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Introduction
Approximately only 1-2% of the human DNA is tran-
scribed into protein-coding messenger RNAs (mRNAs), 
while the majority is transcribed into non-coding RNAs 
(ncRNAs) [1]. Long non-coding RNAs (lncRNAs) rep-
resent a subtype of ncRNAs that exceed 200 nucleotides 
in length and are widely present in eukaryotes [2]. They 
are involved in almost all cellular activities, including cell 
differentiation, cell cycle regulation, cellular metabolism, 
cell proliferative potential, apoptotic capacity, invasive 
ability, and metastatic events [3–6]. Similar to mRNAs, 
lncRNAs feature the 5′ cap structure and the 3′ poly-A 
tail, allowing the formation of various lncRNA transcripts 
through alternative splicing. Unlike mRNAs, lncRNAs 
exhibit robust cellular localization specificity. Although 
they are ubiquitously distributed across the nucleus, 
cytoplasm, and organelles, they are most highly enriched 
in the nucleus, where lncRNAs are mainly transcribed 
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Abstract
Metabolism reprogramming (MR) is one of the top ten hallmarks of malignant tumors. The aberrant activation of 
MR has been recognized as a critical contributory factor to the malignant progression of solid tumors. Moreover, 
various long non-coding RNAs (lncRNAs) are implicated in the aberrant activation of MR in solid tumor cells. 
Therefore, in this review, we mainly focus on summarizing the functional relevance and molecular mechanistic 
underpinnings of lncRNAs in modulating MR of solid tumors by targeting glucose metabolism, lipid metabolism, 
affecting mitochondrial function, and regulating interactions between tumor and non-tumor cells in tumor 
microenvironment. Besides, we also underscore the potential for constructing lncRNAs-centered tumor metabolic 
regulation networks and developing novel anti-tumor strategies by targeting lncRNAs and abnormal MR. Ultimately, 
this review seeks to offer new targets and avenues for the clinical treatment of solid tumors in the future.
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and mature [7–9]. Therefore, they primarily influence 
oncogene expression through transcriptional regulation 
or post-transcriptional epigenetic modifications [10, 11]. 
This characteristic endows lncRNAs with the capabil-
ity to modulate malignant tumor progression. Indeed, a 
mounting body of research highlights the close associa-
tion between lncRNAs and the malignant progression of 
almost all human solid tumors [12].

Alterations in metabolic processes represent an essen-
tial marker in carcinogenesis and tumor growth, where 
energy metabolism reprogramming is one of the most 
crucial biological phenomena involved [13, 14]. Meta-
bolic reprogramming (MR) refers to the metabolic 
alterations that cells undergo to meet energy demands 
in response to various stimuli and involve glucose, lipid, 
and amino acid metabolism pathways [15]. MR not only 
assists cells in resisting external stress but also endows 
them with new functionalities. For instance, altered 
energy metabolism through MR allows tumor cells to 
rapidly adapt to hypoxic, acidic, and nutrient-deficient 
microenvironments, thereby facilitating rapid tumor cell 
proliferation [16]. MR is not only an emerging hallmark 
of cancer but also a crucial regulator for cancer cells to 
adapt to their microenvironments. During tumor devel-
opment, notable changes occur in metabolic enzymes, 
upstream regulatory molecules, and downstream meta-
bolic products [17]. Currently, MR has been recognized 
as a critical hallmark among the ten defining features of 
cancer [18]. Multiple seminal studies have established 
their close association with malignant biological behav-
iors of tumors, such as abnormal proliferation, invasion, 
metastasis, immune evasion, and therapy resistance [13, 
15, 18, 19]. Tumor recurrence and metastasis following 
surgical intervention remain the leading causes of mor-
tality in patients with solid tumors [20]. Moreover, tumor 
cells manifest distinct MR abnormalities characterized 
by mitochondrial dysfunction and dysregulated lipid 
metabolism during malignant development and meta-
static spread [21–23]. Abnormal MR alters the oncogenic 
signaling pathways in tumor cells and affects the sur-
rounding normal cell populations through related meta-
bolic products, including lipids [24]. Hence, this complex 
interaction highlights the need to delineate the metabolic 
networks in tumor cells and examine MR in the tumor 
microenvironment (TME). It is also imperative to delve 
into the tumor-specific MR regulatory mechanisms in 
the malignant progression of solid tumors.

The mediation and maintenance of tumor malignant 
transformation through MR are complex processes 
that involve the accumulation of numerous molecular 
changes, including ncRNA-mediated regulation, post-
translational modifications, and other changes in epi-
genetic mechanisms [25–27]. LncRNAs are one of the 
major ncRNAs with function in tumors, which can be 

specifically expressed in tumor cells and serve as poten-
tial candidates for tumor biomarkers and precision medi-
cine targets. LncRNAs can regulate gene expression in 
the form of different mechanisms that can be associated 
with metabolic reprogramming, such as acting as scaf-
folds to regulate protein-protein interactions, regulat-
ing the binding of transcription factors to promoters, 
and being involved in epigenetic regulation of chromatin 
[28]. Besides, lncRNAs may also serve as pivotal regula-
tors to affect the malignant progression of solid tumors 
by modulating the MR landscape via central metabolic 
processes, such as glucose [31] and lipid metabolism [32], 
mitochondrial function [33], and the dynamic interplay 
within TME and between tumor cells [34]. Therefore, in 
this review, we thoroughly summarize the specific regu-
latory roles of lncRNAs in the MR of solid tumor cells 
during malignant progression. It proposes regulatory 
networks of tumor MR centered on lncRNAs to clarify 
the mechanistic underpinnings of lncRNA-mediated MR 
in fostering malignant phenotypes of solid tumors. Ulti-
mately, this review unveils novel diagnostic and thera-
peutic targets for tumor diagnosis and management.

LncRNAs modulate MR of solid tumor cells by 
targeting glucose metabolism
Alterations in energy metabolism, particularly the aber-
rant activation of the aerobic glycolysis (AG) pathway in 
tumor cells, are critical indicators of tumor malignancy 
[35–38]. For example, glucose concentrations within 
tumor tissues are substantially lower than in adjacent 
non-neoplastic tissues [31], and this concentration dis-
parity further activates AG in tumor cells. Activated AG 
increases lactate production in tumor cells when secreted 
into the TME, which causes a pronounced drop in the 
extracellular pH value adjacent to tumor cells [39]. Evi-
dence suggests that the AG-mediated pH reduction in 
the TME prominently expedites the spread and metas-
tasis of solid tumors, which is tightly associated with 
adverse prognoses in individuals with solid tumors [40]. 
In this context, lncRNAs orchestrate glucose metabo-
lism by regulating the activity, stability, post-translational 
modification of metabolic enzymes and the expression of 
transporters or interacting with relevant signaling cas-
cades, thereby controlling tumor MR and affecting the 
malignant progression of solid tumors.

MYC proto-oncogene, bHLH transcription factor 
(c-Myc), is a crucial oncogene in MR, extensively sub-
stantiated to modulate glucose metabolism and acting 
as a critical switch in the AG of cancer cells [41, 42]. 
Studies have found that lncRNAs could affect the MR 
and activate AG by regulating the expression and sta-
bility of c-Myc. LncRNA AF339830 prevents c-Myc 
from ubiquitin-mediated degradation by binding to the 
heat shock 90  kDa protein 1, alpha (HSP90) chaperone 
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protein, thereby stabilizing c-Myc expression in the 
cytoplasm. The lncRNA-mediated stabilization facili-
tates the transcriptional activation of the lactate dehy-
drogenase (LDHA) gene, a key gene in the AG pathway, 
thus driving CRC malignant development. Furthermore, 
AF339830 has been implicated in tumorigenesis, tumor 
size, and dismal prognostic outcomes in individuals with 
colorectal cancer (CRC). Thus, targeting the AF339830-
c-Myc-LDHA axis and its related pathways by developing 
metabolic blockade agents may hold considerable thera-
peutic implications in treating patients with CRC [43]. 
Similarly, another study on CRC uncovered the interac-
tion between lncRNA LINRIS and insulin-like growth 
factor 2 mRNA binding protein 2 (IGF2BP2). The LIN-
RIS-IGF2BP2 axis has been identified as a regulator to 
enhance AG in CRC cells by upregulating c-MYC expres-
sion and repressing the ubiquitination and degradation 
via the autophagy-lysosome pathway, thus promoting 
malignant cell proliferation [30].

