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ABSTRACT

Fatty acid (FA) reprogramming has a significant role in liver cancer. However, the contribution of FA metabolism 
reprogramming to the heterogeneity of hepatocellular carcinoma (HCC) has not been established. Bioinformatics 
analysis using single-cell sequencing, a non-negative matrix factorization (NMF) algorithm, and survival analyses 
were used to investigate FA metabolism reprogramming in HCC patients. Molecular targets and the progress of drug 
discovery were also analyzed and discussed. Among 13 types of HCC cells, epithelial cells exhibited the highest score 
for FA metabolic aberrance, while certain lymphocytes, such as B cells, CD8Tcm cells, and Treg cells, exhibited the 
lowest score. Furthermore, epithelial cells displayed significant diversity in FA metabolism with a wide distribution 
range (−0.2 to 0.8). Additionally, a low level of FA metabolism was associated with poor prognosis in HCC patients 
(log-rank test, P=0.0089). Higher oxidase expression was correlated with a lower risk of oncogenesis and higher 
overall survival. However, enzymes involved in synthesis, oxidation, storage, and release exhibited considerable 
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phenotypic diversity in HCC. FA metabolism reprograming was shown to be significantly correlated with the 
heterogeneity of HCC, which is characterized by a diversity of cancerous cells and enzymes.

Keywords: fatty acids, metabolic reprogramming, hepatocellular carcinoma, heterogeneity

1. INTRODUCTION

Liver cancer ranked as the third most lethal malig-
nancy worldwide in 2022, following lung and colorectal 
cancers and accounting for 7.8% of all cancer-related 
deaths [1]. Hepatocellular carcinoma (HCC) constituted 
approximated 90% of these cases [2]. The primary and 
secondary treatment options for HCC mainly consist 
of tyrosine kinase inhibitors and immune checkpoint 
inhibitors (ICIs). Sorafenib, a novel kinase inhibitor, acts 
as an inhibitor of tyrosine and serine/threonine pro-
tein kinases, inducing autophagy. However, prolonged 
use of sorafenib leads to resistance in HCC cells due to 
the loss of E-cadherin [3]. ICIs prevent evasion of tumor 
cells from T cells but most treated patients have a poor 
prognosis [4] that is probably explained by the reported 
marked heterogeneity of HCC.

Therefore, exploring alternative strategies against 
HCC remains crucial. HCC exhibits abnormal metabolism 
in glucose, fatty acids (FAs), amino acids, and glutamine 
pathways [5, 6]. Significant progress has been made 
in understanding metabolic reprogramming in cancer 
since the 1920s when Warburg discovered that aerobic 
glycolysis provides cancer cells with a quick ATP supply 
for rapid proliferation, enhances de novo FA synthesis 
from acetyl-CoA, and promotes tumorigenesis progres-
sion through membrane biosynthesis, energy storage, 
and release (the Warburg effect) [6, 7]. Inhibiting FA 
synthesis and release while promoting oxidation and 
storage may limit the supply of FAs and inhibit cancer 
cell proliferation [8]. Furthermore, FAs act as precur-
sor signaling molecules that regulate metabolism and 
promote invasion and angiogenesis in HCC [5]. The 
alteration in FA metabolism appears to be required to 
maintain CSC stemness [9]. Therefore, elucidating the 
relationship between FA synthesis, oxidation, storage, 
release processes, and HCC pathogenesis may offer 
a potential avenue for developing novel therapeutic 
strategies to combat this cancer, taking account HCC 
heterogeneity. Previous studies have shown that FA 
metabolism-related diseases, such as obesity [10], hep-
atitis B virus (HBV) [11], non-alcoholic fatty liver disease 
(NAFLD), and type 2 diabetes (T2D) [12], contribute to 
a high risk of developing HCC. Furthermore, upregula-
tion of the immune pathway in HCC is likely induced 
by the accumulation of unsaturated fatty acids [13] and 
immunotherapy treatment correlates with escaping FA 
metabolism dysregulation. The FA metabolism levels in 
B cells, endothelial cells, monocytes, and tissue stem cells 
significantly decreased after treatment,  while those in 
hepatocytes and epithelial cells increased, suggesting 
that a low level of FA metabolism is associated with 
increased malignancy and a poor prognosis [14]. Our 

previous studies showed that inhibition of HCC FA bio-
synthesis enzymes, i.e., adenosine triphosphate citrate 
lyase (ACLY), acetyl-CoA carboxylase alpha (ACACA), 
and fatty acid synthase (FASN), lead to apoptosis [15].

