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Balancing glycolytic flux: the role of
6-phosphofructo-2-kinase/fructose
2,6-bisphosphatases in cancer metabolism
Susana Ros and Almut Schulze*
Abstract

The increased glucose metabolism in cancer cells is required to fulfill their high energetic and biosynthetic
demands. Changes in the metabolic activity of cancer cells are caused by the activation of oncogenes or loss of
tumor suppressors. They can also be part of the metabolic adaptations to the conditions imposed by the tumor
microenvironment, such as the hypoxia response. Among the metabolic enzymes that are modulated by these
factors are the 6-phosphofructo-2-kinase/fructose 2,6-bisphosphatases (PFKFBs), a family of bifunctional enzymes
that control the levels of fructose 2,6-bisphosphate (Fru-2,6-P2). This metabolite is important for the dynamic
regulation of glycolytic flux by allosterically activating the rate-limiting enzyme of glycolysis phosphofructokinase-1
(PFK-1). Therapeutic strategies designed to alter the levels of this metabolite are likely to interfere with the
metabolic balance of cancer cells, and could lead to a reduction in cancer cell proliferation, invasiveness and
survival. This article will review our current understanding of the role of PFKFB proteins in the control of cancer
metabolism and discuss the emerging interest in these enzymes as potential targets for the development of
antineoplastic agents.
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Review
Cancer cells alter their metabolism to support continuous
cell growth and proliferation in a challenging environ-
ment. Many cancer cells display high rates of aerobic gly-
colysis, a phenomenon historically known as the Warburg
effect [1]. Oncogenes such as RAS, SRC and MYC have
been found to enhance glycolysis by increasing the expres-
sion of glucose transporters and glycolytic enzymes [2,3].
Moreover, hypoxia-inducible factor (HIF), a key transcrip-
tion factor that regulates the adaptation of cells to hypoxic
conditions and is frequently deregulated in cancer, also
induces the expression of genes involved in glycolysis [4].
It has therefore been concluded that genetic alterations
that cause tumorigenesis are also responsible for the regu-
lation of glycolysis in cancer cells (reviewed in [5]).
Among the glycolytic enzymes that are induced in cancer

are the 6-phosphofructo-2-kinase/fructose 2,6-bisphospha-
tases (PFK-2/FBPase-2), a family of bifunctional enzymes
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that control the levels of fructose 2,6-bisphosphate (Fru-
2,6-P2). These enzymes catalyze the synthesis of Fru-2,6-P2
from fructose 6-phosphate (Fru-6-P) and ATP, a reaction
that occurs at the N-terminal 6-phosphofructo-2-kinase
domain (Figure 1). Conversely, PFK-2/FBPase-2 also cata-
lyzes the reverse reaction, the hydrolysis of Fru-2,6-P2 to
fructose 6-phosphate (Fru-6P) and inorganic orthophos-
phate at the C-terminal fructose 2,6-bisphosphatase do-
main (Figure 1). Both catalytic domains are present in the
same polypeptide that functions within a homodimeric
protein complex [6,7].
Fru-2,6-P2 is a powerful allosteric activator of phospho-

fructokinase 1 (PFK-1), the enzyme that controls one of
the most critical steps of glycolysis [8-11]. The tetrameric
enzyme PFK-1 catalyzes the conversion of Fru-6-P and
ATP to fructose 1,6-bisphosphate and ADP (Figure 1).
Interestingly, PFK-1 activity is inhibited by ATP, citrate or
fatty acids, thereby adjusting glycolytic activity to envi-
ronmental conditions and cellular metabolic demands. In-
deed, inhibition of PFK-1 by ATP is part of the negative
feedback loop that limits glycolytic flux under aerobic
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Figure 1 PFK-2/FBPase-2 control of glycolysis and
gluconeogenic pathways. Overview of glycolysis and
gluconeogenesis. Enzymes: phosphofructokinase (PFK-1), fructose
1,6-bisphosphatase (FBPase), 6-phosphofructo-2-kinase/fructose
2,6-bisphosphatases (PFK-2/FBPase-2), pyruvate kinase (PK). Fructose
2,6-bisphosphate is an activator of PFK-1 and inhibitor of FBPase.
Fructose 1,6-bisphosphate is an activator of PK. The rest of the
enzymes and cofactors have been omitted for simplicity.
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conditions (Pasteur effect) and allosteric activation of
PFK-1 by Fru-2,6-P2 relieves this inhibition [12]. Increased
levels of Fru-2,6-P2 would therefore allow transformed
cells to maintain a high glycolytic flux despite the presence
of ATP. However, unlike PFK-1, PFK-2 is not affected by
ATP concentrations. Interestingly, inorganic orthophos-
phate stimulates PFK-2, while phosphoenolpyruvate and
citrate can inhibit it. PFK-2 activity is also inhibited by sn-
glycerol 3-phosphate, which is competing with Fru-6-P for
binding to the catalytic site [13]. sn-glycerol 3-phosphate
also stimulates the FBPase-2 activity, and is capable of par-
tially reversing the inhibition of the enzyme by Fru-6-P
[13]. GTP also stimulates the FBPase-2 activity [14].
Fru-2,6-P2 not only controls the PFK-1 reaction but also

controls the reverse reaction in the gluconeogenic pathway
by inhibiting fructose 1,6-bisphosphatase (FBPase) [8].
It is clear that by modulating the levels of Fru-2,6-P2,

PFK-2/FBPase-2 enzymes could be crucial players in the
regulation of the metabolic activity of cancer cells.
The PFKFB genes
There are several PFK-2/FBPase-2 isoenzymes in mam-
mals, which are encoded by four different genes, PFKFB1
to PFKFB4, located on different chromosomes (Figure 2).
Their genomic organization reveals how each gene codes
for several isoforms by differential splicing, and for even
more mRNAs due to the presence of several promoters
and 5’ non-coding exons. Despite the high sequence hom-
ology within their core catalytic domains, different PFK-2/
FBPase-2 isoenzymes display distinct regulatory and kin-
etic properties. Importantly, it has been shown that cells
can coexpress several PFK-2/FBPase-2 isoforms suggesting
that different isoenzymes cooperate in the regulation of
Fru-2,6-P2 levels [15,16].

PFKFB1
The PFKFB1 gene contains 17 exons and encodes 3 diffe-
rent mRNAs (L, M and F) that are derived from different
promoters and differ only within their first exon [17,18].
The first exon of the L isoform (exon 1L, L-PFK2) codes
for 32 amino acids and gives rise to a protein that carries
a serine residue at position 32, which can be targeted by
phosphorylation (discussed in detail below). This isoform
is expressed in liver, skeletal muscle and white adipose tis-
sue. The first exon of the M isoform (exon 1M, M-PFK2)
only codes for nine amino acids, none of which provides a
substrate for phosphorylation. The M promoter targets
expression of this isoform to skeletal muscle and white
adipose tissue. Promoter F generates the F isoform (non-
coding 1Fa and 1Fb and part of 1M exon, F-PFK2) that is
expressed in fibroblasts and fetal tissue.