Phosphoglycerate kinase 1 (PGK1) is a critical meta-
bolic enzyme that influences ATP production during AG 
and catalyzes the conversion of 1,3-bisphosphoglycerate 
to 3-phosphoglycerate [44]. Studies have shown that a 
variety of lncRNAs can directly affect the stability, activ-
ity and post-translational modification of PGK1. The 
lncRNA nuclear enriched abundant transcript 1 (NEAT1) 
exhibits elevated expression and imparts pro-oncogenic 
effects on breast cancer (BC) [45, 46]. NEAT1 provides 
a scaffold for the glycolytic PGK1-PGAM1-ENO1 multi-
enzyme complex to promote composite stability and 
intensify the energy release in AG, leading to escalated 
glycolytic activity and accelerating BC malignant pro-
gression. Besides, NEAT1 enhanced AG and glioma cell 
proliferation by interacting with the hairpin A structure 
and M1 domain of PGK1. Because PGK1 contains mul-
tiple phosphorylation, ubiquitination, and acetylation 
sites, its enzymatic activity can be regulated by various 
lncRNAs through post-translational modifications [47]. 
For instance, lncRNA LINC00963 has a dominant role in 
the post-translational modulation of PGK1 by blocking 
its ubiquitin-mediated degradation, which, in turn, sta-
bilizes PGK1 levels. This mechanism activates the PI3K-
AKT-mTOR signaling cascade, thus fostering a conducive 
environment for MR and the metastatic activity of non-
small cell lung cancer (NSCLC) cells [48]. Other studies 
have found that the lncRNA ENST00000425894, also 
termed gallbladder cancer (GC) drug resistance-associ-
ated lncRNA 1 (GBCDRlnc1), is overexpressed in drug-
resistant GC cells. Targeted silencing of GBCDRlnc1 
bolsters the therapeutic sensitivity of resistant cells by 
curbing autophagy. Mechanistically, GBCDRlnc1 binds to 
PGK1 and curtails its ubiquitin-dependent degradation. 
The stabilized PGK1 protein impacts the formation of the 
autophagy-related ATG5-ATG12 regulatory complex and 

activates autophagic potential, ultimately leading to che-
motherapy resistance of GC cells [49].

Pyruvate kinase M2 (PKM2) is an isoform of pyruvate 
kinase that catalyzes the conversion of phosphoenolpyr-
uvate to pyruvate and is involved in lactate metabolism 
during AG in tumor cells [50]. LncRNA AC020978 and 
LINC01554 have been highlighted to orchestrate the sta-
bility of PKM2 via a ubiquitin-dependent proteasomal 
degradation pathway, thereby implicating these lncRNAs 
in the regulation of AG in cancers. Notably, lncRNA 
AC020978 interacts with PKM2 and promotes the sta-
bility of the nuclear PKM2-HIF-1α complex, enhancing 
the transcriptional activity of HIF-1α on target genes 
and augmenting a tumor-specific glycolytic profile con-
ducive to the accelerated malignancy of NSCLC [51]. 
Conversely, LINC01554 accelerates ubiquitin-mediated 
PKM2 degradation via the AKT-mTOR signaling path-
way, thus halting AG and exerting an anti-cancer effect 
in hepatocellular carcinoma (HCC) [52]. Additionally, 
6-phosphofructo-2-kinase/fructose-2,6-bisphospha-
tase 3 (PFKFB3) catalyzes the transformation of fruc-
tose-6-phosphate (F6P) into fructose-2,6-bisphosphate 
(F-2,6-BP) within AG biochemical cascade. Intriguingly, 
lncRNA actin gamma 1 pseudogene (AGPG) has previ-
ously been reported to specifically bind to the C-terminal 
domain of PFKFB3. The binding constrains the ubiqui-
tination and subsequent degradation of PFKFB3 at its 
Lys302 residue to facilitate the stability of the PFKFB3 
protein, thus resulting in AG in esophageal squamous 
cell carcinoma [29]. Similarly, lncRNA LINC00538, also 
known as YIYA, stimulates PFKFB3 phosphorylation 
dependent on cyclin dependent kinase 6 (CDK6). This 
enzymatic modification fosters the metabolic conver-
sion from F6P to F-2,6-BP and ultimately activates MR in 
BC cells [53]. These findings collectively underscore the 
promising influence of lncRNAs on the malignant pro-
gression of solid tumors by influencing glucose metabo-
lism and orchestrating the MR of tumor cells. Figure  1 
summarizes the main processes that lncRNAs modulate 
MR of solid tumor cells by targeting glucose metabolism.

LncRNAs modulate MR of solid tumor cells by 
influencing lipid metabolism
Lipids are integral molecules comprising the cellular 
skeleton and serve as critical reservoirs for energy stor-
age and provision within the human body. In a nutrient-
deficient microenvironment, lipids generate energy and 
regulate intracellular redox reactions through NADPH 
[54]. The complexity and significance of lipid metabo-
lism, including digestion, absorption, synthesis, and deg-
radation of fats, underscore its essential role in sustaining 
biological functions. Lipid MR facilitates oncogenic 
processes across a spectrum of tumor-related activities, 
including metastasis, alterations within the TME, therapy 
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resistance, energy provision for tumor cells, and redox 
equilibrium maintenance [32, 55]. Increasing evidence 
suggests that the hyperactivation of lipid MR is a criti-
cal contributor to the continued proliferation of meta-
static tumor cells upon their settlement in new organ 
environments [56]. Lipid MR typically occurs during the 
increase in fatty acid oxidation (FAO) and lipid synthesis 
[57], and it is regulated by lncRNAs that modulate FAO-
related genes by influencing the stability of their mRNAs 
through epigenetic mechanisms. These mechanisms trig-
ger crucial lipid metabolism-associated signaling path-
ways, thereby governing MR of solid tumor cells. For 

example, p38 MAPK-PPARα, PI3K-AKT, Wnt-β-catenin 
and Hippo-YAP signaling pathways [58].

The lncRNA LINC00924 is a pro-oncogenic factor that 
fosters invasive and metastatic capacities of gastric can-
cer by modulating lipid MR [59]. Metabolomic investiga-
tions reveal that LINC00924 overexpression substantially 
enhances FAO and fatty acid uptake. These processes are 
indispensable for the sustenance of cells and spheroid for-
mation of gastric cancer cells once the cells dislodge from 
their original matrix [60–62]. Furthermore, LINC00924 
overexpression in gastric cancer cells prominently dimin-
ishes the accumulation of various lipids, including tri-
glycerides, fatty acids, and diglycerides. Meanwhile, 

Fig. 1 LncRNAs modulate MR of solid tumor cells by targeting glucose metabolism. LncRNAs orchestrate glucose metabolism by regulating the expres-
sion of metabolic enzymes and transporters or interacting with relevant signaling cascades, thereby controlling tumor MR. In this figure, we mainly 
summarize that lncRNA AF339830 and LINRIS inhibit ubiquitination of c-Myc, increase its’ protein stability, then activate the transcription of the LDHA 
gene or other glucose metabolism-related genes. Meanwhile, lncRNA NEAT1, LINC00963, and GBCDRlnc1 also inhibit the ubiquitination of PGK1, a critical 
metabolic enzyme in glucose metabolism, which significantly activates aerobic glycolysis of solid cancer cells by related signaling pathways. Besides, 
lncRNA AC020978, LINC01554 and LINC02774 significantly affect the function of HIF-1α-related pathway to take action in aerobic glycolysis of solid cancer 
cells. These findings collectively underscore the promising influence of lncRNAs on MR of solid tumors by influencing glucose metabolism
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it upregulates the expression of fatty acid transport-
related proteins, such as carnitine palmitoyltransferase 
1 A (CPT1A), fatty acid binding protein 4 (FABP4), and 
CD36. Mechanistically, LINC00924 modulates the alter-
native splicing of the MAPK interacting serine/threonine 
kinase 2 (MNK2) precursor mRNA by binding with het-
erogeneous nuclear ribonucleoprotein C (HNRNPC). 
This interaction downregulates Mnk2a splicing, which, 
in turn, regulates the p38 MAPK-PPARα signaling path-
way, ultimately affecting the lipid metabolism of gastric 
cancer cells [59]. The regulatory role of lncRNAs in lipid 
metabolism has received considerable attention in the 
context of HCC. The lncRNA NEAT1 promotes HCC 
proliferation by upregulating the expression of adipose 
triglyceride lipase (ATGL), a central enzyme in lipid 
catabolism. It catalyzes triglyceride hydrolysis to yield 
diacylglycerol and free fatty acids (FFAs), both of which 
are crucial intermediates in lipid metabolism. Evidence 
of the molecular dynamics in this modulation shows that 
NEAT1 potentiates the peroxisome proliferator-activated 
receptor alpha (PPARα) signaling pathway directly via 
ATGL or indirectly through the metabolic intermedi-
ates diacylglycerol and FFAs, increasing FAO to regulate 
lipid MR in HCC [63]. The PPARα protein is an essential 
transcription factor that regulates the expression of lipid 
metabolism genes and is closely associated with inflam-
mation, FAO, tumorigenesis, and anti-tumor therapy 
resistance [64–66]. Another study in HCC demonstrated 
that lncRNA HUCL upregulates the expression of long-
chain acyl-CoA synthetase family member 1 (ACSL1), a 
protein pivotal for enhancing fatty acid uptake and FFA 
biosynthesis. This regulatory mechanism contributes to 
the notable accumulation of cholesterol and triglycer-
ides in HCC cells, thus impacting tumor cell lipid MR 
[67]. The lncRNA LNMICC facilitates the nuclear trans-
location of the nucleophosmin 1 (NPM1) transcription 
factor to bind to the promoter region of fatty acid bind-
ing protein 5 (FABP5), stimulating its transcription and 
consequently bolstering fatty acid metabolism and lymph 
node metastasis in cervical cancer [68]. The lncRNA 
ROPM is also implicated in modulating BC cells’ MR via 
lipid metabolism alterations and accelerating its meta-
static potential. Specifically, the lncRNA ROPM, iden-
tified as a novel lipid metabolism-associated lncRNA, 
targets the phospholipid metabolism-related phospho-
lipase A2, group XVI (PLA2G16), a gene overexpressed 
in adipose tissue that enhances lipolysis and impacts 
lipid metabolism. The activity of PLA2G16 is robustly 
implicated in the proliferative capacity and metastatic 
spread of solid tumors [69–73]. The lncRNA ROPM is 
ubiquitously expressed across various molecular sub-
types of BC and is localized in the cytoplasm. It exhib-
its elevated expression in BC cell lines characterized by 
higher invasive capabilities relative to BC cell lines with 

