
Abstract. The majority of human tumors display a high rate
of glycolysis under aerobic conditions. This phenomenon was
recognized approximately seven decades ago and is known
as the Warburg effect. Several key enzymes required to
maintain this high level of glucose metabolism are found in
tumor cells. The effects of the glycolytic enzymes are known
to be directly or indirectly regulated by various signaling
pathways, oncogenes, suppressor genes and transcription
factors. Recent molecular biology studies have shown that
multiple genetic alterations are related to tumor
development. Therefore, these factors may be rational targets
for cancer therapy. In this short review, we describe several
important molecules that affect aerobic glycolysis and
discuss their possible use as therapeutic targets for cancer. 

Various metabolic changes occur in tumor cells. Tumor cells
have special metabolic requirements for their development into
three-dimensional tumor masses. Among the metabolic changes
exhibited by tumor cells, enhanced glucose metabolism and
glucose dependence compared to normal tissue is particularly
correlated with tumor aggressiveness and prognosis. Normal
cells generate most of their ATP through glycolysis under
anaerobic conditions and mitochondrial oxidative
phosphorylation under aerobic conditions. Furthermore, normal
tissues can use alternative energy sources, such as glucose, fatty
acids, amino acids and other metabolic intermediates, to
generate ATP in mitochondria. Tumor cells, however, generate
as much as 60% of their ATP through glycolysis, regardless of

the presence or absence of oxygen, and depend more on
glycolysis for ATP generation. This phenomenon was originally
observed by Otto Warburg and is now known as the Warburg
effect (1) or “aerobic glycolysis”. Aerobic glycolysis has been
observed in a variety of tumor cells. It has been hypothesized
that aerobic glycolysis has some advantages for tumor cells over
oxidative phosphorylation. For instance, aerobic glycolysis has
been shown to protect DNA from damage caused by oxygen
radicals produced by oxidative phosphorylation and to generate
ATP at a faster rate than oxidative phosphorylation (2). 

The glycolytic pathway is a series of metabolic reactions
catalyzed by multiple enzymes or enzyme complexes. The
expression of many of these glycolytic enzymes is known to
increase in tumor cells. Therefore, several glycolytic
enzymes in this pathway have recently been considered as
possible targets for the treatment of cancer and have gathered
interest as possible targets for the development of glycolytic
inhibitors as potential anticancer agents (3). Furthermore,
recent molecular biology studies have identified signaling
pathways, oncogene products, tumor suppressor proteins and
transcriptional factors that directly or indirectly affect tumor
cell energy metabolism. Therefore, these factors may also be
rational targets for cancer therapy. In this short review, we
focus on these factors as well as on glucose transporters and
glycolytic enzymes (Figure 1), that have been shown to
influence the Warburg effect. 

Glucose Transporters and Glycolytic Enzymes
Related to the Warburg Effect

Tumor cells exhibit a high rate of glycolysis, a phenomenon
caused by the up-regulation of many glycolytic enzymes and
the increased flux of glucose via glucose transporters (4).
Each of these molecules is considered a possible therapeutic
target. In this section, we address the function of glucose
transporters and glycolytic enzymes and summarize the
findings of recent studies of genetic and pharmacological
interventions targeting these molecules (Figure 1).
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Glucose transporter (GLUT) and sodium-dependent glucose
transporter (SGLT). Glucose is a hydrophilic compound and
therefore cannot pass through the cell membrane lipid bilayer
via simple diffusion. Instead, it requires a specific transporter to
enter the cytosol. Two classes of hexose transporters are known
to be glucose transporters: the GLUT and SGLT families. The
GLUT family comprises of facilitative transporters that transport
glucose along a concentration gradient. The expression of
GLUT1 is increased in some tumor cells and is correlated with
a poor prognosis (5). Recent studies have shown the possibility
of inhibiting GLUT through the use of small interference RNA
(siRNA), antisense nucleotides or antibodies to GLUT (6). The
SGLT family comprises of Na+/glucose transporters that
transport glucose against a concentration gradient utilizing the
sodium-electrochemical gradient and ATP. SGLT1 is expressed
in some primary tumors and metastatic lesions (7). In a recent
study, it was found that epidermal growth factor receptor
(EGFR) associates with and stabilizes SGLT1 to promote
glucose uptake into tumor cells (8). Therefore, EGFR, which
participates in cell growth, migration and proliferation, seems
to be not only an important mediator of intracellular signaling,
but also an integral component of the active glucose transport
system (9). This may explain the resistance of tumor cells to
chemotherapeutic agents and tyrosine kinase inhibitors. Several
novel strategies have recently been proposed to deliver
chemotherapeutic agents into tumor cells via the actions of
SGLT1 (10). 