PFKFB2
The PFKFB2 gene encodes the heart isoenzyme (H-PFK2).
The PFKFB2 gene encodes four different mRNAs that are
derived from different promoters and that vary only in
non-coding sequences at the 5’ end [19,20]. The resulting
proteins thus differ in their C-terminal amino acid se-
quence [20]. Alternative splicing of the terminal exon 15
results in its two main isoforms (58 and 54 kDa). However,
it is not known how these different 5’ ends relate to the
three mRNAs (H1, H2 and H4) that encode the 58-kDa
isoform or the H3 mRNA that encodes the 54-kDa
isoform.

PFKFB3
The PFKFB3 gene codes for an isoenzyme originally
cloned from bovine brain [21] and from human placenta
[22]. It contains at least 19 exons and has been shown to
generate at least 6 different transcripts by alternative spli-
cing. The resulting polypeptides differ in the length of
their C-terminal variable regions that are encoded by the
last seven exons. Alternative splicing of exon 15 generates
the two main isoforms that differ by a short C-terminal



Figure 2 Relative activity of 6-phosphofructo-2-kinase (PFK-2)/fructose 1,6-bisphosphatase (FBPase-2). Properties of the PFK-2/FBPase-2
enzymes. Information on chromosomal location and relative enzymatic activity of the different isoforms has been taken from Okar et al. Trends
Biochem Sci (2001) [7].
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sequence: the ubiquitous PFK2 (u-PFK2, 15 exons) and
the inducible PFK2 (i-PFK2, 16 exons) isoforms [23]. Four
additional splice variants have also been reported in
human brain [24].

PFKFB4
The PFKFB4 gene encodes the testes isoenzyme (T-PFK2),
since it was originally identified in testes [25]. The
PFKFB4 gene contains at least 14 exons, and several splice
variants of the PFKFB4 mRNA have been identified not
only in testes but also in different rat tissues [26]. These
include transcripts carrying deletions or inserts within the
FBPase-2 region as well as some with varying length and
amino acid sequence of the C-terminal part. However, the
PFK-2 catalytic domains are identical in all variants. This
could indicate a possible role of different PFKFB4 splice
variants in cell-specific and/or tissue-specific regulation of
glycolysis and requires further investigation.

TIGAR: a PFK-2/FBPase-2-like enzyme
TIGAR (C12orf5), for ‘TP53-Inducible Glycolysis and
Apoptosis Regulator’, shows functional similarities to the
bisphosphatase activity of PFK-2/FBPase-2 s [27]. Al-
though the overall sequence similarity between TIGAR
and FBPase-2 is relatively weak, the regions in the
FBPase-2 domain that have previously been identified
as essential for catalytic activity are well conserved in
TIGAR.

Differential PFK-2/FBPase-2 activities
The structural organization of the different PFK-2/
FBPase-2 isoenzymes is highly similar, with the kinase
and bisphosphatase domains in the center flanked by
regulatory regions (Figure 3). The sequence of the cata-
lytic core is highly conserved while the N-terminal and
C-terminal extremes of the proteins show more diver-
gence, being where the regions that modulate the kinase
and bisphosphatase activities are located. The differences
in kinase and bisphosphatase activities between the
different isoenzymes are presumably caused by struc-
tural variations within these regulatory regions.
6-Phosphofructo-2-kinase/fructose 2,6-biphosphatase 1

(PFKFB1) and PFKFB2 seem to have similar relative kinase
and bisphosphatase activities (Figure 2) [7]. In contrast,
PFKFB3 has a substantially higher kinase activity and
strongly favors the formation of Fru-2,6-P2, resulting in an
enhanced glycolytic rate [7]. The activities of PFKFB4 are
again more balanced, with the bisphosphatase activity being
slightly higher [7]. However, since the different PFK-2/
FBPase-2 enzymes are also regulated by post-translational
modifications (discussed below), their relative kinase and
bisphosphatase activity could vary according to the cellular
context.

Post-translational modifications of PFK-2/FBPase-2
enzymes
Several PFK-2/FBPase-2 isoforms are subject to post-
translational modifications that modulate the relative acti-
vities of their catalytic domains. This places the production
of Fru-2,6-P2 under the control of cellular signaling path-
ways and facilitates the regulation of glycolytic activity in
response to extracellular stimuli such as hormones or
growth factors. Therefore, Fru-2,6-P2 plays an important
role in the adaptation of organisms, tissues within them
and to changes in their environmental or metabolic state.
The liver, muscle and fetal isoforms of PFKFB1 (L-PFK2,

M-PFK2 and F-PFK2 respectively) are transcribed from
the same gene, but only L-PFK2 contains a serine residue
in position 32 of its C-terminal regulatory domain [6]
(Figure 3). This is consistent with its specific physiological
role as liver cells need to modulate Fru-2,6-P2 levels to fa-
cilitate the production of glucose to fulfill the metabolic
demand of other tissues. In response to glucagon, cyclic
AMP-dependent protein kinase (PKA) phosphorylates
Ser32 in the liver isoform of PFKFB1, leading to inactiva-
tion of its PFK-2 activity while activating its FBPase-2
function. This decreases glycolytic flux while increasing
gluconeogenesis in liver cells [28].