low invasiveness. Mechanistically, ROPM influences 
phospholipid MR by upregulating PLA2G16 expression 
and enhancing FFA production, especially arachidonic 
acid production, which activates critical oncogenic sig-
naling pathways, including PI3K-AKT, Wnt-β-catenin, 
and Hippo-YAP. Such activation fosters stemness in BC 
cells and encourages their capacity for distant metasta-
sis [74]. Additionally, heightened ROPM expression cor-
relates with reinforced tumor malignancy, recurrence, 
resistance to chemotherapy, and adverse prognostic 
outcomes in patients with BC [74]. These insights affirm 
the pivotal role of lncRNA-mediated lipid metabolism in 
MR of solid tumor cells, highlighting a significant con-
tributory factor to the pathogenesis and progression of 
solid tumors. Figure  2 presents the main processes that 
lncRNAs modulate MR of solid tumor cells by influenc-
ing lipid metabolism.

LncRNAs modulate MR of solid tumor cells by 
affecting mitochondrial function
The disruption of cellular energy balance has long been 
recognized as a defining feature of cancerous transfor-
mations [75, 76]. Mitochondria are pivotal organelles 
in the cellular energy landscape extensively involved in 
biosynthesis and signal transduction. The structural and 
functional integrity of mitochondria is indispensable for 
the maintenance of energy homeostasis and metabolic 
flux within cells. Mitochondrial dysfunction is a funda-
mental requirement for tumorigenesis and a primary 
characteristic of tumor cell metabolism [77–79]. Evi-
dence implies that alterations in mitochondrial function, 
exemplified by oxidative phosphorylation, substantially 
affect tumor aggressiveness and metastatic capacity [80]. 
As key regulators of cellular metabolism, lncRNAs also 
exert a pronounced regulatory effect on mitochondrial 
function [1, 81, 82]. Mitochondria-associated lncRNAs 
potentially collaborate with transcription factors and 
epigenetic modulators to co-regulate the expression of 
mitochondria-related genes, influencing mitochondrial 
function [33]. Nuclear genome-encoded lncRNAs con-
trol mitochondrial function by entering mitochondria 
after binding with RNA transport proteins [83], whereas 
mitochondrial genome-encoded lncRNAs shuttle to the 
nucleus via RNA transport proteins to regulate nuclear 
genome function. Emerging evidence underscores the 
significant impact of lncRNA dysregulation on metabolic 
aberrations in tumor cell mitochondria [84].

Metastasis-associated lung adenocarcinoma transcript 
1 (MALAT1) is a lncRNA encoded by the nuclear genome 
and exhibits notable enrichment within the mitochondria 
of HCC cells. It functions as a messenger transcript in 
the epigenetic crosstalk between the nucleus and mito-
chondria, modulating MR essential for HCC progression. 
A targeted depletion of MALAT1 precipitates structural 
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and functional shifts in mitochondria, including changes 
in mitochondrial copy number, oxidative phosphoryla-
tion (OXPHOS), ATP production, cell apoptosis, and 
mitochondrial autophagy [85]. Autophagy is a criti-
cal mechanism for maintaining mitochondrial integrity 
in cells [86, 87], and those with MALAT1 expression 

deficiency often exhibit reduced expression of known 
mitochondrial autophagy markers: PTEN induced kinase 
1 (PINK1), sequestosome 1 (SQSTM1/p62) nuclear 
domain 10 protein 52 (NDP52), BCL2 interacting protein 
3 (BNIP3), and the microtubule-associated protein 1 light 
chain 3 beta (LC3B)-II/I ratio. Concurrently, lysosome 

Fig. 2 LncRNAs modulate MR of solid tumor cells by influencing lipid metabolism. LncRNAs significantly regulate the mRNA stability of FAO-related 
genes and lipid synthesis-related genes through epigenetic mechanisms. These mechanisms trigger crucial lipid metabolism-associated signaling path-
ways, thereby governing MR of solid tumor cells. In this figure, we mainly summarize that lncRNA LINC00924 substantially enhances FAO, fatty acid uptake 
and upregulates the expression of fatty acid transport-related proteins. Mechanistically, LINC00924 modulates the alternative splicing of the MNK2 pre-
cursor mRNA by binding with HNRNPC. This interaction downregulates Mnk2a splicing, which, in turn, regulates the p38 MAPK-PPARα signaling pathway. 
Meanwhile, lncRNA NEAT1 upregulates the expression of ATGL, which catalyzes triglyceride hydrolysis to yield diacylglycerol and FFAs to potentiate the 
PPARα signaling pathway. LncRNA HUCL also upregulates the expression of ACSL1 to activate above pathway. Furthermore, lncRNA LNMICC facilitates 
the nuclear translocation of NPM1 transcription factor to bind to the promoter region of FABP5, stimulating its transcription and consequently bolstering 
fatty acid metabolism. Besides, the lncRNA ROPM influences phospholipid MR by upregulating PLA2G16 expression and enhancing the production of FFA 
and arachidonic acid, which activates critical oncogenic signaling pathways, including PI3K-AKT, Wnt-β-catenin, and Hippo-YAP. At last, all these lncRNAs 
related pathways influence lipid metabolism to modulate MR in solid tumor cells
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labeling suggests that the number of stained lysosomes 
significantly decreases upon MALAT1 silencing, indi-
cating that MALAT1 is crucial for regulating autophagy 
in HCC cells. Upon translocating to the mitochondria, 
MALAT1 binds to multiple sites on mitochondrial DNA 
to alter the DNA methylation status and instigate retro-
grade and anterograde signaling, modifying mitochon-
drial metabolism and regulating tumor cell MR [85]. 
Glutamine is an abundant and functionally significant 
non-essential amino acid that directly enters the mito-
chondrial citric acid cycle through the glutaminolysis 
pathway. It participates in aerobic respiration and syn-
thetic metabolism to maintain the cellular redox balance, 
providing the materials and energy required for synthetic 
metabolism. In tumor tissues, glutamine supports the 
rapid growth and proliferation of tumor cells [88–90]. 
The nuclear-enriched antisense lncRNA of glutaminase 
(GLS-AS) associated with glutaminase has been pin-
pointed as a key metabolic regulator in pancreatic cancer 
(PCa). The expression of GLS-AS is notably diminished in 
PCa specimens, and its attenuation is linked to enhanced 
tumor cell proliferation and invasive capabilities. More-
over, GLS-AS suppresses glutaminase expression by 
forming double-stranded RNA with the pre-mRNA of 

glutamine through ADAR/Dicer-dependent RNA inter-
ference at the post-transcriptional level, affecting the 
mitochondrial metabolic function of PCa cells. Under 
nutritional stress, MYC transcriptionally downregu-
lates GLS-AS to induce the expression of glutaminase. 
Conversely, GLS-AS can also reduce the GLS-mediated 
MYC protein stability to diminish its protein levels, then 
the MYC-GLS-AS reciprocal feedback is established, 
which regulates the unusual expression of glutaminase 
to achieve homeostatic glutaminase levels [91]. These 
findings suggest that GLS-AS governs MR in PCa by 
influencing glutaminase functionality in mitochondria. 
The main processes that lncRNAs modulate MR of solid 
tumor cells by affecting mitochondrial function are also 
summarized in Fig. 3.

