)-epigallocatechin-3-gallate 
(EGCG). Pharm Res 27: 1103-1114.

43. Vander Heiden MG, Christofk HR, Schuman E, Subtelny AO, Sharfi H, et 
al. (2010) Identification of small molecule inhibitors of pyruvate kinase M2. 
Biochem Pharmacol 79: 1118-1124.

This	article	was	originally	published	in	a	special	issue,	Skin Cancer	handled	
by	Editor(s).	Dr.	John	D′Orazio,	Univ.KY	College	of	Medicine,	USA

http://www.ncbi.nlm.nih.gov/pubmed/19555768
http://www.ncbi.nlm.nih.gov/pubmed/19555768
http://www.ncbi.nlm.nih.gov/pubmed/18202014
http://www.ncbi.nlm.nih.gov/pubmed/18202014
http://www.ncbi.nlm.nih.gov/pubmed/18202014
http://www.ncbi.nlm.nih.gov/pubmed/19465692
http://www.ncbi.nlm.nih.gov/pubmed/19465692
http://www.ncbi.nlm.nih.gov/pubmed/19465692
http://www.ncbi.nlm.nih.gov/pubmed/19920101
http://www.ncbi.nlm.nih.gov/pubmed/19920101
http://www.ncbi.nlm.nih.gov/pubmed/19920101
http://www.ncbi.nlm.nih.gov/pubmed/19920101
http://www.ncbi.nlm.nih.gov/pubmed/20232120
http://www.ncbi.nlm.nih.gov/pubmed/20232120
http://www.ncbi.nlm.nih.gov/pubmed/20232120
http://www.ncbi.nlm.nih.gov/pubmed/20005212
http://www.ncbi.nlm.nih.gov/pubmed/20005212
http://www.ncbi.nlm.nih.gov/pubmed/20005212

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	Mitochondrial respiration and skin cancer
	Glycolysis and skin cancer
	Mitochondrial metabolism and glycolysis targeted skin cancer prevention and therapy

	Conclusion
	Acknowledgement
	References
	Figure 1
	Figure 2