Despite these converging data, a comprehensive 
review addressing the relationship between FA metab-
olism reprogramming and the heterogeneity of HCC is 
still lacking.

In this review paper we used bioinformatics on sin-
gle-cell RNA-sequencing, applied a non-negative matrix 
factorization (NMF) algorithm, and performed survival 
analyses to investigate FA metabolism reprogramming 
and HCC heterogeneity. Additionally, we further ana-
lyzed and discussed possible molecular targets and 
recent progress in drug discovery.

2. EPITHELIAL CELLS EXHIBIT THE HIGHEST SCORE 
FOR FA METABOLIC ABERRATIONS IN HCC

Thirteen cell types (B, CD8Tcm, cDC1, DC, endothelial, 
epithelial, fibroblast, M1, M2, mast, monocyte, Tprolif, 
and Treg) were identified and annotated in the UMAP 
reduction plot after the Seurat standardization process 
(Figure 1A). The ssGSEA algorithm was utilized to quan-
tify FA metabolism and a color gradient was applied to 
map the levels of FA metabolism for each cell (Figure 1B). 
The quantified scores of FA metabolism were the high-
est in epithelial cells and lowest in some lymphocytes, 
such as B, CD8Tcm, and Treg cells. Additionally, signifi-
cant heterogeneity in FA metabolism was noted within 
epithelial cells with a wide distribution range (−0.2 to 
0.8; Figure 1C). These findings highlight the heteroge-
neity of FA metabolism among different cell types in the 
tumor microenvironment of HCC, especially epithelial 
cells.

3. THE LOW LEVEL OF FA METABOLISM 
CORRELATES WITH A POOR PROGNOSIS IN HCC 
PATIENTS

An optimal factorization k value of 3 was selected using 
the NMF algorithm based on a significant decrease in the 
magnitude of the cophenetic correlation coefficient at k 
= 3 (Figure 2A). The entire cohort of 371 TCGA-HCC sam-
ples (including one patient without no PFS information) 
was clustered into three groups (C1, C2, and C3) with 
distinct expression profiles of the FA metabolism-related 
gene set (Figure 2B). The ssGSEA scores for FA metabo-
lism in each tumor sample and Adjacent tissues (normal) 
in the TCGA-HCC cohort indicate that the levels of FA 
metabolism were highest in normal tissues and varied 
among the three identified groups (Figure 3A). In addi-
tion, a significant difference in progression free survival 
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Figure 1 | Aberrant fatty acid metabolism is predominantly observed in epithelial cells in hepatocellular carcinoma. A. Thirteen 
cell types were identified and annotated in the UMAP reduction plot using single-cell RNA sequencing data of hepatocellular 
carcinoma. B. A single-sample gene set enrichment analysis algorithm was used to assess the fatty acid metabolism level in dif-
ferent cell types. The color scale ranging from blue-to-red represents the “low-to-high” levels. C. Comparison of the quantified 
scores of fatty acid metabolism among the 13 cell types.

Figure 2 | Three groups were clustered based on the optimal factorization k value. A. Selection of the non-negative matrix 
 factorization (NMF) k value based on the magnitude of the cophenetic correlation coefficient. B. Cohort of 371 samples from 
“The Cancer Genome Atlas-Liver Hepatocellular Carcinoma (TCGA-LIHC)” divided into C1-3 groups.
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(PFS) was observed among the three groups (log-rank 
test, P=0.0089). The C1 group exhibited the highest FA 
metabolism scores and had the best PFS, while the C2 
group had the lowest scores and the worst PFS (Figure 
3B). These results suggest that the lowest levels of FA 
metabolism in HCC patients (C2 group) may be associ-
ated with a poor prognosis.