LncRNAs orchestrate MR in solid tumor cells by 
influencing interactions between tumor and non-
tumor cells in TME
TME is a complex network of tumor, immune, and 
inflammatory cells surrounding stromal tissues, micro-
vasculature, and a milieu of cytokines and chemo-
kines [92–94]. Carcinogenesis and progression of 
malignant tumors fundamentally rely on the neoplastic 

Fig. 3 LncRNAs modulate MR of solid tumor cells by affecting mitochondrial function. Mitochondria-associated lncRNAs potentially collaborate with 
transcription factors and epigenetic modulators to co-regulate the expression of mitochondria-related genes, influencing mitochondrial function, as a 
result, modulating MR. In this figure, we mainly summarize that lncRNA MALAT1, significantly alters the DNA methylation status of mitochondrial DNA, 
mitochondrial autophagy, mitochondrial copy number, OXPHOS, ATP production, and other important mitochondrial functions to alter mitochondrial 
metabolism of solid cancer cells. Meanwhile, the nuclear-enriched antisense lncRNA of glutaminase (GLS-AS), effectively regulate the glutaminase level 
in mitochondria by ADAR/Dicer-dependent RNA interference and MYC-GLS-AS reciprocal feedback. This process also alters mitochondrial metabolism, 
then affects MR of solid tumor cells
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transformation of tumor cells and their interaction with 
the TME. Under stressful conditions, such as severe 
nutrient deprivation and hypoxia, notable MR changes 
occur in the tumor, immune, and stromal cells within the 
TME [95–97]. Tumor-associated macrophages (TAMs), 
which are also important components of the tumor 
microenvironment, are often regulated by MR. With 
immunometabolic interaction between HCC and TAMs, 
TAMs can deliver carcinogenic lncRNA related to mac-
rophage polarization, named lncMMPA, via exosomes. 
In addition, lncMMPA can also increase the mRNA level 
of ALDH1A3 as microRNA sponge by interacting with 
miR-548, which further enhances glucose metabolism 
and AG, thus influences MR and promotes the prolifera-
tion of liver cancer cells [98]. The MR shifts in tumor cells 
fulfill their immediate survival demands and reciprocally 
influence the metabolic state of surrounding non-tumor 
cells through various mechanisms. Meanwhile, the MR 
alterations in the non-tumor cells bear significant impli-
cations for cancer initiation, proliferation, metastatic dis-
semination, and resistance to therapeutic interventions 
[99]. In this context, lncRNAs directly impact the func-
tions of tumor and non-tumor cells within the TME and 
establish intercellular signaling pathways that modify it, 
regulating tumor cell MR and ultimately promoting the 
malignant progression of tumors [37, 100, 101].

Specifically, the dynamic processes of tumor infiltra-
tion, metastasis, and angiogenesis are strongly asso-
ciated with alterations in the expression profiles of 
lncRNAs in the TME. In contrast, these expression 
changes in lncRNAs facilitate metabolic shifts in glu-
cose, lipid, amino acid, and lactate pathways, which, in 
turn, modulate the phenotypic and functional attributes 
of immune cells within the TME. Such phenotypic and 
functional alterations in immune cells exert a recipro-
cal impact on the MR of tumor cells, thus establishing 
a feedback mechanism substantially contributing to the 
malignant advancement of solid tumors. Song et al.. 
uncovered that tumor-associated macrophages (TAMs) 
affect BC cells in the TME by secreting a unique lncRNA 
HIF-1α-stabilizing lncRNA (HISLA) through extracel-
lular vesicles (EVs). HISLA stabilizes and upregulates 
HIF-1α, a critical transcription factor under hypoxic 
conditions within the TME. Enhanced HIF-1α expres-
sion mediates AG alterations to sustain the malignant 
growth of tumors by activating the transcription of glu-
cose transporter 1 (GLUT1) and lactate dehydrogenase 
A (LDHA) mRNAs [102–104]. Multiple other lncRNAs, 
such as LINK-A, CASC9, lincRNA-P21, and PCED1B-
AS1, have been identified to modulate HIF-1α expression 
through various epigenetic mechanisms, such as phos-
phorylation, ubiquitination, or direct mRNA interac-
tion, thereby promoting AG in associated solid tumors 
[104–107]. A focused exploration into HISLA revealed its 

AG-promoting underlying mechanism in BC cells. Spe-
cifically, the transcript represses HIF-1α hydroxylation 
and subsequent degradation by obstructing the interac-
tion between prolyl hydroxylase domain 2 (PHD2) and 
HIF-1α, thus facilitating AG in BC cells. Conversely, This 
process is further augmented by a reciprocal interaction 
where substantial lactate production by glycolytic BC 
cells induces HISLA expression in macrophages, thus 
activating TAMs and creating a forward feedback loop 
that reinforces tumorigenic activities. Furthermore, the 
inhibition of HISLA transmission via EVs has been shown 
to suppress AG and counteract chemotherapy resistance 
in BC cells in vivo [100]. This research underscores the 
pivotal role of lncRNAs as signaling molecules in the 
communicative exchange between immune and tumor 
cells, modulating MR through the interactions between 
these two cell types in the TME. Further affirmation of 
this vital function comes from investigations into cancer-
associated fibroblasts (CAFs), essential constituents of 
the TME known for their role in nurturing tumor cells via 
paracrine signaling mechanisms, including the provision 
of nutrients and the secretion of chemokines [108–111]. 
Specifically, the chemokine CXCL14, produced by CAFs, 
has been identified to enhance the invasion and metasta-
sis of ovarian cancer (OC) cells by upregulating lncRNA 
LINC00092. Mechanistically, LINC00092 activates gly-
colysis in OC cells by binding the glycolytic enzyme 
6-phosphofructo-2-kinase/fructose-2,6-biphosphatase 
2 (PFKFB2) to facilitate OC cell metastasis [34]. These 
insights collectively highlight that lncRNAs facilitate the 
regulatory dynamics between tumor and non-tumor cells 
in the TME to affect tumor cell MR and finally contribute 
to the malignant progression. The main processes that 
lncRNAs orchestrate MR in solid tumor cells by influenc-
ing interactions between tumor and non-tumor cells in 
TME are also shown in Fig. 4.

Summary and future research directions
MR is one of the ten hallmarks of cancer, and its aberrant 
activation is a crucial driver of malignant progression in 
solid tumors. LncRNAs are critical regulators of the aber-
rant MR activation in solid tumors, and their contribu-
tion to the aberrant activation of MR in solid tumors has 
garnered increasing empirical support. As discussed in 
this review, lncRNAs orchestrate MR of solid tumor cells 
by modulating diverse biological processes, such as glu-
cose and lipid metabolism, mitochondrial function, and 
the crosstalk between tumor and non-tumor cells within 
the TME, thereby facilitating the malignant progression 
of solid tumors. The clinical significance of lncRNAs in 
various tumors and its important role in tumor MR make 
lncRNAs have multiple potentials in tumor diagnosis and 
treatment, including as biomarkers for early diagnosis 
and prognosis assessment of tumor, targeting lncRNAs 
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Fig. 4 LncRNAs orchestrate MR in solid tumor cells by influencing interactions between tumor and non-tumor cells in TME. LncRNAs directly impact 
the functions of tumor and non-tumor cells within the TME and establish intercellular signaling pathways that modify it, regulating tumor cell MR and 
ultimately promoting the malignant progression of tumors. In this figure, we mainly summarize that: (A) TAMs secret EVs which containing lncRNA HISLA 
to stabilize and upregulate HIF-1α in tumor cells. Enhanced HIF-1α expression mediates AG alterations to sustain the malignant growth of tumors by acti-
vating the transcription of GLUT1 and LDHA mRNAs. This process is further augmented by a reciprocal interaction where substantial lactate production by 
glycolytic tumor cells induces HISLA expression in macrophages, thus activating TAMs and creating a forward feedback loop that reinforces tumorigenic 
activities. (B) The chemokine CXCL14, produced by CAFs, has been identified to upregulate the expression of lncRNA LINC00092. Further, LINC00092 acti-
vates glycolysis in tumor cells by binding the PFKFB2 to facilitate MR of tumor cells
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for tumor therapy, etc. However, the research in this 
field is still in the exploratory stage and the application of 
lncRNAs in clinical treatment still faces many challenges.

Firstly, lncRNAs can participate in the regulation of 
tumor process through various mechanisms, including 
enhancing or inhibiting gene expression, regulating chro-
matin modification and histone modification. Due to the 
complex mechanism of lncRNAs, it may be very difficult 
to carry out precise targeted therapy for tumor accord-
ing to specific mechanisms. Secondly, there is no doubt 
that lncRNAs mediated gene regulation has added new 
dimensions to the central rule in many aspects. However, 
the expression and activity of lncRNAs can not be spe-
cifically regulated because of their natural flexibility and 
structural heterogeneity. In addition, the existing evi-
dence shows that the function mediated by lncRNAs and 
the effect as a clinical therapeutic target are convincing. 
Still, the cross species conservation of lncRNAs is weak. 
The phenotype of targeting lncRNAs may depend on dif-
ferent tissue environments, therefore, the application of 
lncRNAs in vivo remains extremely challenging.