Hexokinase. Following cellular uptake via glucose
transporters, glucose is converted to glucose 6-phosphate, the
initial phosphorylated intermediate of the glycolytic pathway,
by hexokinases. In human cells, there are four isoforms of
hexokinase (I-IV) with different patterns of tissue expression
(11). Among them, hexokinase II is overexpressed in various
types of cancer cells. Mutant p53, v-akt murine thymoma
viral oncogene homolog (AKT) and hypoxia-inducible
factor-1 (HIF1) may promote the hexokinase II expression
(12). Since glucose 6-phosphate is a common metabolic
intermediate for glycolysis, hexokinase II plays a role in the
initiation and maintenance of high rates of glucose
catabolism in tumor cells. Therefore, inhibiting this molecule
is considered an important target of therapy. Well-known
hexokinase inhibitors include 2-deoxyglucose, 3-
bromopyruvate, 5-thioglucose, mannoheptulose and
lonidamine (13). 

Glyceraldehyde-3-phosphate dehydrogenase (GAPDH).
GAPDH is encoded by a housekeeping gene and catalyzes
the key redox reaction in the glycolytic pathway by
converting glyceraldehyde 3-phosphate to 1,3-
bisphosphoglycerate. In addition to its enzyme activity,
GAPDH affects multiple cellular functions, including
membrane vesicular formation, nuclear tRNA transport and

DNA replication/repair (14). Known inhibitors of GAPDH
include α-chlorohydrin, ornidazole and iodoacetate. In
addition, pentovalent arsenate can induce arsenolysis during
the GAPDH-catalyzing reaction and abolish ATP generation.

Pyruvate kinase (PK). PK plays an essential role in regulating
the balance between glycolytic ATP generation and
biosynthetic requirements in proliferating cells (15). PK
isozyme type M2 (PK-M2), which converts phosphoenol-
pyruvate into pyruvate, is highly active in its tetrameric form
and less active in its dimeric form. The tetramer to dimer shift
of PK-M2 controls the relative activity of glycolysis. Cancer
cells express higher levels of PK-M2 over the more
catalytically active PK-M1. The tetramer-dimer ratio of PK-M2
is regulated by ATP, fatty acids and fructose 1,6-bisphosphate
(16). Fructose 1,6-bisphosphate is a key metabolite that
increases the activity of PK-M2 in normal tissues, leading to a
drastic increase in forward flux via glycolysis. The PK-M2
expression provides a proliferative advantage for cancer cells
and enhances the transcriptional activity of HIF1 (17), raising
the possibility that PK-M2 may be an attractive target for
cancer therapy. Oxalate is a potent inhibitor of PK. A recent
study showed that inhibiting PK-M2 activity using siRNA
increases apoptosis in cell culture and can inhibit tumor cell
growth (18). 

Lactate dehydrogenase A (LDHA) and pyruvate
dehydrogenase kinase (PDK). In tumor cells, the increased
expression of LDHA and inactivation of pyruvate
dehydrogenase (PDH) promote glycolysis via pyruvate to
lactate conversion and suppression of the tricarboxylic acid
(TCA) cycle. PDK inactivates PDH and prevents the
movement of pyruvate into the mitochondrial matrix (19).
The expressions of LDHA and PDK are increased in human
cancer and their activity is directly regulated by a variety of
oncogenes and transcriptional factors, including v-myc
myelocytomatosis viral oncogene homolog (c-MYC) and
HIF1α. LDHA has been used as a marker of neoplastic
transformation. Inhibiting LDHA primarily blocks the
production of lactate from pyruvate; thus, several glycolysis
inhibitors, including the LDHA inhibitors FX11and oxamate,
are in pre-clinical and clinical development (20).