4. FA METABOLISM ENZYMES IDENTIFIED AS 
POSSIBLE TARGETS FOR ADVANCING DRUG 
DISCOVERY IN HCC

4.1 Enzymes implicated in the biosynthesis of FAs

ATP citrate lyase (ACLY) 
ACLY, the primary enzyme responsible for cytosolic 
acetyl-CoA synthesis, catalyzes the conversion of citrate 
and CoA into acetyl-CoA and oxaloacetate, accompa-
nied by ATP hydrolysis to ADP and phosphate. ACLY is 
essential for HCC cell proliferation [16] and metastasis 
[17]. Analysis of mRNA RNA-Seq data from the Kaplan-
Meier plotter database (https://kmplot.com/) revealed 
that higher levels of ACLY in HCC patients are associated 
with a lower median overall survival (OS) [HR=1.74 (1.13-
2.69); log rank, P=0.011; median survival: 71 months (low 
expression cohort), 524 months (high expression cohort); 
number of patients, 364; Table 1]. Bempedoic acid (ETC-
1002), an ACLY inhibitor, has been reported to lower 
LDL-cholesterol levels and has received approval from 
the US FDA for the treatment of heterozygous familial 
hypercholesterolemia (HeFH) and established athero-
sclerotic cardiovascular disease (ASCVD). Inhibition of 
ACLY may suppress HCC metastasis [17].

Acetyl CoA carboxylases (ACCs) 
ACCs catalyze the conversion of acetyl-CoA to malo-
nyl-CoA in normal tissue, which is a rate-limiting step 

in FA synthesis. ACCs are present in two forms (ACC1 
and ACC2); ACACA encodes ACC1 and ACACB encodes 
ACC2. ACC1 is located in the cytoplasm, while ACC2 is 
located in the mitochondria. The liver predominantly 
expresses ACACA [18, 19]. ACACA was shown to be neg-
atively correlated with the prognosis of HCC patients 
[HR=1.65 (1.16-2.34); P=0.0051]. ACACA is upregulated 
and promotes proliferation, colony formation, migra-
tion, invasion, epithelial−mesenchymal transition (EMT), 
and cell cycle [18] (Table 1). Moreover, the expression 
of ACACA facilitates the malignant phenotypes of HCC 
through aberrant activation of the Wnt/β-catenin sig-
naling pathway. ACC1 has been shown to upregulate 
genes related to BRL3A cell proliferation in rat liver 
cell lines (MYCN, JUN, and CCND1) [20]. Hence, ACACA 
may serve as an oncogene and a potential target for 
HCC therapy. Interestingly, the drug, orlistat, has been 
shown to restore sensitization of HCC cells to sorafenib 
and induce apoptosis by inhibiting ACC1 [21]. ND-654, 
a novel liver-specific ACC inhibitor, phosphorylates and 
inactivates ACC, thereby inhibiting de novo synthesis of 
liver FAs and the development of HCC [22]. Zinc fingers 
and homeoboxes 2 (ZHX2), a tumor suppressor asso-
ciated with liver cancer, inhibits the expression of the 
FA synthesis regulator, SREBP1c, by upregulating miR-
24-3p. Consequently, downstream genes, such as ACC, 
are inhibited, thereby suppressing the generation of 
new fat and the development of liver cancer [23].

Fatty acid synthase (FASN) 
The FASN complex, which is normally located in the 
cytoplasm, catalyzes the synthesis of FAs from acetyl-
CoA and malonyl-CoA [24]. Excessive FASN metabolism 
correlates with oncogenesis and liver cancer develop-
ment. Decreased expression of FASN mRNA in HepG2 
cells has been shown to inhibit lipid synthesis and 
induce cell apoptosis [25, 26]. Glyceronephosphate 

Figure 3 | Different prognoses were observed among the C1, C2, and C3 groups of hepatocellular carcinoma patients identified 
in Figure 2, i.e., patients with different fatty acid (FA) metabolism levels. A. FA metabolism levels in the three groups compared 
with adjacent normal tissue. B. Progression-free survival rate in the three groups.
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O-acyltransferase (GNPAT) acetylation stabilizes FASN by 
repressing FASN ubiquitination and degradation, which 
promotes tumor progression in murine HCC [27]. FASN 
also interacts with STAT3 and affects the expression of 
MMP-2/MMP-9, thereby promoting liver cancer metasta-
sis [28]. However, HCC are heterogenous and the effects 
of FASN are manifest only in the FASN-dependent phe-
notype. For example, a FASN inhibitor, TVB3664, inhibits 
HCC progression when combined with cabozantinib or 
sorafenib but has no effects on FASN-independent HCC 
[29]. Additionally, miR-1207-5P, which directly targets 
FASN, inhibits the growth and invasion of liver cancer 
cells through the Akt/mTOR signaling pathway [30].