In view of the above bottlenecks, on the one hand, it 
is necessary to further reveal the biological functions and 
mechanisms of lncRNAs. For example, based on existing 
studies, the characteristics of lncRNA and its subcom-
ponents were analyzed in a spatio-temporal manner in 
normal, developmental and tumor environments. The 
temporal and spatial patterns of different lncRNAs sub-
types were distinguished by dynamic analysis of tran-
scriptomics and long reading sequencing combined with 
new tools [112–114]. The in-depth elucidation of the 
space-time specific molecular mechanism of lncRNAs 
will further deepen researchers’ systematic understand-
ing of the cellular process of tumor MR. On the other 
hand, it is necessary to take corresponding strategies to 
reduce the drug toxicity in vivo when targeting lncRNAs 
and avoid the potential off-target effects. Considering the 
construction of a safe and efficient carrier, lncRNAs can 
be packaged in the drug delivery system to directly target 
tumor cells, which can reduce toxic side effects in vivo 
and drug loss in blood circulation [115–117]. In order to 
effectively deal with the off-target effects of lncRNAs in 
tumor targeted therapy, targeted molecules with higher 
specificity can be designed, such as small interfering 
RNAs (siRNAs) or antisense oligonucleotide (ASO) with 
higher specificity and binding affinity. Furthermore, the 
gRNA optimization design of CRISPR/cas9 system was 
used to simultaneously target multiple lncRNAs with 
similar functions [118–120].

In conclusion, despite the abundant evidence elucidat-
ing the mechanistic underpinnings of lncRNAs in modu-
lating MR during solid tumor progression, translating 
most research findings into clinical practice remains a 
significant bottleneck for lncRNA research in the context 

of cancer metabolism. The understanding of the life cycle 
and mechanisms of lncRNAs is still in its infancy. This 
entails grasping “when” specific lncRNAs are transcribed, 
“who” they are, “where” they are localized, “how” they 
exert their effects, and ultimately “what” their functions 
are [121]. Investigating the role of lncRNAs in functional 
plasticity, the deregulation of lncRNA-mediated path-
ways in cancer and other diseases and how they operate 
in dynamic assemblies with other macromolecules will be 
the focus of future research. The application of sequenc-
ing and imaging technologies, the use of live animal and 
organoid models, the advancements in mass spectrom-
etry, and computational structural biology modeling are 
poised to accelerate the comprehension of unique path-
ways, molecular mechanisms, and phenotypes of specific 
lncRNAs in gene regulation, which will avoid the effects 
of conditions and tissue specificity or cell type specificity. 
These technologies open up new avenues for lncRNAs 
research. Therefore, future research should focus on con-
structing tumor metabolic regulatory networks centered 
on lncRNAs, exploring mechanisms of solid tumor MR 
targeting lncRNAs, and developing new clinical thera-
peutic approaches targeting lncRNA-mediated MR. It 
is hoped that these efforts will provide new targets and 
open new avenues for the clinical treatment of solid 
tumors in the future.

Abbreviations
MR  Metabolic reprogramming
lncRNAs  Long non-coding RNAs
mRNAs  Messenger RNAs
TME  Tumor microenvironment
AG  Aerobic glycolysis
CRC  Colorectal cancer
HSP90  Heat shock 90 kDa protein 1
LDHA  Lactate dehydrogenase
IGF2BP2  Insulin-like growth factor 2 mRNA binding protein 2
NEAT1  Nuclear enriched abundant transcript 1
PGK1  Phosphoglycerate kinase 1
NSCLC  Non-small cell lung cancer
GC  Gallbladder cancer
GBCDRlnc1  Gallbladder cancer drug resistance-associated lncRNA 1
PKM2  Pyruvate kinase M2
HCC  Hepatocellular carcinoma
PFKFB3  6-phosphofructo-2-kinase/fructose-2,6-bisphosphatase 3
AGPG  Actin gamma 1 pseudogene
CDK6  Cyclin dependent kinase 6
PHD3  Prolyl hydroxylase domain 3
PSMA1  Proteasome 20 S subunit alpha 1
PGK1  Phosphoglycerate kinase 1
FAO  Fatty acid oxidation
CPT1A  Carnitine palmitoyltransferase 1 A
FABP4  Fatty acid binding protein 4
MNK2  MAPK interacting serine/threonine kinase 2
HNRNPC  Heterogeneous nuclear ribonucleoprotein C
ATGL  Adipose triglyceride lipase
FFAs  Free fatty acids
PPARα  Peroxisome proliferator-activated receptor alpha
ACSL1  Acyl-CoA synthetase family member 1
NPM1  Nucleophosmin 1
FABP5  Fatty acid binding protein 5
PLA2G16  Phospholipid metabolism-related phospholipase A2, group 

XVI



Page 11 of 13Fang et al. Nutrition & Metabolism           (2024) 21:89 

MALAT1  Metastasis-associated lung adenocarcinoma transcript 1
OXPHOS  Oxidative phosphorylation
PINK1  PTEN induced kinase 1
SQSTM1/p62  Sequestosome 1
NDP52  Nuclear domain 10 protein 52
BNIP3  BCL2 interacting protein 3
LC3B  Light chain 3 beta
GLS-AS  Antisense lncRNA of glutaminase
PCa  Pancreatic cancer
TAMs  Tumor-associated macrophages
HISLA  HIF-1α-stabilizing lncRNA
EVs  Extracellular vesicles
GLUT1  Glucose transporter 1
PHD2  Prolyl hydroxylase domain 2
CAFs  Cancer-associated fibroblasts
OC  Ovarian cancer
PFKFB2  6-phosphofructo-2-kinase/fructose-2,6-biphosphatase 2
siRNAs  Small interfering RNAs
ASO  Antisense oligonucleotide

Acknowledgements
Not applicable.

Author contributions
XDZ, SLS and LZ designed this review. KF, HZX, SY, XXL, XYC, XSF, and XXG 
searched related references and provided materials for generating the figures. 
KF, HZX, SY, XDZ, LZ and SLS wrote this manuscript, generated the figures and 
addressed all these issue when preparing this manuscript. All authors have 
read and approved the final manuscript.

Funding
This work was supported by the Outstanding Youth Foundation of Liaoning 
(Grant Number:. 2022-YQ-08), the National Natural Science Foundation of 
China (Grant Number: 82202861), the Science and Technology Planning 
Project of Shenyang (Grant Number:22-321-33-50), Natural Science 
Foundation of Liaoning Province (Grant Number: 2022-MS-083), Doctoral 
Start-up Foundation of Liaoning Province (Grant Number: 2023-BS-048), and 
Liaoning Provincial Science and Technology Plan Joint Plan (Applied Basic 
Research Project, Grant Number: 2023JH2/101700163).

Data availability
No datasets were generated or analysed during the current study.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Received: 11 June 2024 / Accepted: 30 October 2024

References
1. Anastasiadou E, Jacob LS, Slack FJ. Non-coding RNA networks in cancer. Nat 

Rev Cancer. 2018;18(1):5–18.
2. Stefani G, Slack FJ. Small non-coding RNAs in animal development. Nat Rev 

Mol Cell Biol. 2008;9(3):219–30.
3. Zhang P, Wu S, He Y, Li X, Zhu Y, Lin X et al. LncRNA-Mediated adipogenesis in 

different adipocytes. Int J Mol Sci. 2022;23(13).
4. Bridges MC, Daulagala AC, Kourtidis A. LNCcation: lncRNA localization and 

function. J Cell Biol. 2021;220(2).
5. Wang Y, Huang L, Wang Y, Luo W, Li F, Xiao J, et al. Single-cell RNA-sequencing 

analysis identifies host long noncoding RNA MAMDC2-AS1 as a co-factor for 
HSV-1 nuclear transport. Int J Biol Sci. 2020;16(9):1586–603.

6. Gupta RA, Shah N, Wang KC, Kim J, Horlings HM, Wong DJ, et al. Long 
non-coding RNA HOTAIR reprograms chromatin state to promote cancer 
metastasis. Nature. 2010;464(7291):1071–6.

7. St Laurent G, Wahlestedt C, Kapranov P. The Landscape of long noncoding 
RNA classification. Trends Genet. 2015;31(5):239–51.

8. Blythe AJ, Fox AH, Bond CS. The ins and outs of lncRNA structure: how, why 
and what comes next? Biochim Biophys Acta. 2016;1859(1):46–58.

9. Zhang K, Shi ZM, Chang YN, Hu ZM, Qi HX, Hong W. The ways of action of 
long non-coding RNAs in cytoplasm and nucleus. Gene. 2014;547(1):1–9.

10. Xing C, Sun SG, Yue ZQ, Bai F. Role of lncRNA LUCAT1 in cancer. Biomed 
Pharmacother. 2021;134:111158.

11. Huang D, Chen J, Yang L, Ouyang Q, Li J, Lao L, et al. NKILA lncRNA promotes 
tumor immune evasion by sensitizing T cells to activation-induced cell death. 
Nat Immunol. 2018;19(10):1112–25.