Signaling Pathways, Oncogenes, Suppressor
Genes and Transcriptional Factors 
Related to the Warburg Effect

In tumor cells, the activation of signaling pathways, proto-
oncogenes and transcriptional factors and the inactivation of
tumor suppressor genes are associated with glycolytic
fueling, involving a metabolic switch from oxidative
phosphorylation to glycolysis, thereby attenuating
mitochondrial respiration (21). Recent molecular biological
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studies have shown that these multiple genetic alterations are
related to tumor development. Therefore, these factors may
be rational targets for cancer therapy. In this section, we
address the functions of signaling pathways, oncogenes,
tumor suppressor genes and transcriptional factors affecting
aerobic glycolysis and summarize the findings of recent
studies of genetic and pharmacologic interventions targeting
these factors (Figure 1). 

Phosphatidylinositol 3-kinase (PI3K)/AKT/mammalian target
of rapamycin (mTOR) signaling pathway. Aberration and
activation of the PI3K/AKT pathway is commonly observed
in cancer cells. PI3K is activated via mutation or
amplification in numerous types of cancers (22). Growth
factor-dependent activation of PI3K leads to the activation of

downstream effectors, including AKT and mTOR, that
coordinate metabolic activities that support cellular
biosynthesis. Enhanced PI3K/AKT signaling results in
metabolic transformation via multiple pathways, including
the increased expression of genes involved in glycolysis and
stimulation of various glycolytic enzyme activities. AKT
signaling activation regulates the transcription and translation
of glucose transporters and glycolytic enzymes and increases
their expressions. AKT has also been implicated in the
regulation of glucose uptake. AKT-dependent stimulation of
glycolytic enzymes, such as hexokinase and
phosphofructokinase (PFK), drives glycolysis, thereby
increasing the transcription of genes involved in glycolysis
and lipogenesis, and enhances protein translation via an
AKT-dependent mTOR activation (23). Therefore, activation
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Figure 1. Schematic representation of the relationships between the glycolysis pathway and signaling pathways, oncogenes, tumor suppressor genes
and transcription factors. Glucose transporters (GLUT and SGLT) and the subsequent catabolism of glucose via the glycolytic pathway are shown.
Aerobic glycolysis is in part due to up-regulation of genes coding glucose transporters and glycolytic enzymes. The glycolytic enzymes that are
considered to be potential targets for anticancer agents are indicated in blue, and the relevant chemical inhibitors are noted. Activation of signaling
pathways, transcriptional factors and oncogene products and inactivation of tumor suppressor proteins directly or indirectly regulate the glycolysis
pathway and glycolytic enzymes. PGI: Phosphoglucose isomerase; PFK: 6-phosphofructokinase; GAPDH: glyceraldehyde-3-phosphate
dehydrogenase; PK: pyruvate kinase; PDH: pyruvate dehydrogenase; PDK: pyruvate dehydrogenase kinase; LDHA: lactate dehydrogenase A.



of AKT signaling may be sufficient to bring about the switch
to glycolytic metabolism in tumor cells. PI3K and mTOR are
located up- and downstream of AKT, respectively. mTOR is
an upstream activator of HIF1α in tumor cells that functions
as a transcription factor regulating the expressions of genes
involved in the glycolytic pathway. Since the
PI3K/AKT/mTOR pathway regulates the genes responsible
for aerobic glycolysis, disruption of PI3K/AKT/mTOR
signaling may switch the source of metabolic energy from
glycolysis to oxidative phosphorylation and remove the
survival advantage of cancer cells. In this context, it is very
interesting that several mTOR inhibitors used in phase I/II
trials, including RAD001, temsirolimus (CCI-779) and AP-
23573, demonstrate antitumor activity and a generally
tolerable safety profile (24-27).

