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1. Introduction

Cancer cells exhibit common hallmarks consisting of specific competencies acquired
during the tumorigenesis process, including stimulation of cancer cell proliferation, insen-
sitivity to growth signal inhibition, apoptosis evasion, enhancement of replicative potential,
induction of angiogenesis, and tissue invasion and metastasis. To sustain the high rate
of proliferation, most cancer cells use metabolic adaptations promoting their survival
under harsh conditions. These phenomena are known as metabolic rewiring. Metabolic
rewiring is considered the major pathogenic driving force for malignant transformation.
In cell transformation, arising in different cell types through the dysregulation of several
pathways, metabolic rewiring is a common feature founded on three main requirements:
ATP generation, synthesis of biological precursors for sustaining cell growth, and efficient
handling of reactive oxygen species (ROS) for the maintenance of the oxidative balance.
More recently, cancer metabolic alterations have been shown to play a role in the sensitiv-
ity of cancer cells to the most used chemotherapeutics, suggesting that cancer metabolic
rewiring is an important mediator of drug-resistant cancer [1–5].

Cancer cellular rewiring is the result of an intricate network of classic cancer metabolic
pathways and a number of emerging dysregulated pathways supporting cell proliferation
including increased uptake of nutrients, enhanced glycolysis, enhanced shunt of pentose
phosphate, glutaminolysis, fatty acid synthesis and degradation, stimulation of autophagy,
micropinocytosis, and gene expression alterations depending on histone metabolic changes.

The redundancy and overlapping of several of these networks account for plasticity
that is crucial for cancer cell survival.

More evidence is also suggesting that the tumor microenvironment plays a key role in
metabolic rewiring, indicating that the understanding of the interaction between specific
tumor-intrinsic mechanisms and cell-extrinsic stimuli might elucidate the pathways that
lead to immune evasion [6,7].

In summary, although our understanding of cancer metabolic rewiring has consid-
erably progressed, much remains to be learned to better understand tumor biology and
improve therapeutic approaches. Indeed, the elucidation of pathways underlying metabolic
reprogramming will have a tremendous impact by shedding light on therapeutic targets
useful for developing new translational clinical approaches. From this perspective, the
purpose of this Special Issue is to gather reports further defining previous and/or newly
discovered metabolic alterations associated with oncogenesis and their functional con-
tribution to the establishment and maintenance of tumor phenotypes as well as papers
reporting the potential druggability of metabolic pathways, alone or in combination with
other currently used chemotherapeutics, to improve cancer therapy.

The Special Issue “Metabolic Rewiring in Cancer Cells: From Tumor Onset to Novel
Therapies”, guested by Ferdinando Chiaradonna and Domenica Scumaci, attracted a total
of 28 regular papers, spanning over numerous old-fashioned and emerging topic areas in
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the field of cancer metabolism. Since the Special Issue aimed to give an overview of recent
studies on cancer metabolism, it hosts 13 original reviews and 15 original research articles.

2. Synopsis

From the seminal observation of Otto Warburg regarding the cancer-specific energetic
requirement to enhance glycolysis over oxidative phosphorylation (OXPHOS), also under
normoxia, several findings have expanded the glycolytic role in cancer metabolic rewiring
and growth as well as the number of proteins involved in glycolysis regulation [8–10].

In this regard, Zonta and colleagues [11], by means of selective depletion of Casein
Kinase 2 (CK2) catalytic subunits, demonstrated the (α) CK2 catalytic subunit contributes
to the glycolytic phenotype of neuroblastoma and osteosarcoma cancer cell lines, favoring
cell proliferation, survival, and tumorigenicity. This concept was also underlined by
Venturoli and colleagues [12], who showed in mice xenografts, derived from the highly
glycolytic OC316 and OVCAR3 ovarian cancer cell lines in which PDK1 is silenced, a
significant change in their metabolic features, i.e., an increased OXPHOS, associated with a
significant reduction in tumor growth and angiogenesis. On the other hand, Ambrosini
and colleagues [13], by using a model of pancreatic cancer stem cells (CSCs), also showed
that a metabolic shift from glycolysis to OXPHOS causes a quiescent state, suggesting an
association between proliferation and glycolysis also in CSCs. A further glycolytic role in
tumor aggressiveness was suggested by Miranda-Gonçalves and colleagues [14]. Indeed,
they delineated a new mechanism that is SIRT1-mediated by which lactate contributes to
renal cancer cell aggressiveness and pseudo-transformation of adjacent normal cells. They
postulated that excreted lactate by glycolytic cancer cells inhibits SIRT1 in adjacent tumor
and normal cells, causing histone H3 hyperacetylation and tumor cell aggressiveness. A
link between histone modifications and glycolysis was also described by Scumaci and
colleagues [15]. In particular, they defined a histone protein modification, namely, advanced
glycation end products (AGE), due to the Warburg effect. Importantly, this process that
causes histone code loss appears consequent to inactivation of DJ1, involved in the selective
removal of AGE from histones.