Figure 3 Domain organizations and phosphorylation of 6-phosphofructo-2-kinase (PFK-2)/fructose 1,6-bisphosphatase (FBPase-2)
isoenzymes. The N-terminal PFK-2 domain is shown in red, the C-terminal FBPase-2 domain is shown in blue and the regulatory domains are
shown in green. Phosphorylation sites and the kinases responsible of their phosphorylation are indicated on each main isoforms. The domain
structure of human PFK-2/FBPase-2 enzymes is based on Rider et al. Biochem J (2014) [10].
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While phosphorylation of L-PFK2 results in a decrease
in its kinase activity, phosphorylation of the cardiac iso-
form, known as H-PFK2 (PFKFB2), results in an increase
in this activity. Insulin stimulates glycolysis in the heart by
increasing glucose transport and activating H-PFK2. Two
serine residues, Ser466 and Ser483, within the C-terminal
regulatory domain of PFKFB2 can be phosphorylated by
protein kinase B (Akt/PKB) in response to insulin [29]
(Figure 3). Thus, expression of an insulin-dependent PFK2
in the heart could be involved in directing the increased
levels of glucose-6-phosphate, that result from the insulin-
stimulated glucose transport, towards the synthesis of
pyruvate [30]. Adrenalin promotes phosphorylation of the
same sites by PKA and also stimulates glycolysis [31].
However, the physiological significance of phosphorylation
of Ser84, Ser466 and Thr475 of H-PFK2 by protein kinase
C (PKC) is not completely understood. It seems that phos-
phorylation of Ser466 or Thr475 does not change the
enzyme activity. This might be due to the fact that the
phosphorylation at Ser84 possibly counteracts the effects of
phosphorylation at the activating C-terminal sites [31,32].
Activation of the AMP-activated protein kinase (AMPK)
during ischemia leads to phosphorylation of H-PFK2
Ser466 [33], which increases the levels of Fru-2,6-P2 and
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stimulates glycolysis. It has also been reported that phos-
phorylation of Ser466 and Ser483 in the 58-kDa isoform of
H-PFK2 (PFKFB2) increases its affinity to Fru-6-P, whereas
dephosphorylation of the same residues promotes its
FBPase-2 activity [34]. Interestingly, these phosphorylation
sites are absent from the 54-kDa isoform indicating that
this isoform may have an overall reduced kinase activity
and could be less responsive to cellular signaling processes
(Figure 3). It is also possible that the two splice variants
have opposite functions in the regulation of glycolysis.
Both the ubiquitous (u-PFK2) and inducible (i-PFK2)

isoforms of PFKFB3 can be phosphorylated by AMPK at
Ser461 within their C-terminal regulatory domain. Phos-
phorylation by AMPK activates the PFK-2 activity. This
site is equivalent to Ser466 in the 58-kDa isoform of
H-PFK2 [33,35], which is phosphorylated in response to
insulin. It would be interesting to investigate whether
the same occurs in PFKFB3. Ser461 can also be phos-
phorylated by PKC and PKA [36] making it responsive
to multiple external signals. As this region is sensitive to
alternative splicing, the structural configuration around
this site may vary between different splice variants.
Although the functional consequences of having diffe-
rent C-terminal splice variants of PFKFB3 are unknown,
an examination of their activity would be useful to fur-
ther understand the regulation of this isoenzyme. Inter-
estingly, the activity of PFKFB3 is also regulated by
modulation of protein stability. PFKFB3, but not the
other isoenzymes, contains a KEN box that is recognized
by the anaphase-promoting complex/cyclosome (APC/
C-cdh1), an E3 ubiquitin ligase complex that plays an es-
sential role in G1 phase and mitosis through the degrad-
ation of several cell cycle proteins [37]. The regulatory
component of this complex, Cdh1, has been shown to be
downregulated during malignant progression in a murine
B lymphoma cell line [38] and mice heterozygous for cdh1
are more susceptible to spontaneous tumor formation
[39]. This decrease in APC/C-Cdh1 activity leads to the
accumulation of PFKFB3 and enhances the glycolytic flux
in malignant cells [37], demonstrating that proliferation
and the induction of aerobic glycolysis are both essential
components of neoplastic transformation.
To date, no post-translational modifications have been

described for PFKFB4, making this isoform potentially
less dynamic. However, it is likely that PFKFB4 activity is
modulated in response to changes in the concentration
of substrate and product or the presence of activators or
inhibitors.

PFK-2/FBPase-2 enzymes in hypoxia
Hypoxia is an important component of the tumor micro-
environment and can regulate several processes important
for tumor formation, including tumor angiogenesis and
metastasis formation. Hypoxia also regulates the metabolic
activity of cancer cells and induces glycolysis. Adaptation
to hypoxic conditions is largely mediated by HIF, a tran-
scription factor that regulates a distinct transcriptional
program [40]. HIF is activated in hypoxia through the
stabilization of its regulatory α subunits and induces the
expression of its target genes, including glucose transpor-
ters and glycolytic enzymes. Notably, HIF can be active in
cancer cells even under non-hypoxic conditions, thereby
contributing to the enhanced glycolytic activity observed
in cancer cells [41,42].
Interestingly, both PFKFB3 and PFKFB4 are known to

be components of the HIF-mediated response to hypoxia.
PFKFB3 is a hypoxia-inducible gene that is stimulated
through the interaction of HIF-1α with a consensus HRE
within its promoter region [43]. In addition, hypoxic in-
duction of PFKFB4 is mediated by a hypoxia response
element (HRE) in the promoter region of the PFKFB4
gene [44]. Other studies have demonstrated that PFKFB1,
PFKFB2, PFKFB3 and PFKFB4 mRNAs are induced in
organs that are exposed to hypoxic conditions, although
PFKFB3 presented the highest induction in this study
[16].
Overall, the finding that PFK-2/FBPase-2 enzymes are

induced in hypoxia suggests their important role in the
glycolytic phenotype of cancer cells. In this context they
would enable metabolic adaptation to the hypoxic envi-
ronment promoting cell survival.
PFK-2/FBPase-2 enzymes in cancer
Several studies have demonstrated that some cancer cell
lines produce markedly elevated levels of Fru-2,6-P2
when compared to non-malignant cells [45-47]. One of
the important functions of enhanced glucose uptake and
glycolysis in cancer cells is to generate metabolic inter-
mediates that are important for cell growth and survival
(Figure 4). Metabolism of glucose through the oxidative
or non-oxidative arms of the pentose phosphate pathway
(PPP) generates ribose-5-phosphate, a key intermediate
in nucleotide biosynthesis. The oxidative arm of the PPP
also generates nicotinamide adenine dinucleotide phos-
phate (NADPH), which is required for nucleotide and
fatty acid biosynthesis. Moreover, NADPH is also im-
portant for the maintenance of cellular redox balance.
The enhanced metabolic activity of cancer cells can
result in increased levels of reactive oxygen species
(ROS) and to oxidative damage. ROS-induced-damage
can be repaired due to NADPH providing the reducing
power for the glutathione (GSH) and thioredoxin (TRX)
systems [48]. In this regard, it is hypothesized that the
fructose 2,6-bisphosphatase activities of the PFK-2/
FBPase-2 enzymes could also allow accumulation of
glycolytic intermediates for biosynthetic processes and
redox control (Figure 4).
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Figure 4 Role of 6-phosphofructo-2-kinase (PFK-2)/fructose 1,6-bisphosphatase (FBPase)-2 in the balance between glycolytic flux and
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2,6-bisphosphatase (PFK-2/FBPase-2), TIGAR (FBPase-2 activity). Fructose 2,6-bisphosphate is an activator of PFK-1 and inhibitor of FBPase.
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As the increased levels of Fru-2,6-P2 could allow trans-
formed cells to maintain a high glycolytic flux, several
studies have investigated the potential roles of the differ-
ent PFK-2/FBPase-2 enzymes in cancer metabolism. All
PFKFB mRNAs have been reported to be overexpressed in
the human lung cancers when compared with correspond-
ing normal tissues [49].
However, there has not been a great deal of cha-