Acyl-CoA synthetase (ACS) 
ACS, which is located in the endoplasmic reticulum, 
mitochondria, and microsomal membranes, catalyzes 
the conversion of FAs to the active form (fatty acyl-
CoA), which is essential for carbon chain extension [31]. 
There are five subtypes of ACSs in the human body 
(ACSL1, ACSL3, ACSL4, ACSL5, and ACSL6) [32]. ACSL1, 
ACSL3, and ACSL4 are highly expressed in liver cancer. 
Activation of the ACSL1 promoter maintains abnormal 
lipid metabolism in liver cancer cells, which promotes 
the proliferation, invasion, and metastasis while evad-
ing programmed cell death [26]. ACSL3 likely promotes 
liver cancer formation by increasing mitochondrial 
β−oxidation of FAs [33]. ACSL4, a key regulator of fer-
roptosis, promotes the growth and metastasis of liver 
cancer cells by upregulating SREBP1c [34]. High expres-
sion of ACSL4 is associated with poor prognosis in HCC 
patients by upregulation of cancer- associated fibro-
blasts in the tumor immune microenvironment, such 
as Foxp3+ tumor-infiltrating lymphocytes [TILs]) [35]. 
Sorafenib, a multi-kinase inhibitor, inhibits HCC, in part 
by targeting highly expressed ACSL4. Conversely, miR-
23a-3p, the most prominent miRNA in HCC, is overex-
pressed in sorafenib non-responders and attenuates 
the effects of sorafenib by reducing ACSL4 expression, 
suggesting that miR-23a-3p may confer resistance to 
sorafenib chemotherapy [36, 37].

Elongases of very long chain FAs (ELOVLs) 
ELOVLs, which are located in the endoplasmic reticulum, 
are rate-limiting enzymes that catalyze the synthesis of 
long-chain and very long-chain FAs [38]. ELOVLs are clas-
sified into two groups. The first group includes ELOVL1, 
ELOVL3, ELOVL6, and ELOVL7, which act on saturated 
and monounsaturated FAs. ELOVL1 notably catalyzes the 
production of very long-chain FAs (VLCFAs) with a car-
bon chain length of at least 23 or 24 carbons [39]. ELOVL3 
acts on FAs with chain lengths ranging from C16-C22, 
while ELOVL6 acts on C12-C16, and ELOVL7 acts on C16-
C20 [40]. The second group includes ELOVL2, ELOVL4, 
and ELOVL5, which act on polyunsaturated FAs. ELOVL2 
elongates arachidonic acid (C20:4n-6), eicosapentaenoic 
acid (C20:5n-3), docosatetraenoic acid (C22:4n–6), and 

docosapentaenoic acid (C22:5n–3). ELOVL4 elongates 
eicosapentaenoic acid (C20:5n-3) and docosahexaenoic 
acid (C22:6n-3) and (C26-C36, n-3) into very long chain 
polyunsaturated fatty acids (C28-C38, n-3) [41] and 
ELOVL5 elongates FAs with chain lengths ranging from 
C18-C20, including stearidonic acid (C18:4n–3) and c-li-
nolenic acid (C18:3n–6) [42, 43].

ELOVL1 mRNA and protein are overexpressed in HCC 
tissues compared to adjacent normal liver tissues and 
ELOVL1 expression is negatively correlated with the sur-
vival probability of HCC patients. ELOVL1 participates 
in the tumorigenesis of HCC via immune evasion [44]. 
ELOVL3 catalyzes the synthesis of C20-C24 FAs and is 
upregulated in liver cancer tissues [45]. Elimination of 
ElOVL3 leads to a decrease in lipid synthesis and decom-
position [46] but it appears that this enzyme may be 
dispensable for metabolic homeostasis [47]. ELOVL5 
appears to be positively correlated with a good OS 
prognosis in liver cancer (Table 1). In contrast, ELOVL6 
expression is increased in the pathologic process of 
non-alcoholic steatohepatitis (NASH)-related HCC and 
HCC [48, 49]. Compared to adjacent non-cancerous 
parenchyma, ELOVL6 expression is upregulated in the 
cancerous parts of non-B, non-C HCC. Silencing ELOVL6 
reduces the stearate-to-palmitate ratio, enhances endo-
plasmic reticulum stress, reduces lipid droplets, sup-
presses proliferation, and induces apoptosis of Huh7 
and HepG2 cells [50]. Knockdown of ELOVL6 expression 
may increase the levels of SCD-1 and CPT-1 expression, 
causing lipid accumulation while also resulting in G1/S 
arrest, inhibiting cell proliferation, and suppressing in 
vivo tumor growth [51]. Increased mitochondrial fis-
sion upregulates the expression of ELOVL6 by activat-
ing SREBP1, thus promoting de novo FA synthesis and 
the growth and metastasis of HCC [52]. Furthermore, 
ELOVL6 promotes IL-1β release by activating the ROS 
signaling pathway, leading to liver inflammation and 
damage [53]. Therefore, ELOVL1, ELOVL3, and ELOVL6 
may have critical roles in the occurrence of HCC and 
could prove to be interesting therapeutic targets.