A common feature of glycolytic solid cancer is hypoxia, whose master regulator,
hypoxia inducible factor (HIF), orchestrates and triggers prosurvival and prometastatic
events. In this context, the review of Belisario and colleagues [16] offers a clear and
comprehensive synopsis of how peculiar hypoxia-related events cooperate in determining
chemoresistance, hence suggesting an intriguing starting point for the development of
novel therapeutic strategies.

Since designing new anticancer therapies is an important goal of the fight against can-
cer, metabolic rewiring is becoming an important subject of study to pave new roads either
in terms of novel therapy or identification of chemoresistance mechanisms. In this regard,
several manuscripts in this Special Issue address this point. Lorito and colleagues [17]
described the different metabolic adaptation of ER+/HER2+ and ER+/HER2− breast
cancer cells upon palbociclib (Cdk4/6 inhibitor) treatment. In fact, while the former cells
become palbociclib-resistant in tight association with an enhancement of glycolysis, the
latter become resistant in tight association with an enhancement of OXPHOS, suggesting
that metabolic targeting could represent a good therapeutic option in both types of pa-
tients. Glucose metabolism as a possible target was also addressed by Ricciardiello and
colleagues [18]. Indeed, by using different pancreatic cancer cell models, they showed
that inhibition of HBP, a downstream glycolytic branch, induces cell proliferation arrest
and death in an oncogenic K-Ras-dependent fashion. In addition, they showed that HBP
activation is also associated with resistance to a pan-ras inhibitor, suggesting that glycolysis
and downstream pathways are tightly linked to chemoresistance. In the context of an
unconventional source for the glycolysis pathway, the review of Krause and colleagues [19]
discussed how cancer cells may use fructose as an alternative glycolytic substrate as well
as for lipogenesis and nucleotide synthesis. They focused on the link between fructose
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metabolism and cancer cell proliferation, exploring how fructose is metabolized in different
types of cancer and how it associates with cancer development and outcome.

Conversely, Albanesi and colleagues [20] found that ATRA treatment, a differentiation
therapy, in the acute promyelocytic leukemia cell line NB4, correlates with the activation of
aerobic glycolysis and the reduction in OXPHOS-dependent ATP production, proposing
that granulocytic differentiation and patient therapy could be favored by OXPHOS inhi-
bition. A tight association between current cancer therapies and metabolic rewiring was
also proposed by Verma and colleagues [21]. Indeed, they showed that prolonged enzalu-
tamide treatment of the prostate cancer cell lines LNCaP and C4-2B induces resistance by
enhancing the gene expression of solute carrier genes. Latter causes dysregulation of glu-
cose, fatty acid, and lipid metabolism pathways, suggesting a central role of solute carrier
genes during metabolic reprogramming of prostate cancer cells in an androgen-deprived
environment. The therapeutic targeting of solute carriers was well addressed in the review
of Scalise and colleagues [22] that summarizes current knowledge on the topic. They offer
a critical point of view of the literature on inherent solute carriers that are over-expressed
in human cancers and that represent an appealing target for anticancer drugs.

Fatty acid (FA) metabolism rewiring in cancer upon the onset of chemoresistance was
described in the manuscript of Brindisi and colleagues [23]. Indeed, they showed that ex-
ogenous cholesterol and mevalonate induce breast cancer cell proliferation, aggressiveness,
and drug resistance, through the activation of the estrogen-related receptor alpha (ERRα)
pathway that is eventually responsible for intense metabolic switching, higher proliferation
rates, sustained motility, propagation of CSCs, and lipid droplet formation. These findings
open the possibility to target the cholesterol/mevalonate/ERRα axis as a new potential
therapy in breast cancer. The role of exogenous FA in breast cancer cell aggressiveness is
also the focus of the manuscript from Rizzo and colleagues [24]. Indeed, they showed a dif-
ferent sensitivity of MDA-MB-231 and MCF7 breast cancer cells to lipid microenvironment
changes. In particular, exogenous FA addition (i.e., palmitic and docosahexaenoic acids)
perturbs the ER membrane architecture and desaturase activity, especially in MDA-MB-231
cells, suggesting that the lipid microenvironment could influence cell malignancy and
chemoresistance onset.