Oncogene c-MYC. c-MYC is frequently found in various
human tumors (28). The c-MYC protein participates in the
regulation of cell proliferation, differentiation and apoptosis
(29). c-MYC is an oncogenic transcription factor that
stimulates the expression of glycolytic enzymes, such as
LDHA, and reduces the amount of glucose carbon that enters
the TCA cycle (30). Furthermore, c-MYC promotes glucose
metabolism, and c-MYC-transformed cells have been
demonstrated to be susceptible to glucose deprivation-
induced apoptosis (31). c-MYC activation collaborates with
HIF1 to confer metabolic advantages to tumor cells, allowing
them to thrive in a hypoxic microenvironment (the Warburg
effect) (32). Recently, c-MYC gene targets have emerged,
although they have not been comprehensively characterized.
Therefore, the development of therapeutics that inhibit the
transcriptional properties of c-MYC has, thus far, eluded
drug discovery efforts.

Tumor suppressor gene p53. P53 is a transcriptional factor
that suppresses tumor development by regulating the
expressions of genes inducing cell cycle arrest, apoptosis and
senescence under stress conditions (33, 34). The activation
of P53 indirectly decreases the activity of several glycolytic
enzymes and increases the use of the TCA cycle and
oxidative phosphorylation. Activated P53 protein inhibits the
activity of the PI3K/AKT/mTOR pathway. In many types of
tumor cells, P53 is mutated and inactivated, and the loss of
the P53 functions leads to the Warburg effect. P53 induces a
gene named TP53-induced glycolysis and apoptosis regulator
(TIGAR). The expression of TIGAR leads to a decrease in
the expression of fructose-2,6-bisphosphate and suppression
of glycolysis (35). Therefore, the tumor suppressor P53 can
regulate the balance between oxidative phosphorylation and
glycolysis via multiple mechanisms, and tumor cells lacking
functional P53 may exhibit reduced respiratory activity and
thus become dependent on glycolysis to generate ATP, even
in the presence of oxygen. P53 also represses the

transcriptional activity of some GLUT gene promoters via
direct DNA binding, leading to a decrease in glucose uptake
(36). Mutated P53 stimulates the transcription of the
hexokinase II promoter. A recent study demonstrated that
loss of P53 activates nuclear factor-kappa B (NFκB) to
increase the rate of aerobic glycolysis (37). In recent years,
a number of strategies to reactivate mutant P53 with small
molecules, such CP-31398 and PRIMA-1, have shown
effective inhibition of aerobic glycolysis in tumor cells both
in vitro and in vivo (38, 39).

Transcriptional factor HIF1α. Hypoxia induces the
activation of HIF1α, an important transcription factor
involved in glucose uptake and glycolysis that promotes the
expression of glycolytic enzymes (40). HIF1α may mediate
the metabolic switch from mitochondrial respiration to
glycolysis by inducing and consecutively increasing the
expressions of glucose transporters and glycolytic enzymes.
The majority of glycolytic enzymes in the glycolytic
pathway, from glucose to lactate, are regulated by HIF1α
(41). HIF1α targets glucose enzymes, such as PDK1,
hexokinase II, PFK1 and LDHA (42). HIF1α-dependent
activation of PDK1 and LDHA and the resulting inactivation
of the PDH complex contribute to a decreased flux in
oxidative phosphorylation. In addition, HIF1α targets
membrane transporters, such as GLUT1 and
monocarboxylate transporter 4, that ensure both adequate
glucose delivery into the cell and export of accumulated
lactate out of the cell. Interestingly, HIF1α is stabilized by
the activation of the PI3K/AKT/mTOR pathway (43, 44).
Since HIF1 is such an important drug target, small-molecule
inhibitors of HIF1, such as topotecan, NSC 644221, YC-1
and PX-478, have been identified using screening. 