The enzymes implicated in the biosynthesis of FAs are 
listed in Figure 4.

4.2 Enzymes implied in the oxidation of FAs
FA oxidation, a multistep catabolic process that involves 
the participation of several enzymes and coenzymes, 
leads to the catabolism of long-chain FAs into acetyl 
coenzyme A, which is then completely oxidized through 
the tricarboxylic acid cycle and electron transport 
chain to produce ATP for cellular use [54]. FA oxidation 
occurs in different organelles, such as mitochondria, 
peroxisomes, and/or endoplasmic reticulum. However, 
aberrant expression of key enzymes and intermedi-
ates associated with FA oxidation in these organelles 
is linked to malignant cancer characteristics, including 
treatment resistance, metastatic potential, and recur-
rence (Figure 4).
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4.2.1 Mitochondrial ββ-oxidation. The mitochondrial 
FA β-oxidation pathway has been characterized at 
biochemical and molecular biological levels [55]. β-ox-
idation involves four enzymes (acyl-coenzyme A dehy-
drogenase, 2-enoyl-coenzyme A hydratase, 3-hydroxy 
acyl-coenzyme A dehydrogenase, and 3-ketoacyl-coen-
zyme A thiolase). Multiple enzymes are involved in each 
step with chain length specificity. The carnitine shuttle 
system induces three main enzymes (carnitine palmito-
yltransferase-1, carnitine-acylcarnitine translocase, and 
carnitine palmitoyltransferase-2) [5, 56, 57]. The role of 
mitochondrial FA β-oxidation has not been fully eluci-
dated in HCC due to the diverse histologic features of 
HCC associated with different underlying diseases [54]. 
Therefore, it is crucial to investigate the tissue specifi-
cities of mitochondrial β-oxidation in HCC and identify 
potential drug targets by analyzing possible aberrant 
expressions of critical enzymes and intermediates 
involved.

Carnitine palmitoyltransferase 1 (CPT1) 
CPT1 is a key rate-limiting enzyme of the carnitine 
shuttle system involved in long-chain FA oxidation in 
mitochondria. CPT1 is located in the outer mitochon-
drial membrane. Because the inner mitochondrial mem-
brane cannot accept long-chain CoA FAs, CPT1 controls 
the entry of FAs into mitochondria by converting acyl 
CoA esters to acylcarnitine esters. There are three main 
forms of CPT1 isozymes in humans (CPT1A, CPT1B, and 
CPT1C). CPT1A is expressed in the liver, heart, spleen, 
lungs, kidneys, and adipose tissue. CPT1A is associated 
with severe consequences, such as genetic mutations, 
metabolic disorders, and cancer [58]. In contrast, CPT1B 
is primarily found in white adipose tissue, heart, skeletal 
muscle, and testes [57]. CPT1C is found in the brain and 
testis and although CPT1C function is not fully under-
stood, recent reports indicate that this isoenzyme has 
a vital role in the endoplasmic reticulum [59]. Among 
the three isoforms, CPT1A has a dominant role in the 
progression of HCC by forming an inactive complex with 
ACC1 [60]. The avasimibe and etomoxir combination dis-
rupts lipid homeostasis and reduces FA oxidation levels, 
which simultaneously targets sterol o-acyltransferase 
1 and CPT1A and has synergistic anticancer efficacy in 
HCC in vitro and in vivo [61]. BCL2 inhibits apoptosis by 
interacting with CPT1A in mitochondria, which bene-
fits cancer cell growth by antagonizing BAK-dependent 
apoptosis [62, 63].