Metabolic rewiring as a target to eradicate cancer was well addressed by Fiorillo
and colleagues too [25]. Indeed, they showed that deferiprone, a clinically approved
iron chelator, can effectively target mitochondria in CSCs derived from ER+ MCF7 and
T47D cells, causing a significant reduction in OXPHOS and an accumulation of ROS that,
together, lead to cancer cells’ inability to form 3D tumorspheres. Metabolic targeting in
3D models is also the focus of the manuscript from Pasquale and colleagues [26]. The
authors, by using the two bladder cancer cell lines RT112 and 5637, showed that both
cell lines have a mixed energetic phenotype since they are able to produce ATP equally
well through OXPHOS and glycolysis. However, meanwhile, the two cell lines show a
different metabolic plasticity, OXPHOS targeting by means of metformin, significantly
affects spheroid formation of both cell lines, suggesting, again, that CSCs mitochondria
could be an efficacy target to eradicate cancer. Another interesting metabolic therapeutic
approach designed for non-small cell lung cancer (NSCLC) is provided by Caiola and
colleagues [27]. The authors, by using a metabolomics approach, defined a compensative
metabolic pathway active in NSCLC cells upon treatment with the glutaminase inhibitor
CB-839. Importantly they demonstrated that the different sensitivity to CB-839 of NSCLC
cells is not dependent on KRAS mutations or LKB1 loss but on the ability of cancer cells to
use external alanine to increase pyruvate synthesis and the TCA cycle. Consequently, they
showed that inhibition of alanine catabolism, by using l-cycloserine (a GPT2 inhibitor),
negatively affects NSCLC CB-839-resistant cell growth and proliferation.

Recently, the role of micronutrients, as a determining factor in cancer metabolism adap-
tation, is becoming an interesting issue. In this context, dysregulation of iron metabolism
has been related to several types of cancer, being implicated in ROS production, ferrop-
tosis, and malignant transformation [28]. In our Special Issue, three interesting reviews
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focused on iron metabolism, underlining several aspects of this research area. Hsu and
colleagues [29] offer a cover of the main iron metabolism alterations that impact tumori-
genesis as well as tumor growth. In a translational perspective, the authors remarked
the necessity to develop iron-targeted anticancer therapy with a special emphasis on the
tumor microenvironment. Similarly, Sacco and colleagues [30] proposed a good synopsis
of crucial and controversial aspects of iron homeostasis together with an overview on the
current anticancer therapeutic strategies based on iron targeting.

On the other hand, Di Sanzo and colleagues [31] summarized current knowledge on
ferritin pseudogenes, discussing the importance of unraveling their molecular functions in
the context of the oncogenic network.

Iatrogenic targeting of tumor susceptibilities is also a promising area of research.
Although Warburg theory postulated that the dependence of cancer cells on glycolysis
was due to their malfunctioning mitochondrial respiration, recently, it became clear that
functional mitochondria are a key cancer cell feature [32,33]. In this scenario, mitochondria
represent a vulnerable target for the development of therapeutic approaches. In our Special
Issue, we hosted several reviews addressing this point. Fu and colleagues [34] discussed
recent knowledge on the implementation of strategies to target mitochondria and overcome
chemoresistance in pancreatic cancer; additionally, Audano and colleagues [35] reviewed
the main pathways involved in the restricting mitochondrial checkpoint that leads to tumor
transformation. Lastly, Cioce and colleagues [36] proposed an overview of the use of
metformin as a key anticancer molecule targeting mitochondria. Notably, they provided
a special paragraph on the effects of metformin on CSCs whose plasticity accounts for
chemoresistance, relapse, and metastasis.