Conclusion

Recent studies have shown that several signaling pathways,
oncogene products, tumor suppressor proteins and
transcriptional factors are involved in the Warburg effect in
tumor cells, indicating that these factors may be rational
targets for tumor therapy. However, the drugs tested thus far
have demonstrated only modest effects in tumor therapy.
Why these drugs exhibit modest effects results from the
complexity of metabolic pathways in cancer. Metabolic
abnormalities involve several common pathways and
transcriptional factors associated with cancer metabolism.
Our recent studies demonstrated that the EGFR ligand and
pathway in tumor cells are partially associated with
metabolic abnormalities. Furthermore, some therapeutic
drugs that attenuate the EGFR ligand and metabolic pathway
exhibit synergistic inhibitory effects for tumor therapy. Since
the EGFR pathway is upstream of the PI3K/AKT/mTOR
pathway and transcription factors, such as HIF1α and P53,
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which activate glycolytic enzymes, are associated with the
expression of the EGFR ligand (45, 46), this pathway is
considered to be an important therapeutic target in aerobic
glycolysis. Several novel anticancer agents against heparin-
binding EGF-like growth factor (HB-EGF), an EGFR ligand,
have recently been developed (46). Therefore, it will be
interesting to determine whether these agents also exert
effects on metabolic abnormalities. 

Conflicts of Interest

The Authors declare no conflict of interests. 

References

1 Warburg O: On respiratory impairment in cancer cells. Science
124: 269-270, 1956.

2 Pfeiffer T, Schuster S and Bonhoeffer S: Cooperation and
competition in the evolution of ATP-producing pathways.
Science 292: 504-507, 2001. 

3 Chen Z, Lu W, Garcia-Prieto C and Huang P: The Warburg
effect and its cancer therapeutic implications. J Bioenerg
Biomembr 39: 267-274, 2007.

4 Altenberg B and Greulich KO: Genes of glycolysis are
ubiquitously overexpressed in 24 cancer classes. Genomics 84:
1014-1020, 2004.

5 Ayala FRR, Rocha RM, Carvalho KC, Carvalho AL, Werneck da
Cunha I, Lourenço SV and Soares FA: Glut 1 and Glut 3 as
potential prognostic markers for oral squamous cell carcinoma.
Molecules 15: 2374-2387, 2010.

6 Szablewski L: Expression of glucose transporters in cancers.
Biochim Biophys Acta 1835: 164-1699, 2012.

7 Casneuf VF, Fonteyne P, Van Damme N, Demetter P, Pauwels P,
de Hemptinne B, Vos M, Van de Wiele C and Petters M:
Expression of SGLT1, BCL2 and p53 in primary pancreatic
cancer related to survival. Cancer Invest 26: 852-859, 2008.

8 Weihua Z, Tsan R, Huang WC, Wu Q, Chiu CH, Fidler IJ and
Hung MC: Survival of cancer cells is maintained by EGFR
independent of its kinase activity. Cancer Cell 13: 385-393, 2008.

9 Engelman JA and Cantley LC: A sweet new role for EGFR in
cancer. Cancer Cell 13: 375-376, 2008.

10 Wright EM, Loo DD and Hirayama BA: Biology of human
sodium glucose transporters. Physiol Rev 91: 733-794, 2011.

11 Wilson JE: Isozymes of mammalian hexokinase: Structure,
subcellular localization and metabolic function. J Exp Biol 206:
2049-2057, 2003.

12 Pedersen PL, Mathupala S, Rempel A, Geschwind JF and Ko
YH: Mitochondrial bound type II hexokinase: A key player in
the growth and survival of many cancers and an ideal prospect
for therapeutic intervention. Biochim Biophys Acta 1555: 14-20,
2002.

13 Pelicano H, Martin DS, Xu RH and Huang P: Glycolysis inhibition
for anticancer treatment. Oncogene 25: 4633-4646, 2006.

14 Sirover MA: New nuclear functions of the glycolytic protein,
glyceraldehyde-3-phosphate dehydrogenase, in mammalian cells.
J Cell Biochem 95: 45-52, 2005.