racterization of the possible role of PFKFB1 in cancer to
date. Expression of the fetal isoform of PFKFB1 has been
shown to be induced in proliferating cells resulting in an
increased glycolytic rate [18].
PFKFB2 has been shown to be upregulated as a conse-

quence of the transcriptional changes orchestrated by the
androgen receptor in prostate cancer cells, with possible
control through the AR-CAMKII-AMPK signaling path-
way [50]. Moreover, expression of PFKFB2 is induced in
LNCaP prostate cancer cells after androgen treatment by
the direct recruitment of the ligand-activated androgen
receptor to the PFKFB2 promoter [51]. Depletion of
PFKFB2 expression resulted in a reduced glucose uptake
and lipogenesis, suggesting that the induction of de novo
lipid synthesis by androgen requires the transcriptional
upregulation of PFKFB2 in prostate cancer cells [51].
Due to its increased kinase activity, PFKFB3 has been

suggested as the isoenzyme most likely to contribute to
the high glycolytic activity observed in transformed cells
[52]. The inducible isoform of PFKFB3 (i-PFK2) has been
reported to be overexpressed in several human cancer cell
lines if compared to normal cells, and has been shown to
be required for tumor cell growth in vitro and in vivo [53].
PFKFB3 mRNA is induced in hypoxia though a HIF-1α
dependent mechanism in cancer cell lines from different
tissues including glioblastoma, gastric and pancreatic can-
cer [54]. In contrast, the PFKFB3 gene, in particular the
i-PFK2 splice variant, has been recently shown to be a tar-
get for loss of heterozygosity on 10p14-p15, which is com-
mon in high-grade gliomas [55]. A reduction of total
PFKFB3 level by allelic deletion might lead to decreased
Fru-2,6-P2 levels, which might result in decreased rate of
glycolysis: a hallmark of glioblastomas [56,57]. However,
other types of cancers, such as breast, colon, lung, pancre-
atic, prostatic and ovarian, express high levels of PFKFB3
protein relative to the non-malignant adjacent tissue [58].
Furthermore, PFKFB3 protein is highly phosphorylated at
Ser461, the consensus site for AMPK, PKA and PKC, in
colon and breast carcinoma compared to epithelial cells
from normal tissue, suggesting enhanced PFK-2 activity in
cancer [35]. It has been shown recently that elevated ex-
pression of the tumor suppressor phosphatase and tensin
homolog (PTEN) negatively impacts on glycolysis by pro-
moting APC/C-Cdh1 activity resulting in the downregula-
tion of the PFKFB3 protein [59]. Given that PTEN is
frequently mutated or deleted in human cancer, it would
be interesting to further investigate the correlation bet-
ween loss of PTEN and a possible increase in PFKFB3
protein, which could then impact on glycolytic activity.
Moreover, silencing of PFKFB3 has been reported to de-
crease Fru-2,6-P2 levels and glycolytic rate in HeLa cells,
thereby reducing cell viability and anchorage-independent
growth [60]. Interestingly, introduction of oncogenic
H-rasV12 promotes anchorage-independent growth of pri-
mary lung fibroblasts derived from PFKFB3+/+ but not
from PFKFB3+/− mice [15]. PFKFB3+/− fibroblasts have
reduced levels of Fru-2,6-P2 compared to wild-type cells.
This might expose PFK-1 to the inhibitory effects of ATP
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thereby abolishing the capacity of oncogenic RAS to con-
fer the capacity for anchorage-independent growth, sug-
gesting that PFKFB3 may be a highly selective target for
the development of antineoplastic agents.
PFKFB4 expression is induced in breast, colon, lung,

gastric and pancreatic cancer cell lines [49,54,61,62].
Interestingly, it has been recently demonstrated that
PFKFB4 plays an essential role in the survival of glioma
stem-like cells [63]. Knockdown of PFKFB4 resulted in
downregulation of lactate secretion and ATP production
and ultimately induced apoptosis in these cells. This
study also demonstrated that brain cancer stem-like cells
have increased PFKFB4 mRNA expression when com-
pared to that of adult normal brain tissue, while the
mRNA of PFKFB3 is downregulated. These findings sug-
gested that PFKFB4 is the main PFK-2/FBPase-2 isoen-
zyme that regulates glycolytic flux in malignant glioma
cells. Interestingly, PFKFB4 silencing has also been
demonstrated to be detrimental for prostate cancer cell
survival [64]. Silencing of PFKFB4 resulted in increased
levels of Fru-2,6-P2 in prostate cancer cells. This led to
the conclusion that in response to PFKFB4 depletion,
metabolic intermediates are diverted towards glycolysis
and away from the oxidative arm of the PPP, resulting in
reduced levels of NADPH production. Prostate cancer
cells may then selectively rely on PFKFB4 for managing
ROS accumulation, since treatment with a ROS
scavenger rescued the viability defect in the PFKFB4-
knockdown prostate cancer cells. PFKFB4 mRNA
expression was also found to be higher in metastatic
prostate cancer when compared with primary tumors.
Notably, PFKFB4 was not only required for the survival
of prostate cancer cells, but also for other cancer cell
lines from different tissues. While the role of this isoen-
zyme in different cancer types needs further investiga-
tion, these results suggest that it could be a potential
target for cancer therapy.
The potentially opposing effects of the different PFK-2/

FBPase-2 in regulating Fru-2,6-P2 levels in some cancer
cells may seem contradictory. Further investigation in the
relationship between Fru-2,6-P2 concentration and which
isoforms are expressed in these tumors would be helpful
to understand this paradigm. However, it is likely that can-
cer cells express different levels of the different PFK-2/
FBPase-2 enzymes and even modulate the relative kinase
and bisphosphatase activity according to their metabolic
needs in a spatial and/or temporal manner. Cancer cells
may experience conditions of intermittent hypoxia due to
insufficient vascularization of some tumor areas. Under
these conditions, induction of glycolysis may be required
to support anaerobic ATP production for which the kinase
activity of PFK-2/FBPase-2 enzymes would be essential.
However, the high biosynthetic demand of rapidly prolife-
rating tumor cells also requires the production of large
amounts of NADPH and the bisphosphatase activity may
be indispensable to limit glycolytic activity and divert
metabolites for NADPH production. It is therefore pos-
sible that cancer cells regulate the activity of different
PFK-2/FBPase-2 enzymes in a tight temporal and spatial
manner to meet their metabolic demands and therefore
maintain viability.
TIGAR could also play an important role in this com-