Metastatic progression is based on the ability of cancer cells to acquire an adaptive
phenotype disseminating to distant organ sites and evading the immune system. In this
context, two comprehensive reviews, proposed by Roda and colleagues [37] and by Benzarti
and colleagues [38], examined complementary features of this critical matter, pointing out
the ability of cancer cells to gain a bioenergetic shift and discussing the role of metabolic
reprogramming in eliciting the metastatization process.

During cancer growth and metastatization, immune system evasion is a crucial and
determinant event. Pellegrino and colleagues [39] discussed this topic in a therapeutic
perspective exploring recent strategies aiming at boosting metabolic CAR T-cell fitness to
enhance their anti-tumor activity.

Finally, in the field of drug discovery, we would also like to underline the manuscript
from Nardone and colleagues [40] that, by using experimental and computational ap-
proaches, suggests the use of suramine or its analogues to inhibit the transcription factor
NF-Y, often over-expressed in cancer, and a key factor in the control of genes involved
in nucleic acid, amino acid, glucose, and lipid metabolic pathways and therefore directly
involved in cancer metabolic rewiring. Finally, we would like to highlight the review
of Ferraro and colleagues [41] that summarizes current knowledge on the use of “Multi-
Target Ruthenium (III) Complex Lodged in Nucleolipid Nanosystems” for the treatment of
breast cancer.

3. Conclusions

This Special Issue widely describes several metabolic alterations of cancer cells fa-
voring fast proliferation, migration, invasion, and CSCs survival. In addition, given the
fundamental role of cancer metabolic rewiring in cancer progression and chemotherapy
resistance, several metabolic approaches, interfering with glycolysis, OXPHOS, fatty acid
metabolism, and glutaminolysis, were presented. These strategies could represent a novel
class of therapeutic approaches that, alone or in combination, will improve current can-
cer therapies.

Funding: F.C. is supported by grants from MAECI (Executive Programme of Scientific and Tech-
nological Cooperation Italy-China 2019–2021, #CN19GR03), and Bando Fondo di Ateneo-Quota
competitiva 2021. D.S. was supported by the grant PRIN 2017 CH4RNP 001, CUP F64I19000440001.



Cells 2021, 10, 1393 5 of 6

Acknowledgments: The guest editors wish to thank the Editorial Board of Cells for providing the
opportunity to edit this Special Issue, and Yufei Shi for the kind and precious assistance. We would
also like to thank all the referees who critically evaluated the papers in a high-quality and fast manner.
Finally, we hope the readers will share our delight and find this Special Issue very helpful.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Faubert, B.; Solmonson, A.; De Berardinis, R.J. Metabolic reprogramming and cancer progression. Science 2020, 368, eaaw5473.

[CrossRef] [PubMed]
2. Kim, J.; DeBerardinis, R.J. Mechanisms and Implications of Metabolic Heterogeneity in Cancer. Cell Metab. 2019, 30, 434–446.

[CrossRef] [PubMed]
3. De Berardinis, R.J.; Chandel, N.S. Fundamentals of cancer metabolism. Sci. Adv. 2016, 2, e1600200. [CrossRef]
4. Sullivan, L.B.; Gui, D.Y.; Vander Heiden, M.G. Altered metabolite levels in cancer: Implications for tumour biology and cancer

therapy. Nat. Rev. Cancer 2016, 16, 680–693. [CrossRef]
5. Martinez-Outschoorn, U.E.; Peiris-Pages, M.; Pestell, R.G.; Sotgia, F.; Lisanti, M.P. Cancer metabolism: A therapeutic perspective.

Nat. Rev. Clin. Oncol. 2017, 14, 11–31. [CrossRef] [PubMed]
6. Vander Heiden, M.G.; De Berardinis, R.J. Understanding the Intersections between Metabolism and Cancer Biology. Cell 2017,

168, 657–669. [CrossRef]
7. Boumahdi, S.; de Sauvage, F.J. The great escape: Tumour cell plasticity in resistance to targeted therapy. Nat. Rev. Drug Discov.