15 Christofk HR, Vander Heiden MG, Wu N, Asara JM and Cantley
LC: Pyruvate kinase M2 is a phosphotyrosine-binding protein.
Nature 452: 181-186, 2008.

16 Christofk HR, Vander Heiden MG, Harris MH, Ramanathan A,
Gerszten RE, Wei R, Fleming MD, Schreiber SL and Cantley
LC: The M2 splice isoform of pyruvate kinase is important for
cancer metabolism and tumour growth. Nature 452: 230-233,
2008.

17 Luo W, Hu H, Chang R, Zhong J, Knabel M, O’Meally R, Cole
RN, Pandey A and Semenza GL: Pyruvate kinase M2 is a PHD3-
stimulated coactivator for hypoxia-inducible factor 1. Cell 145:
732-744, 2011. 

18 Goldberg MS and Sharp PA: Pyruvate kinase M2-specific siRNA
induces apoptosis and tumor regression. J Exp Med 209: 217-
224, 2012. 

19 Papandreou I, Cairns RA, Fontana L, Lim AL and Denko NC:
HIF1 mediates adaptation to hypoxia by actively down-regulating
mitochondrial oxygen consumption. Cell Metab 3: 187-197, 2006.

20 Le A, Cooper CR, Gouw AM, Dinavahi R, Maitra A, Deck LM,
Royer RE, VanderJagt DL, Semenza GL and Dang CV:
Inhibition of lactate dehydrogenase A induces oxidative stress
and inhibits tumor progression. Proc Natl Acad Sci USA 107:
2037–2042, 2010.

21 Vander Heiden MG, Cantley LC and Thompson CB:
Understanding the Warburg effect: The metabolic requirements
of cell proliferation. Science 324: 1029-1033, 2009.

22 Rathmell JC, Fox CJ, Plas DR, Hammerman PS, Cinalli RM and
Thompson CB: Akt-directed glucose metabolism can prevent
Bax conformation change and promote growth factor-
independent survival. Mol Cell Biol 23: 7315-7328, 2003.

23 Wullschleger S, Loewith R and Hall MN: TOR signaling in
growth and metabolism. Cell 124: 471-484, 2006.

24 Elit L: Drug evaluation: AP-23573–an mTOR inhibitor for the
treatment of cancer. IDrugs 9: 636-644, 2006.

25 Yee KW, Zeng Z, Konopleva M, Verstovsek S, Ravandi F,
Ferrajoli A, Thomas D, Wierda W, Apostolidou E, Albitar M,
OBrien S, Andreeff M and Giles FJ: Phase I/II study of the
mammalian target of rapamycin inhibitor everolimus (RAD001)
in patients with relapsed or refractory hematologic malignancies.
Clin Cancer Res 12: 5165-5173, 2006.

26 Chan S, Scheulen ME, Johnston S, Mross K, Cardoso F, Dittrich
C, Eiermann W, Hess D, Morant R, Semiglazov V, Borner M,
Salzberg M, Ostapenko V, Illiger HJ, Behringer D, Bardy-
Bouxin N, Boni J, Kong S, Cincotta M and Moore L: Phase II
study of temsirolimus (CCI-779), a novel inhibitor of mTOR, in
heavily pretreated patients with locally advanced or metastatic
breast cancer. J Clin Oncol 23: 5314-5322, 2005.

27 Ma WW and Jimeno A: Temsirolimus. Drugs Today 43: 659-
669, 2007. 

28 Marcu KB, Bossone SA and Patel AJ: myc function and
regulation. Annu Rev Biochem 61: 809-860, 1992.

29 Evan GI and Littlewood TD: The role of c-myc in cell growth.
Curr Opin Genet Dev 3: 44-49, 1993.

30 Wise DR, DeBerardinis RJ, Mancuso A, Sayed N, Zhang XY,
Pfeiffer HK, Nissim I, Daikhin E, Yudkoff M, McMahon SB and
Thompson CB: Myc regulates a transcriptional program that
stimulates mitochondrial glutaminolysis and leads to glutamine
addiction. Proc Natl Acad Sci USA 105: 18782-18787, 2008.