Carnitine-acylcarnitine translocase (CACT) and CPT2 
Like CPT1, CACT and CPT2 are essential components 
of the carnitine shuttle system. Acylcarnitine esters 
of cytoplasmic long-chain FAs penetrate the inner 
mitochondrial membrane in the presence of CACT. 
Acylcarnitines are subsequently converted to acyl-co-
enzyme A by CPT2, which are then oxidized by the 
subsequent enzymes of the mitochondrial β-oxidation 
pathway [58]. Dysfunction of CACT and CPT2 directly 

affects the β-oxidation of long-chain FAs in the mito-
chondrial matrix. In non-alcoholic fatty liver disease 
(NAFLD)-associated HCC, mRNA levels and expression 
of CPT2 protein are significantly downregulated, while 
CPT1A expression is not significantly changed. Low lev-
els of CPT2 result in a significant accumulation of acyl-
carnitines, which leads to inhibition of mitochondrial FA 
β-oxidation and ultimately causing metabolic disorders 
that promote the proliferation, migration, and invasion 
of HCC cells [64, 65]. In the context of agents or drug 
development, the inhibition of CPT2 by perhexiline dis-
turbs NADPH and redox homeostasis, increases reactive 
oxygen species (ROS) generation, and induces cell apop-
tosis in gastrointestinal cancer cells following oxaliplatin 
treatment [66]. However, there has been no application 
for perhexiline in HCC.

Acyl-CoA dehydrogenases (ACADs) 
ACAD gene family products are involved in FA β-oxida-
tion, catalyzing the initial steps of each FA β-oxidation 
cycle in the cellular mitochondria through the introduc-
tion of a trans double bond between C2 (α) and C3 (β) 
of the acyl CoA thioester substrate [67]. Depending on 
the preferred acyl CoA substrate, enzymes of the ACAD 
family can be categorized as short-chain (ACADS and 
SCAD), medium-chain (ACADM), long-chain (ACADL 
and LCAD), or very long-chain (VLCAD and ACADVL). 
Although the different dehydrogenases target FAs of 
different chain lengths, all types of ACAD are mecha-
nistically similar [68]. ACAD expression in HCC tissues 
appears lower compared to normal liver tissues and DNA 
methylation levels are negatively correlated with ACADs 
expression, as revealed by the UCSC Xena database [69]. 
Increased ACAD activity in in vivo and in vitro models 
of HCC inhibits HCC cell proliferation, migration, and 
invasion, while inducing HCC apoptosis. ACADM expres-
sion is significantly reduced in HCC tissues. Functionally, 
elevated ACADM expression inhibits HCC cell prolifer-
ation, migration, and invasion and reduces triglycer-
ide, phospholipid, and cellular lipid droplet levels [70]. 
Hypoxia-inducible factor 1 (HIF-1) mediates a meta-
bolic transition and HIF-1 inhibits ACADM and ACADL, 
thereby reducing ROS levels and promoting prolifera-
tion. Blocking ACADL attenuates PTEN expression and 
significantly affects tumor growth in vivo [71]. However, 
restoring ACADL expression in HCC inhibits nuclear 
accumulation of the protein kinase, Hippo, and through 
downstream target gene expression leads to cancer cell 
cycle arrest and growth inhibition [72]. VLCAD enzy-
matic activity is also inhibited in human HCC tissues and 
cells. Interestingly, VLCAD overexpression attenuates 
HCC by inhibiting glycolysis and mitochondrial oxidative 
phosphorylation through the PI3K/AKT pathway [73].

Enoyl-CoA hydratase, short chain 1 (ECHS1) 
ECHS1, a mitochondrial matrix enzyme responsible for 
the second step of mitochondrial FA β-oxidation, cata-
lyzes the hydration of short-chain enoyl-CoAs. Compared 
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to other β-oxidation enzymes (CPT1s, CACT and CPT2), 
ECHS1 does not directly catalyze oxidative reactions but 
prepares for the subsequent dehydrogenation process. 
As a result of the crucial role in fatty acid metabolism, 
ECHS1 has been shown to be positively associated with 
the progression of various cancers. Overexpression of 
ECHS1 promotes cancers [74-77]. Knockdown of ECHS1 
induces autophagy and attenuates HCC by impairing 
cellular metabolism and activating the AMPK pathway 
[78], inhibits expression of HCC cell cycle protein D3 
and cell cycle protein-dependent kinase 6, enhances the 
expression of p16 and p21, and augments cisplatin-in-
duced apoptosis in HCC cells [79]. These findings may 
contradict the role of ECHS1 in the prognosis of HCC 
according to the online K-M database (Table 1), which 
deserves further investigation.