2020, 19, 39–56. [CrossRef]
8. Warburg, O. On the origin of cancer cells. Science 1956, 123, 309–314. [CrossRef]
9. Vander Heiden, M.G.; Cantley, L.C. Understanding the Warburg effect: The metabolic requirements of cell proliferation. Science

2009, 324, 1029–1033. [CrossRef]
10. Semenza, G.L. HIF-1: Upstream and downstream of cancer metabolism. Curr. Opin. Genet. Dev. 2010, 20, 51–56. [CrossRef]
11. Zonta, F.; Borgo, C.; Quezada Meza, C.P.; Masgras, I.; Rasola, A.; Salvi, M.; Pinna, L.A.; Ruzzene, M. Contribution of the CK2

Catalytic Isoforms α and α’ to the Glycolytic Phenotype of Tumor Cells. Cells 2021, 10, 181. [CrossRef] [PubMed]
12. Venturoli, C.; Piga, I.; Curtarello, M.; Verza, M.; Esposito, G.; Venuto, S.; Navaglia, F.; Grassi, A.; Indraccolo, S. Genetic Perturbation

of Pyruvate Dehydrogenase Kinase 1 Modulates Growth, Angiogenesis and Metabolic Pathways in Ovarian Cancer Xenografts.
Cells 2021, 10, 325. [CrossRef] [PubMed]

13. Ambrosini, G.; Dalla Pozza, E.; Fanelli, G.; Di Carlo, C.; Vettori, A.; Cannino, G.; Cavallini, C.; Carmona-Carmona, C.; Brandi, J.;
Rinalducci, S.; et al. Progressively De-Differentiated Pancreatic Cancer Cells Shift from Glycolysis to Oxidative Metabolism and
Gain a Quiescent Stem State. Cells 2020, 9, 1572. [CrossRef]

14. Miranda-Gonçalves, V.; Lameirinhas, A.; Macedo-Silva, C.; Lobo, J.; CDias, P.; Ferreira, V.; Henrique, R.; Jerónimo, C. Lactate
Increases Renal Cell Carcinoma Aggressiveness through Sirtuin 1-Dependent Epithelial Mesenchymal Transition Axis Regulation.
Cells 2020, 9, 1053. [CrossRef]

15. Scumaci, D.; Olivo, E.; Fiumara, C.; La Chimia, M.; De Angelis, M.; Mauro, S.; Costa, G.; Ambrosio, F.; Alcaro, S.; Agosti, V.;
et al. DJ-1 Proteoforms in Breast Cancer Cells: The Escape of Metabolic Epigenetic Misregulation. Cells 2020, 9, 1968. [CrossRef]
[PubMed]

16. Belisario, D.; Kopecka, J.; Pasino, M.; Akman, M.; De Smaele, E.; Donadelli, M.; Riganti, C. Hypoxia Dictates Metabolic Rewiring
of Tumors: Implications for Chemoresistance. Cells 2020, 9, 2598. [CrossRef]

17. Lorito, N.; Bacci, M.; Smiriglia, A.; Mannelli, M.; Parri, M.; Comito, G.; Ippolito, L.; Giannoni, E.; Bonechi, M.; Benelli, M.; et al.
Glucose Metabolic Reprogramming of ER Breast Cancer in Acquired Resistance to the CDK4/6 Inhibitor Palbociclib+. Cells 2020,
9, 668. [CrossRef]

18. Ricciardiello, F.; Bergamaschi, L.; De Vitto, H.; Gang, Y.; Zhang, T.; Palorini, R.; Chiaradonna, F. Suppression of the HBP Function
Increases Pancreatic Cancer Cell Sensitivity to a Pan-RAS Inhibitor. Cells 2021, 10, 431. [CrossRef]

19. Krause, N.; Wegner, A. Fructose Metabolism in Cancer. Cells 2020, 9, 2635. [CrossRef]
20. Albanesi, J.; Noguera, N.; Banella, C.; Colangelo, T.; De Marinis, E.; Leone, S.; Palumbo, O.; Voso, M.; Ascenzi, P.; Nervi, C.; et al.