plexity and participate in shaping the metabolic profile of
the cell. It has been demonstrated that TIGAR works as an
FBPase-2 and diverts glucose intermediates from glycolysis
into the pentose phosphate pathway [27]. Then TIGAR
promotes the production of NADPH to allow the gene-
ration of reduced glutathione to protect against ROS, and
facilitates the formation of ribose 5-phosphate for nucleo-
tide synthesis. It was also reported that overexpression of
TIGAR in cancer cells led to ROS quenching and protec-
tion from p53-mediated apoptosis as a result of genotoxic
stress and DNA damage [27]. Therefore, the reduction of
glycolytic flux through the induction of TIGAR is consis-
tent with the function of p53 as a tumor suppressor. Inte-
restingly, inhibition of the pentose phosphate pathway can
also lead to the activation of p53, suggesting the presence
of a feedback loop that can restore pentose phosphate ac-
tivity through induction of p53 and TIGAR [65]. Notably,
p53 was also shown to reduce the production of NADPH
by binding and inhibiting glucose-6-phosphate dehydro-
genase (G6PD), the first and rate-limiting enzyme of the
pentose phosphate pathway [66]. It is believed that the
increased G6PD activity may be dominant over the loss of
TIGAR induction in p53 mutant/loss cancer cells. Further-
more, TIGAR was found to be expressed in several cancer
cell lines in a p53-independent manner and therefore may
have additional roles in the survival and proliferation of
transformed cells [27].
It is clear that PFK-2/FBPase-2 enzymes and TIGAR

are important players in the control of cancer cell me-
tabolism. However, it should also be considered that
PFK-2/FBPase-2 enzymes might have other functions in
cancer cells that are unrelated to their role as glycolytic
regulators. In this context, a recent study showed that
the C-terminal domain of PFKFB3 variant 5 localizes the
enzyme to the nucleus where Fru-2,6-BP increases the
expression and activity of cyclin-dependent kinase-1
promoting cell proliferation [52].

Targeting PFK-2/FBPase-2 enzymes for cancer therapy
As outlined above, PFK-2/FBPase-2 enzymes play an im-
portant role in tumor metabolism and cancer cell survival.
Given this, it is not surprising that they have been consi-
dered as potential targets for cancer therapy. These efforts
have thus far mainly been concentrated on the inhibition
of the PFK-2 activity of PFKFB3, as it is induced by several
oncogenes as well as hypoxia and may contribute to the
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high glycolytic activity observed in cancer cells. Several
compounds have been developed to date. One of these
compounds, N-bromoacetiletanolamine phosphate, was
originally developed as a synthetic substrate analogue for
fructose bisphosphate aldolase, the glycolytic enzyme that
catalyzes the reversible conversion of fructose 1,6-
bisphosphate into dihydroxyacetone phosphate and
glyceraldehyde 3-phosphate (Figure 1). However, it was
subsequently shown to be an irreversible inhibitor of PFK-2
in several cancer cell lines [67]. Clem et al. identified a
small molecule inhibitor of PFK-2 named 3-(3-pyridinyl)-1-
(4-pyridinyl)-2-propen-1-one (3-PO) [68]. This compound
has been shown to decrease glucose uptake and Fru-2,6-P2
levels in vivo, and to suppress tumorigenic growth of breast,
leukemia and lung adenocarcinoma cells. However, due to
the strong homology of all four PFKFB proteins in their
PFK-2 domain, it is possible that 3-PO not only inhibits
PFKFB3 but also the other isoenzymes. Two additional
PFKFB3 inhibitors have been recently developed using a
structure-based approach: N4A and its derivative YN1 [69].
These compounds should have higher specificity as they
are targeted towards the fructose 6-phosphate-binding site
rather than the ATP-binding pocket. Since the activity of
these compounds towards other PFKFB proteins has not
yet been established, their antiproliferative effect on cancer
cells may not be solely ascribed to the inhibition of
PFKFB3. Consequently, it may be necessary to develop
inhibitors that are highly selective towards PFKFB3 to avoid
toxicity due to the inhibition of other PFK-2/FBPase-2
enzymes, particularly for tissues such as the liver that sup-
port metabolic homeostasis at an organismal level.
Strategies to inhibit PFK-2 activity, in particular for

PFKFB3, may be successful in reducing the high glycolytic
activity of cancer cells. However, recent evidence suggests
that the FBPase-2 activity, specifically that of PFKFB4,
may also be important for cancer cell survival [64]. Knock-
down of PFKFB4 blocked prostate cancer cell growth and
remarkably induced regression of prostate tumor xeno-
grafts, confirming that prostate cancer cells are dependent
on PFKFB4 for survival. Moreover, the requirement of
PFKFB4 for cell survival seems to be extended beyond
prostate cancer because other cancer cell lines were also
sensitive to PFKFB4 knockdown. Together, these findings
implicate PFKFB4 as a potential therapeutic target. How-
ever, no strategies for the selective inhibition of the
FBPase-2 activity have been developed to date. A major
obstacle for this approach is the general lack of unique
topological features within phosphatase domains, which
limits the specificity of binding of candidate compounds.
Despite these challenges, FBPase-2 activity may still
emerge as an important target for cancer therapy. Enhan-
cing glycolytic flux while depleting metabolites from the
pentose phosphate pathway should cause irreversible cel-
lular damage due to increased ROS accumulation. It will
therefore be interesting to evaluate whether systemic in-
hibition of the FBPase-2 activity of PFKFB4 will provide
antitumor efficacy in different types of cancer.

Conclusions
We are gaining significant knowledge about the function
and regulation of PFK-2/FBPase-2 enzymes in cancer cells.
Allosteric regulation of glycolysis by Fru-2,6-P2 allows
cancer cells to precisely balance their glycolytic flux to ful-
fill their bioenergetics and biosynthetic demands. Disrup-
ting this balance is likely to limit the capacity of cancer
cells to adapt to the metabolic constraints imposed by the
tumor microenvironment. However, further research into
their expression, their relative activities, mechanisms of
allosteric regulation, localization and post-translational
modification is required to fully understand the role of
these enzymes in cancer metabolism. Moreover, another
level of complexity could be added and functions unre-
lated to glycolysis could be attributed to these enzymes in
cancer. Despite these open questions, the evidence accu-
mulated to date suggests that PFK-2/FBPase-2 enzymes
could be attractive targets for cancer treatment.

Competing interests
The authors declare that AS provides minor consultancy work for Astra
Zeneca. The authors declare no competing interests.

Authors’ contributions
SR and AS wrote the article. Both authors read and approved the final
manuscript.

Authors’ information
SR: postdoctoral fellow at Gene Expression Analysis Laboratory, Cancer
Research UK London Research Institute. AS: Cancer Research UK London
Research Institute.

Acknowledgements
We thank N Jones (Cancer Research Technology, CRUK) for critical discussion.