12. Liu SJ, Dang HX, Lim DA, Feng FY, Maher CA. Long noncoding RNAs in cancer 
metastasis. Nat Rev Cancer. 2021;21(7):446–60.

13. Faubert B, Solmonson A, DeBerardinis RJ. Metabolic reprogramming and 
cancer progression. Science. 2020;368(6487).

14. Wang Y, Xia Y, Lu Z. Metabolic features of cancer cells. Cancer Commun 
(Lond). 2018;38(1):65.

15. Xia L, Oyang L, Lin J, Tan S, Han Y, Wu N, et al. The cancer metabolic repro-
gramming and immune response. Mol Cancer. 2021;20(1):28.

16. Yoshida GJ. Metabolic reprogramming: the emerging concept and associated 
therapeutic strategies. J Exp Clin Cancer Res. 2015;34:111.

17. Sun L, Zhang H, Gao P. Metabolic reprogramming and epigenetic modifica-
tions on the path to cancer. Protein Cell. 2022;13(12):877–919.

18. Hanahan D, Weinberg RA. Hallmarks of cancer: the next generation. Cell. 
2011;144(5):646–74.

19. Liu Y, Zhou Q, Song S, Tang S. Integrating metabolic reprogramming and 
metabolic imaging to predict breast cancer therapeutic responses. Trends 
Endocrinol Metab. 2021;32(10):762–75.

20. Siegel RL, Miller KD, Wagle NS, Jemal A. Cancer statistics, 2023. CA Cancer J 
Clin. 2023;73(1):17–48.

21. Meng F, Wu L, Dong L, Mitchell AV, James Block C, Liu J, et al. EGFL9 promotes 
breast cancer metastasis by inducing cMET activation and metabolic repro-
gramming. Nat Commun. 2019;10(1):5033.

22. Vergara D, Stanca E, Guerra F, Priore P, Gaballo A, Franck J, et al. beta-catenin 
knockdown affects mitochondrial Biogenesis and lipid metabolism in breast 
Cancer cells. Front Physiol. 2017;8:544.

23. Snaebjornsson MT, Janaki-Raman S, Schulze A. Greasing the Wheels of 
the Cancer machine: the role of lipid metabolism in Cancer. Cell Metab. 
2020;31(1):62–76.

24. Corn KC, Windham MA, Rafat M. Lipids in the tumor microenvironment: from 
cancer progression to treatment. Prog Lipid Res. 2020;80:101055.

25. Chen PH, Cai L, Huffman K, Yang C, Kim J, Faubert B, et al. Metabolic diversity 
in Human Non-small Cell Lung Cancer cells. Mol Cell. 2019;76(5):838–51. e5.

26. Ransohoff JD, Wei Y, Khavari PA. The functions and unique features of long 
intergenic non-coding RNA. Nat Rev Mol Cell Biol. 2018;19(3):143–57.

27. Wang YP, Lei QY. Metabolic recoding of epigenetics in cancer. Cancer Com-
mun (Lond). 2018;38(1):25.

28. Hon CC, Yan H, Bu P. Non-coding RNA in cancer. Essays Biochem. 
2021;65(4):625–39.

29. Liu J, Liu ZX, Wu QN, Lu YX, Wong CW, Miao L, et al. Long noncoding RNA 
AGPG regulates PFKFB3-mediated tumor glycolytic reprogramming. Nat 
Commun. 2020;11(1):1507.

30. Wang Y, Lu JH, Wu QN, Jin Y, Wang DS, Chen YX, et al. LncRNA LINRIS stabilizes 
IGF2BP2 and promotes the aerobic glycolysis in colorectal cancer. Mol Can-
cer. 2019;18(1):174.

31. Fu LN, Wang YQ, Tan J, Xu J, Gao QY, Chen YX, et al. Role of JMJD2B in colon 
cancer cell survival under glucose-deprived conditions and the underlying 
mechanisms. Oncogene. 2018;37(3):389–402.

32. Viswanathan VS, Ryan MJ, Dhruv HD, Gill S, Eichhoff OM, Seashore-Ludlow B, 
et al. Dependency of a therapy-resistant state of cancer cells on a lipid peroxi-
dase pathway. Nature. 2017;547(7664):453–7.

33. Dong Y, Yoshitomi T, Hu JF, Cui J. Long noncoding RNAs coordinate func-
tions between mitochondria and the nucleus. Epigenetics Chromatin. 
2017;10(1):41.

34. Zhao L, Ji G, Le X, Wang C, Xu L, Feng M, et al. Long noncoding RNA 
LINC00092 acts in Cancer-Associated fibroblasts to Drive Glycolysis and 
Progression of Ovarian Cancer. Cancer Res. 2017;77(6):1369–82.

35. Chelakkot C, Chelakkot VS, Shin Y, Song K. Modulating glycolysis to Improve 
Cancer Therapy. Int J Mol Sci. 2023;24(3).



Page 12 of 13Fang et al. Nutrition & Metabolism           (2024) 21:89 

36. Li S, Liu F, Zheng K, Wang W, Qiu E, Pei Y, et al. CircDOCK1 promotes the 
tumorigenesis and cisplatin resistance of osteogenic sarcoma via the miR-
339-3p/IGF1R axis. Mol Cancer. 2021;20(1):161.

37. Kogure T, Yan IK, Lin WL, Patel T. Extracellular vesicle-mediated transfer of a 
Novel Long Noncoding RNA TUC339: a mechanism of Intercellular Signaling 
in Human Hepatocellular Cancer. Genes Cancer. 2013;4(7–8):261–72.

38. Gu W, Li C, Shen T, Tong L, Yuan W, Zheng X, et al. NAT1 inhibits liver 
metastasis of colorectal cancer by regulating EMT and glycolysis. Aging. 
2024;16(12):10546–62.

39. Helmlinger G, Sckell A, Dellian M, Forbes NS, Jain RK. Acid production in 
glycolysis-impaired tumors provides new insights into tumor metabolism. 
Clin Cancer Res. 2002;8(4):1284–91.

40. Kato Y, Ozawa S, Miyamoto C, Maehata Y, Suzuki A, Maeda T, et al. Acidic 
extracellular microenvironment and cancer. Cancer Cell Int. 2013;13(1):89.

41. Lin J, Wang X, Zhai S, Shi M, Peng C, Deng X, et al. Hypoxia-induced exosomal 
circPDK1 promotes pancreatic cancer glycolysis via c-myc activation by 
modulating miR-628-3p/BPTF axis and degrading BIN1. J Hematol Oncol. 
2022;15(1):128.

42. Jiang X, Guo S, Wang S, Zhang Y, Chen H, Wang Y, et al. EIF4A3-Induced cir-
cARHGAP29 promotes aerobic glycolysis in Docetaxel-resistant prostate Can-
cer through IGF2BP2/c-Myc/LDHA signaling. Cancer Res. 2022;82(5):831–45.

43. Tang J, Yan T, Bao Y, Shen C, Yu C, Zhu X, et al. LncRNA GLCC1 promotes 
colorectal carcinogenesis and glucose metabolism by stabilizing c-Myc. Nat 
Commun. 2019;10(1):3499.

44. Liang C, Shi S, Qin Y, Meng Q, Hua J, Hu Q, et al. Localisation of PGK1 
determines metabolic phenotype to balance metastasis and proliferation in 
patients with SMAD4-negative pancreatic cancer. Gut. 2020;69(5):888–900.

45. Adriaens C, Standaert L, Barra J, Latil M, Verfaillie A, Kalev P, et al. p53 induces 
formation of NEAT1 lncRNA-containing paraspeckles that modulate replica-
tion stress response and chemosensitivity. Nat Med. 2016;22(8):861–8.

46. Mello SS, Sinow C, Raj N, Mazur PK, Bieging-Rolett K, Broz DK, et al. Neat1 is a 
p53-inducible lincRNA essential for transformation suppression. Genes Dev. 
2017;31(11):1095–108.

47. Qian X, Li X, Shi Z, Xia Y, Cai Q, Xu D, et al. PTEN suppresses glycolysis by 
Dephosphorylating and Inhibiting Autophosphorylated PGK1. Mol Cell. 
2019;76(3):516–27. e7.

48. Yu T, Zhao Y, Hu Z, Li J, Chu D, Zhang J, et al. MetaLnc9 facilitates Lung 
Cancer Metastasis via a PGK1-Activated AKT/mTOR pathway. Cancer Res. 
2017;77(21):5782–94.

49. Cai Q, Wang S, Jin L, Weng M, Zhou D, Wang J, et al. Long non-coding RNA 
GBCDRlnc1 induces chemoresistance of gallbladder cancer cells by activat-
ing autophagy. Mol Cancer. 2019;18(1):82.