Transcriptional and Metabolic Dissection of ATRA-Induced Granulocytic Differentiation in NB4 Acute Promyelocytic Leukemia
Cells. Cells 2020, 9, 2423. [CrossRef]

21. Verma, S.; Shankar, E.; Chan, E.; Gupta, S. Metabolic Reprogramming and Predominance of Solute Carrier Genes during Acquired
Enzalutamide Resistance in Prostate Cancer. Cells 2020, 9, 2535. [CrossRef]

22. Scalise, M.; Console, L.; Rovella, F.; Galluccio, M.; Pochini, L.; Indiveri, C. Membrane Transporters for Amino Acids as Players of
Cancer Metabolic Rewiring. Cells 2020, 9, 2028. [CrossRef]

23. Brindisi, M.; Fiorillo, M.; Frattaruolo, L.; Sotgia, F.; Lisanti, M.; Cappello, A. Cholesterol and Mevalonate: Two Metabolites
Involved in Breast Cancer Progression and Drug Resistance through the ERRÎ± Pathway. Cells 2020, 9, 1819. [CrossRef]

24. Rizzo, A.; Colombo, I.; Montorfano, G.; Zava, S.; Corsetto, P. Exogenous Fatty Acids Modulate ER Lipid Composition and
Metabolism in Breast Cancer Cells. Cells 2021, 10, 175. [CrossRef]

25. Fiorillo, M.; Tóth, F.; Brindisi, M.; Sotgia, F.; Lisanti, M.P. Deferiprone (DFP) Targets Cancer Stem Cell (CSC) Propagation by
Inhibiting Mitochondrial Metabolism and Inducing ROS Production. Cells 2020, 9, 1529. [CrossRef]

http://doi.org/10.1126/science.aaw5473
http://www.ncbi.nlm.nih.gov/pubmed/32273439
http://doi.org/10.1016/j.cmet.2019.08.013
http://www.ncbi.nlm.nih.gov/pubmed/31484055
http://doi.org/10.1126/sciadv.1600200
http://doi.org/10.1038/nrc.2016.85
http://doi.org/10.1038/nrclinonc.2016.60
http://www.ncbi.nlm.nih.gov/pubmed/27141887
http://doi.org/10.1016/j.cell.2016.12.039
http://doi.org/10.1038/s41573-019-0044-1
http://doi.org/10.1126/science.123.3191.309
http://doi.org/10.1126/science.1160809
http://doi.org/10.1016/j.gde.2009.10.009
http://doi.org/10.3390/cells10010181
http://www.ncbi.nlm.nih.gov/pubmed/33477590
http://doi.org/10.3390/cells10020325
http://www.ncbi.nlm.nih.gov/pubmed/33562444
http://doi.org/10.3390/cells9071572
http://doi.org/10.3390/cells9041053
http://doi.org/10.3390/cells9091968
http://www.ncbi.nlm.nih.gov/pubmed/32858971
http://doi.org/10.3390/cells9122598
http://doi.org/10.3390/cells9030668
http://doi.org/10.3390/cells10020431
http://doi.org/10.3390/cells9122635
http://doi.org/10.3390/cells9112423
http://doi.org/10.3390/cells9122535
http://doi.org/10.3390/cells9092028
http://doi.org/10.3390/cells9081819
http://doi.org/10.3390/cells10010175
http://doi.org/10.3390/cells9061529


Cells 2021, 10, 1393 6 of 6

26. Pasquale, V.; Ducci, G.; Campioni, G.; Ventrici, A.; Assalini, C.; Busti, S.; Vanoni, M.; Vago, R.; Sacco, E. Profiling and Targeting
of Energy and Redox Metabolism in Grade 2 Bladder Cancer Cells with Different Invasiveness Properties. Cells 2020, 9, 2669.
[CrossRef]

27. Caiola, E.; Colombo, M.; Sestito, G.; Lupi, M.; Marabese, M.; Pastorelli, R.; Broggini, M.; Brunelli, L. Glutaminase Inhibition on
NSCLC Depends on Extracellular Alanine Exploitation. Cells 2020, 9, 1766. [CrossRef] [PubMed]

28. Torti, S.V.; Torti, F.M. Iron and cancer: More ore to be mined. Nat. Rev. Cancer 2013, 13, 342–355. [CrossRef]
29. Hsu, M.; Mina, E.; Roetto, A.; Porporato, P. Iron: An Essential Element of Cancer Metabolism. Cells 2020, 9, 2591. [CrossRef]

[PubMed]
30. Sacco, A.; Battaglia, A.M.; Botta, C.; Aversa, I.; Mancuso, S.; Costanzo, F.; Biamonte, F. Iron Metabolism in the Tumor

Microenvironment-Implications for Anti-Cancer Immune Response. Cells 2021, 10, 303. [CrossRef] [PubMed]
31. Di Sanzo, M.; Quaresima, B.; Biamonte, F.; Palmieri, C.; Faniello, M. FTH1 Pseudogenes in Cancer and Cell Metabolism. Cells