31 Shim H, Chun YS, Lewis BC and Dang CV. A unique glucose-
dependent apoptotic pathway induced by c-Myc. Proc Natl Acad
Sci USA 95: 1511-1516, 1998.

32 Huang LE: Carrot and stick: HIF1α engages c-Myc in hypoxic
adaptation. Cell Death Differ 15: 672-677, 2008.

Nam et al: Therapeutic Targets of Molecules Involved in the Warburg Effect (Review)

2859



33 Levine AJ, Hu W and Feng Z: The P53 pathway: What questions
remain to be explored? Cell Death Differ 13: 1027-1036, 2006.

34 Lee YC, Wu WJ, Li WM, Lin HH, Huang CN, Chai CY, Chang
LL, Lin HL and Ke HL: Prognostic value of p53 protein
overexpression in upper tract urothelial carcinomas in Taiwan.
Anticancer Res 33: 1091-1098, 2013.

35 Bensaad K, Tsuruta A, Selak MA, Vidal MN, Nakano K,
Bartrons R, Gottlieb E and Vousden KH: TIGAR, a p53-
inducible regulator of glycolysis and apoptosis. Cell 126: 107-
120, 2006.

36 Schwartzenberg-Bar-Yoseph F, Armoni M and Karnieli E: The
tumor suppressor p53 down-regulates glucose transporters
GLUT1 and GLUT4 gene expression. Cancer Res 64: 2627-
2633, 2004.

37 Kawauchi K, Araki K, Tobiume K and Tanaka N: p53 regulates
glucose metabolism through an IKK-NF-κB pathway and
inhibits cell transformation. Nat Cell Biol 10: 611-618, 2008.

38 Lumachi F, Orlando R, Marino F, Chiara GB and Basso SM:
Expression of p53 and Ki-67 as prognostic factors for survival
of men with colorectal cancer. Anticancer Res 32: 3965-3967,
2012.

39 Zawacka-Pankau J, Grinkevich VV, Hünten S, Nikulenkov F,
Gluch A, Li H, Enge M, Kel A and Selivanova G: Inhibition of
glycolytic enzymes mediated by pharmacologically activated
p53: Targeting Warburg effect to fight cancer. J Biol Chem 286:
41600-41615, 2011.

40 Harris AL: Hypoxia-a key regulatory factor in tumor growth. Nat
Rev Cancer 2: 38-47, 2001.

41 Semenza GL: Targeting HIF1 for cancer therapy. Nat Rev
Cancer 3: 721-732, 2003.

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

43 Jiang BH, Jiang G, Zheng JZ, Lu Z, Hunter T and Vogt PK:
Phosphatidylinositol 3-kinase signaling controls levels of
hypoxia-inducible factor 1. Cell Growth Differ 12: 363-369,
2001.

44 Martinive P, Defresne F, Quaghebeur E, Daneau G, Crokart N,
Grégoire V, Gallez B, Dessy C and Feron O: Impact of cyclic
hypoxia on HIF1α regulation in endothelial cells – new insights
for antitumor treatments. FEBS J 276: 509-518, 2009.

45 Miyata K, Yotsumoto F, Nam SO, Kuroki M and Miyamoto S:
Regulatory mechanisms of the HB-EGF autocrine loop in
inflammation, homeostasis, development and cancer. Anticancer
Res 32: 2347-2352, 2012.

46 Yotsumoto F, Tokunaga E, Oki E, Maehara Y, Yamada H,
Nakajima K, Nam SO, Miyata K, Koyanagi M, Doi K,
Shirasawa S, Kuroki M and Miyamoto S: Molecular hierarchy
of heparin-binding epidermal growth factor-like growth factor-
regulated angiogenesis in triple negative breast cancer. Mol
Cancer Res 11: 506-517, 2013 

Received April 4, 2013
Revised May 30, 2013
Accepted June 3, 2013

ANTICANCER RESEARCH 33: 2855-2860 (2013)

2860