50. Zahra K, Dey T, Ashish, Mishra SP, Pandey U. Pyruvate kinase M2 and Cancer: 
the role of PKM2 in promoting Tumorigenesis. Front Oncol. 2020;10:159.

51. Hua Q, Mi B, Xu F, Wen J, Zhao L, Liu J, et al. Hypoxia-induced lncRNA-
AC020978 promotes proliferation and glycolytic metabolism of non-
small cell lung cancer by regulating PKM2/HIF-1alpha axis. Theranostics. 
2020;10(11):4762–78.

52. Zheng YL, Li L, Jia YX, Zhang BZ, Li JC, Zhu YH, et al. LINC01554-Mediated 
glucose metabolism reprogramming suppresses tumorigenicity in Hepato-
cellular Carcinoma via Downregulating PKM2 expression and inhibiting Akt/
mTOR signaling pathway. Theranostics. 2019;9(3):796–810.

53. Xing Z, Zhang Y, Liang K, Yan L, Xiang Y, Li C, et al. Expression of long 
noncoding RNA YIYA promotes glycolysis in breast Cancer. Cancer Res. 
2018;78(16):4524–32.

54. Jeon SM, Chandel NS, Hay N. AMPK regulates NADPH homeosta-
sis to promote tumour cell survival during energy stress. Nature. 
2012;485(7400):661–5.

55. Pascual G, Avgustinova A, Mejetta S, Martin M, Castellanos A, Attolini CS, et 
al. Targeting metastasis-initiating cells through the fatty acid receptor CD36. 
Nature. 2017;541(7635):41–5.

56. Bergers G, Fendt SM. The metabolism of cancer cells during metastasis. Nat 
Rev Cancer. 2021;21(3):162–80.

57. Nath A, Chan C. Genetic alterations in fatty acid transport and metabolism 
genes are associated with metastatic progression and poor prognosis of 
human cancers. Sci Rep. 2016;6:18669.

58. Wu H, Liu B, Chen Z, Li G, Zhang Z. MSC-induced lncRNA HCP5 drove fatty 
acid oxidation through miR-3619-5p/AMPK/PGC1alpha/CEBPB axis to 
promote stemness and chemo-resistance of gastric cancer. Cell Death Dis. 
2020;11(4):233.

59. He Q, Yang C, Xiang Z, Huang G, Wu H, Chen T, et al. LINC00924-induced 
fatty acid metabolic reprogramming facilitates gastric cancer peritoneal 

metastasis via hnRNPC-regulated alternative splicing of Mnk2. Cell Death Dis. 
2022;13(11):987.

60. Liu K, Xu P, Lv J, Ge H, Yan Z, Huang S, et al. Peritoneal high-fat environment 
promotes peritoneal metastasis of gastric cancer cells through activation of 
NSUN2-mediated ORAI2 m5C modification. Oncogene. 2023;42(24):1980–93.

61. Aoki T, Kinoshita J, Munesue S, Hamabe-Horiike T, Yamaguchi T, Nakamura Y, 
et al. Hypoxia-Induced CD36 expression in gastric Cancer cells promotes peri-
toneal metastasis via fatty acid uptake. Ann Surg Oncol. 2023;30(5):3125–36.

62. Tan Y, Lin K, Zhao Y, Wu Q, Chen D, Wang J, et al. Adipocytes fuel gastric 
cancer omental metastasis via PITPNC1-mediated fatty acid metabolic repro-
gramming. Theranostics. 2018;8(19):5452–68.

63. Liu X, Liang Y, Song R, Yang G, Han J, Lan Y, et al. Long non-coding RNA 
NEAT1-modulated abnormal lipolysis via ATGL drives hepatocellular carci-
noma proliferation. Mol Cancer. 2018;17(1):90.

64. Peters JM, Shah YM, Gonzalez FJ. The role of peroxisome proliferator-acti-
vated receptors in carcinogenesis and chemoprevention. Nat Rev Cancer. 
2012;12(3):181–95.

65. Wagner N, Wagner KD. PPAR Beta/Delta and the hallmarks of Cancer. Cells. 
2020;9(5).

66. Yan T, Luo Y, Yan N, Hamada K, Zhao N, Xia Y, et al. Intestinal peroxisome 
proliferator-activated receptor alpha-fatty acid-binding protein 1 axis modu-
lates nonalcoholic steatohepatitis. Hepatology. 2023;77(1):239–55.

67. Cui M, Xiao Z, Wang Y, Zheng M, Song T, Cai X, et al. Long noncoding RNA 
HULC modulates abnormal lipid metabolism in hepatoma cells through an 
miR-9-mediated RXRA signaling pathway. Cancer Res. 2015;75(5):846–57.

68. Shang C, Wang W, Liao Y, Chen Y, Liu T, Du Q, et al. LNMICC promotes nodal 
metastasis of cervical Cancer by reprogramming fatty acid metabolism. 
Cancer Res. 2018;78(4):877–90.

69. Jaworski K, Ahmadian M, Duncan RE, Sarkadi-Nagy E, Varady KA, Hellerstein 
MK, et al. AdPLA ablation increases lipolysis and prevents obesity induced by 
high-fat feeding or leptin deficiency. Nat Med. 2009;15(2):159–68.

70. Cheng D, Li J, Zhang L, Hu L. Mir-142-5p suppresses proliferation and 
promotes apoptosis of human osteosarcoma cell line, HOS, by tar-
geting PLA2G16 through the ERK1/2 signaling pathway. Oncol Lett. 
2019;17(1):1363–71.

71. Hoeft B, Linseisen J, Beckmann L, Muller-Decker K, Canzian F, Husing A, et al. 
Polymorphisms in fatty-acid-metabolism-related genes are associated with 
colorectal cancer risk. Carcinogenesis. 2010;31(3):466–72.

72. Li M, Li C, Liu WX, Liu C, Cui J, Li Q, et al. Dysfunction of PLA2G6 and CYP2C44-
associated network signals imminent carcinogenesis from chronic inflamma-
tion to hepatocellular carcinoma. J Mol Cell Biol. 2017;9(6):489–503.

73. Li Y, Ji G, Lian M, Liu X, Xu Y, Gui Y. Effect of PLA2G6 and SMPD1 variants on 
the lipid metabolism in the cerebrospinal fluid of patients with Parkinson’s 
Disease: a non-targeted Lipidomics Study. Neurol Ther. 2023;12(6):2021–40.

74. Liu S, Sun Y, Hou Y, Yang L, Wan X, Qin Y, et al. A novel lncRNA ROPM-medi-
ated lipid metabolism governs breast cancer stem cell properties. J Hematol 
Oncol. 2021;14(1):178.

75. Missiroli S, Perrone M, Genovese I, Pinton P, Giorgi C. Cancer metabolism and 
mitochondria: finding novel mechanisms to fight tumours. EBioMedicine. 
2020;59:102943.

76. Wallace DC. Mitochondria and cancer. Nat Rev Cancer. 2012;12(10):685–98.
77. Zong WX, Rabinowitz JD, White E. Mitochondria and Cancer. Mol Cell. 

2016;61(5):667–76.
78. Borcherding N, Brestoff JR. The power and potential of mitochondria transfer. 

Nature. 2023;623(7986):283–91.
79. Weinberg SE, Chandel NS. Targeting mitochondria metabolism for cancer 

therapy. Nat Chem Biol. 2015;11(1):9–15.
80. Dupuy F, Tabaries S, Andrzejewski S, Dong Z, Blagih J, Annis MG, et al. PDK1-

Dependent metabolic reprogramming dictates metastatic potential in breast 
Cancer. Cell Metab. 2015;22(4):577–89.

81. Lin YH. Crosstalk of lncRNA and Cellular Metabolism and their Regulatory 
mechanism in Cancer. Int J Mol Sci. 2020;21(8).

82. He XY, Fan X, Qu L, Wang X, Jiang L, Sang LJ, et al. LncRNA modulates Hippo-
YAP signaling to reprogram iron metabolism. Nat Commun. 2023;14(1):2253.

83. Noh JH, Kim KM, Abdelmohsen K, Yoon JH, Panda AC, Munk R, et al. HuR and 
GRSF1 modulate the nuclear export and mitochondrial localization of the 
lncRNA RMRP. Genes Dev. 2016;30(10):1224–39.

84. Zhao Y, Liu S, Zhou L, Li X, Meng Y, Li Y, et al. Aberrant shuttling of long 
noncoding RNAs during the mitochondria-nuclear crosstalk in hepatocellular 
carcinoma cells. Am J Cancer Res. 2019;9(5):999–1008.



Page 13 of 13Fang et al. Nutrition & Metabolism           (2024) 21:89 

85. Zhao Y, Zhou L, Li H, Sun T, Wen X, Li X, et al. Nuclear-encoded lncRNA 
MALAT1 epigenetically controls metabolic reprogramming in HCC cells 
through the Mitophagy Pathway. Mol Ther Nucleic Acids. 2021;23:264–76.