2020, 9, 2554. [CrossRef]
32. Zong, W.X.; Rabinowitz, J.D.; White, E. Mitochondria and cancer. Mol. Cell 2016, 61, 667–676. [CrossRef]
33. Weinberg, S.E.; Chandel, N.S. Targeting mitochondria metabolism for cancer therapy. Nat. Chem. Biol. 2015, 11, 9–15. [CrossRef]
34. Fu, Y.; Ricciardiello, F.; Yang, G.; Qiu, J.; Huang, H.; Xiao, J.; Cao, Z.; Zhao, F.; Liu, Y.; Luo, W.; et al. The Role of Mitochondria in

the Chemoresistance of Pancreatic Cancer Cells. Cells 2021, 10, 497. [CrossRef] [PubMed]
35. Audano, M.; Pedretti, S.; Ligorio, S.; Crestani, M.; Caruso, D.; De Fabiani, E.; Mitro, N. “The Loss of Golden Touch”: Mitochondria-

Organelle Interactions, Metabolism, and Cancer. Cells 2020, 9, 2519. [CrossRef]
36. Cioce, M.; Pulito, C.; Strano, S.; Blandino, G.; Fazio, V. Metformin: Metabolic Rewiring Faces Tumor Heterogeneity. Cells 2020, 9,

2439. [CrossRef] [PubMed]
37. Roda, N.; Gambino, V.; Giorgio, M. Metabolic Constrains Rule Metastasis Progression. Cells 2020, 9, 2081. [CrossRef] [PubMed]
38. Benzarti, M.; Delbrouck, C.; Neises, L.; Kiweler, N.; Meiser, J. Metabolic Potential of Cancer Cells in Context of the Metastatic

Cascade. Cells 2020, 9, 2035. [CrossRef]
39. Pellegrino, M.; Del Bufalo, F.; De Angelis, B.; Quintarelli, C.; Caruana, I.; de Billy, E. Manipulating the Metabolism to Improve the

Efficacy of CAR T-Cell Immunotherapy. Cells 2021, 10, 14. [CrossRef]
40. Nardone, V.; Chaves-Sanjuan, A.; Lapi, M.; Airoldi, C.; Saponaro, A.; Pasqualato, S.; Dolfini, D.; Camilloni, C.; Bernardini,

A.; Gnesutta, N.; et al. Structural Basis of Inhibition of the Pioneer Transcription Factor NF-Y by Suramin. Cells 2020, 9, 2370.
[CrossRef]

41. Ferraro, M.; Piccolo, M.; Misso, G.; Maione, F.; Montesarchio, D.; Caraglia, M.; Paduano, L.; Santamaria, R.; Irace, C. Breast Cancer
Chemotherapeutic Options: A General Overview on the Preclinical Validation of a Multi-Target Ruthenium(III) Complex Lodged
in Nucleolipid Nanosystems. Cells 2020, 9, 1412. [CrossRef] [PubMed]

http://doi.org/10.3390/cells9122669
http://doi.org/10.3390/cells9081766
http://www.ncbi.nlm.nih.gov/pubmed/32718002
http://doi.org/10.1038/nrc3495
http://doi.org/10.3390/cells9122591
http://www.ncbi.nlm.nih.gov/pubmed/33287315
http://doi.org/10.3390/cells10020303
http://www.ncbi.nlm.nih.gov/pubmed/33540645
http://doi.org/10.3390/cells9122554
http://doi.org/10.1016/j.molcel.2016.02.011
http://doi.org/10.1038/nchembio.1712
http://doi.org/10.3390/cells10030497
http://www.ncbi.nlm.nih.gov/pubmed/33669111
http://doi.org/10.3390/cells9112519
http://doi.org/10.3390/cells9112439
http://www.ncbi.nlm.nih.gov/pubmed/33182253
http://doi.org/10.3390/cells9092081
http://www.ncbi.nlm.nih.gov/pubmed/32932943
http://doi.org/10.3390/cells9092035
http://doi.org/10.3390/cells10010014
http://doi.org/10.3390/cells9112370
http://doi.org/10.3390/cells9061412
http://www.ncbi.nlm.nih.gov/pubmed/32517101

	Introduction 
	Synopsis 
	Conclusions 
	References