3-Hydroxyacyl-CoA dehydrogenase (HADH) 
HADH participates in the dehydrogenation reaction of 
mitochondrial β-oxidation, while medium/short-chain 
hydroxyacyl-CoA dehydrogenase (M/SCHAD) and long 
chain 3-hydroxyacyl-CoA dehydrogenase (LCHAD) act 
on long chain FAs [80]. Downregulation of the HADH 
gene and protein in poorly differentiated HCC cell lines 
is associated with higher migration capacity [81], indi-
cating a probable negative role of HADH. LCHAD in the 
human body is encoded by the HADHA gene. HADHA 
expression is significantly reduced in HCC patients and 
this HADH protein is significantly downregulated in 
invasive and metastatic HCC [82].

4.2.2 Peroxisomal ββ-oxidation. Peroxisomes are ubiqui-
tous organelles with varying abundance and function 
across different cells. Peroxisomes are characterized by 
a high concentration of matrix proteins (approximately 
40 oxidases and peroxidases) [83] that form crystalline 
inclusions. Very long-chain FAs (VLCFAs) and atypical 
FAs (branched or with an odd number of carbons) are 
broken down into short-chain FAs exclusively within the 
peroxisome in the mammalian liver through a specific 
β-oxidation system. The shortened FAs are then fur-
ther metabolized through the mitochondrial β-oxida-
tion pathway, while also providing electrons directly to 
molecular oxygen to produce hydrogen peroxide (H2O2) 
[79]. Peroxisome β-oxidation has a role in regulating sys-
temic energy expenditure and mitochondrial function 
[84] (Figure 1). The steps involved in peroxisomal β-oxi-
dation are oxidation, hydration, dehydrogenation, and 
thiolysis [85]. While the pro-tumorigenic functions of 
peroxisomal β-oxidation have been reported in breast 
cancer, particularly triple-negative breast cancer (lacking 
the estrogen receptor, progesterone receptor, and HER2) 
[86], the mRNA RNA-Seq data from the Kaplan-Meier 
plotter database (https://kmplot.com/) for liver cancer 
patients indicates that higher levels of ACOX1, ACOX2, 
and PHYH are associated with an improved median OS 
(n=364, P<0.05; Table 1). Other enzymes involved in per-
oxisomal β-oxidation include multifunctional enzyme 

(MFP) and peroxisomal 3-oxo-acyl-CoA thiolase (ACAA1) 
[85]. Downregulation of MFP expression has been 
demonstrated in HCC. Mice lacking MFP, when supple-
mented with the 12-carbon FA, lauric acid, accumulate 
toxic metabolites, leading to acute hepatocyte necrosis 
and liver failure. Therefore, MFP deficiency may contrib-
ute to the development of HCC [86].

Acyl-CoA oxidases (ACOXs) 
ACOXs are the first-rate-limiting enzymes in peroxi-
somal β-oxidation and catalyze desaturation of acyl-
CoA to 2-trans-enoyl-CoA. ACOX is predominantly 
found in the matrix of peroxisomes as three main iso-
forms of ACOX [palmitoyl-CoA oxidase (ACOX1), cho-
lesteryl -CoA oxidase (ACOX2), and imido-CoA oxidase 
(ACOX3)] [87]. ACOX1 dysfunction is associated with 
peroxisome-related diseases and hepatocarcinogenesis. 
Peroxisome proliferator-activated receptor α (PPARα), 
a nuclear receptor, regulates ACOX1 gene transcript 
levels. Aberrant upregulation of ACOX1 by PPAR acti-
vation stimulates hepatic FA oxidation, leading to H2O2 
accumulation [88]. H2O2 causes oxidative DNA damage 
and promotes HCC when ACOX1 enters the nucleus. In 
contrast, ACOX2 is thought to be involved in the metab-
olism of branched-chain FAs and bile acid intermediates. 
Recent studies have suggested that deletion of ACOX2 
induces HCC in mice. ACOX2-mediated lysine crotonyla-
tion regulates hepatic homeostasis in mice. In addition, 
there is a strong correlation between PPARα and ACOX2 
in HCC tissues based on GSEA analysis [89]. PPARα acti-
vation inhibits HCC tumorigenesis through anti-angio-
genic and anti-inflammatory effects.