86. White E, Mehnert JM, Chan CS. Autophagy, metabolism, and Cancer. Clin 
Cancer Res. 2015;21(22):5037–46.

87. Vara-Perez M, Felipe-Abrio B, Agostinis P. Mitophagy in Cancer: a tale of 
adaptation. Cells. 2019;8(5).

88. Altman BJ, Stine ZE, Dang CV. From Krebs to clinic: glutamine metabolism to 
cancer therapy. Nat Rev Cancer. 2016;16(10):619–34.

89. Yoo HC, Yu YC, Sung Y, Han JM. Glutamine reliance in cell metabolism. Exp 
Mol Med. 2020;52(9):1496–516.

90. Cai WF, Zhang C, Wu YQ, Zhuang G, Ye Z, Zhang CS, et al. Glutaminase GLS1 
senses glutamine availability in a non-enzymatic manner triggering mito-
chondrial fusion. Cell Res. 2018;28(8):865–7.

91. Deng SJ, Chen HY, Zeng Z, Deng S, Zhu S, Ye Z, et al. Nutrient stress-dysreg-
ulated antisense lncRNA GLS-AS impairs GLS-Mediated metabolism and 
represses pancreatic Cancer Progression. Cancer Res. 2019;79(7):1398–412.

92. Yuan Y, Li H, Pu W, Chen L, Guo D, Jiang H, et al. Cancer metabolism 
and tumor microenvironment: fostering each other? Sci China Life Sci. 
2022;65(2):236–79.

93. Vitale I, Manic G, Coussens LM, Kroemer G, Galluzzi L. Macrophages and 
metabolism in the Tumor Microenvironment. Cell Metab. 2019;30(1):36–50.

94. Bian X, Liu R, Meng Y, Xing D, Xu D, Lu Z. Lipid metabolism and cancer. J Exp 
Med. 2021;218(1).

95. Li X, Wenes M, Romero P, Huang SC, Fendt SM, Ho PC. Navigating metabolic 
pathways to enhance antitumour immunity and immunotherapy. Nat Rev 
Clin Oncol. 2019;16(7):425–41.

96. Eisenberg L, Eisenberg-Bord M, Eisenberg-Lerner A, Sagi-Eisenberg R. 
Metabolic alterations in the tumor microenvironment and their role in onco-
genesis. Cancer Lett. 2020;484:65–71.

97. Biswas SK. Metabolic reprogramming of Immune cells in Cancer Progression. 
Immunity. 2015;43(3):435–49.

98. Xu M, Zhou C, Weng J, Chen Z, Zhou Q, Gao J et al. Tumor associated mac-
rophages-derived exosomes facilitate hepatocellular carcinoma malignance 
by transferring lncMMPA to tumor cells and activating glycolysis pathway. J 
Experimental Clin Cancer Res. 2022;41(1).

99. Shi R, Tang YQ, Miao H. Metabolism in tumor microenvironment: implications 
for cancer immunotherapy. MedComm (2020). 2020;1(1):47–68.

100. Chen F, Chen J, Yang L, Liu J, Zhang X, Zhang Y, et al. Extracellular vesicle-
packaged HIF-1alpha-stabilizing lncRNA from tumour-associated mac-
rophages regulates aerobic glycolysis of breast cancer cells. Nat Cell Biol. 
2019;21(4):498–510.

101. Wells AC, Pobezinskaya EL, Pobezinsky LA. Non-coding RNAs in CD8 T cell 
biology. Mol Immunol. 2020;120:67–73.

102. Palsson-McDermott EM, Curtis AM, Goel G, Lauterbach MA, Sheedy FJ, Glee-
son LE, et al. Pyruvate kinase M2 regulates Hif-1alpha activity and IL-1beta 
induction and is a critical determinant of the warburg effect in LPS-activated 
macrophages. Cell Metab. 2015;21(1):65–80.

103. Pelletier A, Nelius E, Fan Z, Khatchatourova E, Alvarado-Diaz A, He J, et al. Rest-
ing natural killer cell homeostasis relies on tryptophan/NAD(+) metabolism 
and HIF-1alpha. EMBO Rep. 2023;24(6):e56156.

104. Yang F, Zhang H, Mei Y, Wu M. Reciprocal regulation of HIF-1alpha and 
lincRNA-p21 modulates the Warburg effect. Mol Cell. 2014;53(1):88–100.

105. Lin A, Li C, Xing Z, Hu Q, Liang K, Han L, et al. The LINK-A lncRNA activates 
normoxic HIF1alpha signalling in triple-negative breast cancer. Nat Cell Biol. 
2016;18(2):213–24.

106. Su X, Li G, Liu W. The long noncoding RNA Cancer susceptibility candidate 9 
promotes nasopharyngeal carcinogenesis via stabilizing HIF1alpha. DNA Cell 
Biol. 2017;36(5):394–400.

107. Yao Z, Zhang Q, Guo F, Guo S, Yang B, Liu B, et al. Long noncoding RNA 
PCED1B-AS1 promotes the Warburg Effect and Tumorigenesis by upregulat-
ing HIF-1alpha in Glioblastoma. Cell Transpl. 2020;29:963689720906777.

108. Marsh T, Pietras K, McAllister SS. Fibroblasts as architects of cancer pathogen-
esis. Biochim Biophys Acta. 2013;1832(7):1070–8.

109. Mao X, Xu J, Wang W, Liang C, Hua J, Liu J, et al. Crosstalk between cancer-
associated fibroblasts and immune cells in the tumor microenvironment: 
new findings and future perspectives. Mol Cancer. 2021;20(1):131.

110. Ma C, Yang C, Peng A, Sun T, Ji X, Mi J, et al. Pan-cancer spatially resolved 
single-cell analysis reveals the crosstalk between cancer-associated fibro-
blasts and tumor microenvironment. Mol Cancer. 2023;22(1):170.

111. Zhang H, Yue X, Chen Z, Liu C, Wu W, Zhang N, et al. Define cancer-associated 
fibroblasts (CAFs) in the tumor microenvironment: new opportunities 
in cancer immunotherapy and advances in clinical trials. Mol Cancer. 
2023;22(1):159.

112. Lin Y-H, Wu M-H, Yeh C-T, Lin K-H. Long non-coding RNAs as mediators of 
Tumor Microenvironment and Liver Cancer Cell Communication. Int J Mol 
Sci. 2018;19(12):3742.

113. Yan L, Yang M, Guo H, Yang L, Wu J, Li R, et al. Single-cell RNA-Seq profiling of 
human preimplantation embryos and embryonic stem cells. Nat Struct Mol 
Biol. 2013;20(9):1131–9.

114. Gawronski KAB, Kim J. Single cell transcriptomics of noncoding RNAs and 
their cell-specificity. Wiley Interdiscip Rev RNA. 2017;8(6).

115. Matsui M, Corey DR. Non-coding RNAs as drug targets. Nat Rev Drug Discov. 
2017;16(3):167–79.

116. Chen Y, Li Z, Chen X, Zhang S. Long non-coding RNAs: from disease code to 
drug role. Acta Pharm Sin B. 2021;11(2):340–54.

117. Wang H, Meng Q, Qian J, Li M, Gu C, Yang Y, Review. RNA-based diagnostic 
markers discovery and therapeutic targets development in cancer. Pharma-
col Ther. 2022;234:108123.

118. Arnan C, Ullrich S, Pulido-Quetglas C, Nurtdinov R, Esteban A, Blanco-Fer-
nandez J, et al. Paired guide RNA CRISPR-Cas9 screening for protein-coding 
genes and lncRNAs involved in transdifferentiation of human B-cells to 
macrophages. BMC Genomics. 2022;23(1):402.

119. Cheng X, Peters ST, Pruett-Miller SM, Saunders TL, Joe B. In vivo CRISPR/Cas9-
Based targeted disruption and Knockin of a long noncoding RNA. Methods 
Mol Biol. 2021;2254:305–21.

120. Hartford MSZ, Lal CCR. Interrogating lncRNA functions via CRISPR/Cas sys-
tems. RNA Biol. 2021;18(12):2097–106.

121. Mattick JS, Amaral PP, Carninci P, Carpenter S, Chang HY, Chen L-L, et al. Long 
non-coding RNAs: definitions, functions, challenges and recommendations. 
Nat Rev Mol Cell Biol. 2023;24(6):430–47.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.


	LncRNA mediated metabolic reprogramming: the chief culprits of solid tumor malignant progression: an update review
	Abstract
	Introduction
	LncRNAs modulate MR of solid tumor cells by targeting glucose metabolism
	LncRNAs modulate MR of solid tumor cells by influencing lipid metabolism
	LncRNAs modulate MR of solid tumor cells by affecting mitochondrial function
	LncRNAs orchestrate MR in solid tumor cells by influencing interactions between tumor and non-tumor cells in TME
	Summary and future research directions
	References