Received: 9 August 2012 Accepted: 5 September 2012
Published: 4 February 2013

References
1. Warburg O: On the origin of cancer cells. Science 1956, 123:309–314.
2. Flier JS, Mueckler MM, Usher P, Lodish HF: Elevated levels of glucose

transport and transporter messenger RNA are induced by ras or src
oncogenes. Science 1987, 235:1492–1495.

3. Osthus RC, Shim H, Kim S, Li Q, Reddy R, Mukherjee M, Xu Y, Wonsey D, Lee LA,
Dang CV: Deregulation of glucose transporter 1 and glycolytic gene
expression by c-Myc. J Biol Chem 2000, 275:21797–21800.

4. Hockel M, Vaupel P: Biological consequences of tumor hypoxia. Semin Oncol
2001, 28:36–41.

5. Dang CV, Semenza GL: Oncogenic alterations of metabolism. Trends Biochem
Sci 1999, 24:68–72.

6. Pilkis SJ, Claus TH, Kurland IJ, Lange AJ: 6-Phosphofructo-2-kinase/fructose-
2,6-bisphosphatase: a metabolic signaling enzyme. Annu Rev Biochem
1995, 64:799–835.

7. Okar DA, Manzano A, Navarro-Sabate A, Riera L, Bartrons R, Lange AJ:
PFK-2/FBPase-2: maker and breaker of the essential biofactor fructose-
2,6-bisphosphate. Trends Biochem Sci 2001, 26:30–35.

8. Van Schaftingen E: Fructose 2,6-bisphosphate. Adv Enzymol Relat Areas Mol
Biol 1987, 59:315–395.



Ros and Schulze Cancer & Metabolism 2013, 1:8 Page 9 of 10
http://www.cancerandmetabolism.com//1/1/8
9. Okar DA, Lange AJ: Fructose-2,6-bisphosphate and control of
carbohydrate metabolism in eukaryotes. Biofactors 1999, 10:1–14.

10. Rider MH, Bertrand L, Vertommen D, Michels PA, Rousseau GG, Hue L:
6-phosphofructo-2-kinase/fructose-2,6-bisphosphatase: head-to-head
with a bifunctional enzyme that controls glycolysis. Biochem J 2004,
381:561–579.

11. Uyeda K, Furuya E, Luby LJ: The effect of natural and synthetic D-fructose
2,6-bisphosphate on the regulatory kinetic properties of liver and
muscle phosphofructokinases. J Biol Chem 1981, 256:8394–8399.

12. Wu C, Khan SA, Peng LJ, Lange AJ: Roles for fructose-2,6-bisphosphate in
the control of fuel metabolism: beyond its allosteric effects on glycolytic
and gluconeogenic enzymes. Adv Enzyme Regul 2006, 46:72–88.

13. Frenzel J, Schellenberger W, Eschrich K, Hofmann E: Control of the fructose
6-phosphate/fructose 2,6-bisphosphate cycle by sn-glycerol 3-
phosphate. Biomed Biochim Acta 1988, 47:461–470.

14. van Schaftingen E, Davies DR, Hers HG: Fructose-2,6-bisphosphatase from
rat liver. Eur J Biochem 1982, 124:143–149.

15. Telang S, Yalcin A, Clem AL, Bucala R, Lane AN, Eaton JW, Chesney J:
Ras transformation requires metabolic control by 6-phosphofructo-2-
kinase. Oncogene 2006, 25:7225–7234.

16. Minchenko O, Opentanova I, Caro J: Hypoxic regulation of the
6-phosphofructo-2-kinase/fructose-2,6-bisphosphatase gene family
(PFKFB-1-4) expression in vivo. FEBS Lett 2003, 554:264–270.

17. Dupriez VJ, Darville MI, Antoine IV, Gegonne A, Ghysdael J, Rousseau GG:
Characterization of a hepatoma mRNA transcribed from a third
promoter of a 6-phosphofructo-2-kinase/fructose-2,6-bisphosphatase-
encoding gene and controlled by ets oncogene-related products. Proc
Natl Acad Sci USA 1993, 90:8224–8228.

18. Darville MI, Antoine IV, Rousseau GG: Characterization of an enhancer upstream
from the muscle-type promoter of a gene encoding 6-phosphofructo-2-
kinase/fructose-2,6-bisphosphatase. Nucleic Acids Res 1992, 20:3575–3583.

19. Chikri M, Rousseau GG: Rat gene coding for heart 6-phosphofructo-2-
kinase/fructose-2,6-bisphosphatase: characterization of an unusual
promoter region and identification of four mRNAs. Biochemistry 1995,
34:8876–8884.

20. Heine-Suner D, Diaz-Guillen MA, Lange AJ, Rodriguez de Cordoba S:
Sequence and structure of the human 6-phosphofructo-2-kinase/
fructose-2,6-bisphosphatase heart isoform gene (PFKFB2). Eur J Biochem
1998, 254:103–110.

21. Ventura F, Ambrosio S, Bartrons R, El-Maghrabi MR, Lange AJ, Pilkis SJ:
Cloning and expression of a catalytic core bovine brain 6-
phosphofructo-2-kinase/fructose-2,6-bisphosphatase. Biochem Biophys Res
Commun 1995, 209:1140–1148.

22. Sakai A, Kato M, Fukasawa M, Ishiguro M, Furuya E, Sakakibara R: Cloning of
cDNA encoding for a novel isozyme of fructose 6-phosphate, 2-kinase/
fructose 2,6-bisphosphatase from human placenta. J Biochem 1996,
119:506–511.

23. Navarro-Sabate A, Manzano A, Riera L, Rosa JL, Ventura F, Bartrons R: The human
ubiquitous 6-phosphofructo-2-kinase/fructose-2,6-bisphosphatase gene
(PFKFB3): promoter characterization and genomic structure. Gene 2001,
264:131–138.

24. Kessler R, Eschrich K: Splice isoforms of ubiquitous 6-phosphofructo-2-kinase/
fructose-2,6-bisphosphatase in human brain. Brain Res Mol Brain Res 2001,
87:190–195.

25. Sakata J, Abe Y, Uyeda K: Molecular cloning of the DNA and expression
and characterization of rat testes fructose-6-phosphate,2-kinase:fructose-
2,6-bisphosphatase. J Biol Chem 1991, 266:15764–15770.

26. Minchenko DO, Mykhalchenko VG, Tsuchihara K, Kanehara S, Yavorovsky OP,
Zavgorodny IV, Paustovsky YO, Komisarenko SV, Esumi H, Minchenko OH:
Alternative splice variants of rat 6-phosphofructo-2-kinase/ fructose-2,6-
bisphosphatase-4 mRNA. Ukr Biokhim Zh 2008, 80:66–73.

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

28. Bartrons R, Hue L, Van Schaftingen E, Hers HG: Hormonal control of
fructose 2,6-bisphosphate concentration in isolated rat hepatocytes.
Biochem J 1983, 214:829–837.

29. Deprez J, Vertommen D, Alessi DR, Hue L, Rider MH: Phosphorylation and
activation of heart 6-phosphofructo-2-kinase by protein kinase B and
other protein kinases of the insulin signaling cascades. J Biol Chem 1997,
272:17269–17275.
30. Depre C, Rider MH, Hue L: Mechanisms of control of heart glycolysis. Eur J
Biochem 1998, 258:277–290.

31. Rider MH, van Damme J, Vertommen D, Michel A, Vandekerckhove J, Hue L:
Evidence for new phosphorylation sites for protein kinase C and cyclic
AMP-dependent protein kinase in bovine heart 6-phosphofructo-2-
kinase/fructose-2,6-bisphosphatase. FEBS Lett 1992, 310:139–142.

32. Kitamura K, Kangawa K, Matsuo H, Uyeda K: Phosphorylation of myocardial
fructose-6-phosphate,2-kinase: fructose-2,6-bisphosphatase by cAMP-
dependent protein kinase and protein kinase C. activation by
phosphorylation and amino acid sequences of the phosphorylation sites.
J Biol Chem 1988, 263:16796–16801.

33. Marsin AS, Bertrand L, Rider MH, Deprez J, Beauloye C, Vincent MF, Van den
Berghe G, Carling D, Hue L: Phosphorylation and activation of heart PFK-2
by AMPK has a role in the stimulation of glycolysis during ischaemia.
Curr Biol 2000, 10:1247–1255.

34. Bertrand L, Alessi DR, Deprez J, Deak M, Viaene E, Rider MH, Hue L:
Heart 6-phosphofructo-2-kinase activation by insulin results from
Ser-466 and Ser-483 phosphorylation and requires 3-
phosphoinositide-dependent kinase-1, but not protein kinase B.
J Biol Chem 1999, 274:30927–30933.

35. Bando H, Atsumi T, Nishio T, Niwa H, Mishima S, Shimizu C, Yoshioka N,
Bucala R, Koike T: Phosphorylation of the 6-phosphofructo-2-kinase/
fructose 2,6-bisphosphatase/PFKFB3 family of glycolytic regulators in
human cancer. Clin Cancer Res 2005, 11:5784–5792.

36. Okamura N, Sakakibara R: A common phosphorylation site for cyclic AMP-
dependent protein kinase and protein kinase C in human placental 6-
phosphofructo-2-kinase/fructose-2,6-bisphosphatase. Biosci Biotechnol
Biochem 1998, 62:2039–2042.

37. Almeida A, Bolanos JP, Moncada S: E3 ubiquitin ligase APC/C-Cdh1
accounts for the Warburg effect by linking glycolysis to cell proliferation.
Proc Natl Acad Sci USA 2010, 107:738–741.

38. Wang CX, Fisk BC, Wadehra M, Su H, Braun J: Overexpression of murine
fizzy-related (fzr) increases natural killer cell-mediated cell death and
suppresses tumor growth. Blood 2000, 96:259–263.

39. Garcia-Higuera I, Manchado E, Dubus P, Canamero M, Mendez J, Moreno S,
Malumbres M: Genomic stability and tumour suppression by the APC/C
cofactor Cdh1. Nat Cell Biol 2008, 10:802–811.

40. Semenza GL: Targeting HIF-1 for cancer therapy. Nat Rev Cancer 2003,
3:721–732.

41. Kim JW, Dang CV: Cancer’s molecular sweet tooth and the Warburg
effect. Cancer Res 2006, 66:8927–8930.

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

43. Obach M, Navarro-Sabate A, Caro J, Kong X, Duran J, Gomez M, Perales JC,
Ventura F, Rosa JL, Bartrons R: 6-Phosphofructo-2-kinase (pfkfb3) gene
promoter contains hypoxia-inducible factor-1 binding sites necessary for
transactivation in response to hypoxia. J Biol Chem 2004, 279:53562–53570.

44. Minchenko O, Opentanova I, Minchenko D, Ogura T, Esumi H: Hypoxia
induces transcription of 6-phosphofructo-2-kinase/fructose-2,6-
biphosphatase-4 gene via hypoxia-inducible factor-1alpha activation.
FEBS Lett 2004, 576:14–20.

45. Nissler K, Petermann H, Wenz I, Brox D: Fructose 2,6-bisphosphate
metabolism in Ehrlich ascites tumour cells. J Cancer Res Clin Oncol 1995,
121:739–745.

46. Mojena M, Bosca L, Hue L: Effect of glutamine on fructose 2,6-bisphosphate
and on glucose metabolism in HeLa cells and in chick-embryo fibroblasts.
Biochem J 1985, 232:521–527.

47. Miralpeix M, Azcon-Bieto J, Bartrons R, Argiles JM: The impairment of
respiration by glycolysis in the Lewis lung carcinoma. Cancer Lett 1990,
50:173–178.

48. Nathan C, Ding A: SnapShot: reactive oxygen intermediates (ROI).
Cell 2010, 140:951–951.

49. Minchenko OH, Ogura T, Opentanova IL, Minchenko DO, Ochiai A, Caro J,
Komisarenko SV, Esumi H: 6-Phosphofructo-2-kinase/fructose-2,6-
bisphosphatase gene family overexpression in human lung tumor. Ukr
Biokhim Zh 2005, 77:46–50.

50. Massie CE, Lynch A, Ramos-Montoya A, Boren J, Stark R, Fazli L, Warren A,
Scott H, Madhu B, Sharma N, Bon H, Zecchini V, Smith DM, Denicola GM,
Mathews N, Osborne M, Hadfield J, Macarthur S, Adryan B, Lyons SK, Brindle
KM, Griffiths J, Gleave ME, Rennie PS, Neal DE, Mills IG: The androgen



Ros and Schulze Cancer & Metabolism 2013, 1:8 Page 10 of 10
http://www.cancerandmetabolism.com//1/1/8
receptor fuels prostate cancer by regulating central metabolism and
biosynthesis. EMBO J 2011, 30:2719–2733.

51. Moon JS, Jin WJ, Kwak JH, Kim HJ, Yun MJ, Kim JW, Park SW, Kim KS:
Androgen stimulates glycolysis for de novo lipid synthesis by
increasing the activities of hexokinase 2 and 6-phosphofructo-2-
kinase/fructose-2,6-bisphosphatase 2 in prostate cancer cells.
Biochem J 2011, 433:225–233.

52. Yalcin A, Telang S, Clem B, Chesney J: Regulation of glucose metabolism
by 6-phosphofructo-2-kinase/fructose-2,6-bisphosphatases in cancer.
Exp Mol Pathol 2009, 86:174–179.

53. Chesney J, Mitchell R, Benigni F, Bacher M, Spiegel L, Al-Abed Y, Han JH,
Metz C, Bucala R: An inducible gene product for 6-phosphofructo-2-
kinase with an AU-rich instability element: role in tumor cell glycolysis
and the Warburg effect. Proc Natl Acad Sci USA 1999, 96:3047–3052.

54. Bobarykina AY, Minchenko DO, Opentanova IL, Moenner M, Caro J, Esumi H,
Minchenko OH: Hypoxic regulation of PFKFB-3 and PFKFB-4 gene
expression in gastric and pancreatic cancer cell lines and expression of
PFKFB genes in gastric cancers. Acta Biochim Pol 2006, 53:789–799.

55. Fleischer M, Kessler R, Klammer A, Warnke JP, Eschrich K: LOH on 10p14-p15
targets the PFKFB3 gene locus in human glioblastomas. Genes
Chromosomes Cancer 2011, 50:1010–1020.

56. Di Chiro G, DeLaPaz RL, Brooks RA, Sokoloff L, Kornblith PL, Smith BH,
Patronas NJ, Kufta CV, Kessler RM, Johnston GS, Manning RG, Wolf AP:
Glucose utilization of cerebral gliomas measured by [18 F]
fluorodeoxyglucose and positron emission tomography. Neurology 1982,
32:1323–1329.

57. Howe FA, Barton SJ, Cudlip SA, Stubbs M, Saunders DE, Murphy M, Wilkins P,
Opstad KS, Doyle VL, McLean MA, Bell BA, Griffiths JR: Metabolic profiles of
human brain tumors using quantitative in vivo 1 H magnetic resonance
spectroscopy. Magn Reson Med 2003, 49:223–232.

58. Atsumi T, Chesney J, Metz C, Leng L, Donnelly S, Makita Z, Mitchell R, Bucala R:
High expression of inducible 6-phosphofructo-2-kinase/fructose-2,6-
bisphosphatase (iPFK-2; PFKFB3) in human cancers. Cancer Res 2002,
62:5881–5887.

59. Garcia-Cao I, Song MS, Hobbs RM, Laurent G, Giorgi C, de Boer VC,
Anastasiou D, Ito K, Sasaki AT, Rameh L, Carracedo A, Vander Heiden MG,
Cantley LC, Pinton P, Haigis MC, Pandolfi PP: Systemic elevation of PTEN
induces a tumor-suppressive metabolic state. Cell 2012, 149:49–62.

60. Calvo MN, Bartrons R, Castano E, Perales JC, Navarro-Sabate A, Manzano A:
PFKFB3 gene silencing decreases glycolysis, induces cell-cycle delay and
inhibits anchorage-independent growth in HeLa cells. FEBS Lett 2006,
580:3308–3314.

61. Minchenko OH, Ochiai A, Opentanova IL, Ogura T, Minchenko DO, Caro J,
Komisarenko SV, Esumi H: Overexpression of 6-phosphofructo-2-kinase/
fructose-2,6-bisphosphatase-4 in the human breast and colon malignant
tumors. Biochimie 2005, 87:1005–1010.

62. Minchenko OH, Opentanova IL, Ogura T, Minchenko DO, Komisarenko SV,
Caro J, Esumi H: Expression and hypoxia-responsiveness of 6-
phosphofructo-2-kinase/fructose-2,6-bisphosphatase 4 in mammary
gland malignant cell lines. Acta Biochim Pol 2005, 52:881–888.

63. Goidts V, Bageritz J, Puccio L, Nakata S, Zapatka M, Barbus S, Toedt G,
Campos B, Korshunov A, Momma S, Van Schaftingen E, Reifenberger G,
Herold-Mende C, Lichter P, Radlwimmer B: RNAi screening in glioma stem-
like cells identifies PFKFB4 as a key molecule important for cancer cell
survival. Oncogene 2012, 31:3235–3243.

64. Ros S, Santos CR, Moco S, Baenke F, Kelly G, Howell M, Zamboni N, Schulze A:
Functional metabolic screen identifies 6-phosphofructo-2-kinase/fructose-
2,6-biphosphatase 4 as an important regulator of prostate cancer cell
survival. Cancer Discov 2012, 2:328–343.

65. Muniyappa H, Song S, Mathews CK, Das KC: Reactive oxygen species-
independent oxidation of thioredoxin in hypoxia: inactivation of
ribonucleotide reductase and redox-mediated checkpoint control.
J Biol Chem 2009, 284:17069–17081.

66. Jiang P, Du W, Wang X, Mancuso A, Gao X, Wu M, Yang X: p53 regulates
biosynthesis through direct inactivation of glucose-6-phosphate
dehydrogenase. Nat Cell Biol 2011, 13:310–316.

67. Hirata T, Watanabe M, Miura S, Ijichi K, Fukasawa M, Sakakibara R: Inhibition
of tumor cell growth by a specific 6-phosphofructo-2-kinase inhibitor,
N-bromoacetylethanolamine phosphate, and its analogues. Biosci
Biotechnol Biochem 2000, 64:2047–2052.
68. Clem B, Telang S, Clem A, Yalcin A, Meier J, Simmons A, Rasku MA, Arumugam
S, Dean WL, Eaton J, Lane A, Trent JO, Chesney J: Small-molecule inhibition of
6-phosphofructo-2-kinase activity suppresses glycolytic flux and tumor
growth. Mol Cancer Ther 2008, 7:110–120.

69. Seo M, Kim JD, Neau D, Sehgal I, Lee YH: Structure-based development of
small molecule PFKFB3 inhibitors: a framework for potential cancer
therapeutic agents targeting the Warburg effect. PLoS One 2011,
6:e24179.

doi:10.1186/2049-3002-1-8
Cite this article as: Ros and Schulze: Balancing glycolytic flux: the role of
6-phosphofructo-2-kinase/fructose 2,6-bisphosphatases in cancer
metabolism. Cancer & Metabolism 2013 1:8.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Review
	The PFKFB genes
	PFKFB1
	PFKFB2
	PFKFB3
	PFKFB4
	TIGAR: a PFK-2/FBPase-2-like enzyme
	Differential PFK-2/FBPase-2 activities
	Post-translational modifications of PFK-2/FBPase-2 enzymes
	PFK-2/FBPase-2 enzymes in hypoxia
	PFK-2/FBPase-2 enzymes in cancer
	Targeting PFK-2/FBPase-2 enzymes for cancer therapy

	Conclusions
	Competing interests
	Authors’ contributions
	Authors’ information
	Acknowledgements
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