αα-Methylacyl CoA racemase (AMACR) 
AMACR is a peroxisomal and mitochondrial enzyme 
involved in oxidation of branched-chain FAs and FA 
derivatives. AMACR is typically found in peroxisomes 
and mitochondria of renal tubular epithelial cells and 
hepatocytes. Peroxisomal β-oxidation can only degrade 
(2)-methyl acyl-CoA esters by converting (2)-methyl acyl-
CoA esters to (2S)-methylacyl-CoA, a reaction catalyzed 
by AMACR [90]. AMACR acts to convert (2R)-methylacyl 
coenzyme A esters into (2S)-methylacyl coenzyme A 
stereoisomers. AMACR is highly expressed in HCC but 
the exact pathologic mechanism by which AMACR con-
tributes to HCC development is unclear. Silencing the 
expression of AMACR in cancer cells has been shown to 
reduce cancer cell growth, possibly through reducing 
H2O2 production and DNA damage [91]. Overexpression 
of AMACR has been closely associated with the presence 
of CTNNB1 mutations in HCC [92].

Phytanoyl-CoA hydroxylase (PHYH) 
PHYH is an enzyme involved in the first step of α-oxida-
tion before β-oxidation. PHYH catalyzes the conversion 
of phytanoyl-CoA (a racemic mixture of 3R/S diastere-
omers) into 2-hydroxy-phytanoyl-CoA intermediates. 
According to the Kaplan-Meier plotter database, PHYH 
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is a tumor suppressor in liver cancer that correlates with 
a high median OS in liver cancer patients (n=364, P<0.05; 
Table 1).

4.2.3 Endoplasmic reticulum ωω-oxidation. Endoplasmic 
reticulum ω-oxidation is a metabolic pathway that 
involves hydroxylation and oxidation of longer FAs to 
dicarboxylic acids for energy and other metabolites 
required during cell growth [93]. This conversion relies 
on the cytochrome P450 family (CYP4), well-known 
catalyzers of xenobiotic metabolizations that are nota-
bly oxidative. The ω-oxidation pathway is essential, 
especially in the liver and kidney, for metabolism of FAs 
that cannot be catabolized by the mitochondria and 
peroxisome β-oxidation pathways [94]. The ω-oxidation 
pathway is relevant to tumor cell proliferation, invasion, 
and metastasis in HCC. In addition, ω-oxidation influ-
ences HCC development by regulating inflammatory 
responses and apoptotic pathways.

Cytochrome P450 gene family 4 (CYP4) 
CYP4 allows for ω-hydroxylation of terminal carbons. 
Members of three CYP4 subfamilies show distinct prefer-
ences in metabolizing short (CYP4B), medium (CYP4A), 
and long (CYP4F) saturated, unsaturated, and branched-
chain FAs in mammals [95, 96]. The level of CYP4 sub-
family F member 2 (CYP4F2) is downregulated in HCC 
and CYP4F2 overexpression has been shown to reverse 
the antioxidant capacity of HCC cells, inhibit HCC cell 
proliferation and migration, and induce apoptosis [97]. 
High expression of CYP4F12 inhibits the cancer cell 
cycle and DNA replication, as well as genes related to 
the Wnt signaling pathway in HCC. The mechanism of 
action underlying CYP4A in the development of HCC has 
not been explored. However, a potential risk factor for 
HCC in patients with NAFLD is high expression of CYP4A, 
which is directly correlated with the steatosis pheno-
type. Inhibition of CYP4A has been shown to ameliorate 
steatosis and endoplasmic reticulum oxidative stress in 
a model of hepatic steatosis [98]. It has been shown 
that diazepam and oxazepam upregulates CYP2B and 
CYP4A, which leads to liver tumor formation [99].

4.2.4 Endoplasmic reticulum desaturation. Endoplasmic 
reticulum desaturation catalyzes the enzymatic conver-
sion of saturated FAs into unsaturated FAs. This process 
is a crucial step in FA oxidation and enables cells to con-
vert FAs into energy. Studies have shown that abnor-
mal functioning of endoplasmic reticulum desaturase 
in HCC leads to increased endoplasmic reticulum stress 
and apoptosis, thereby promoting tumor development 
and progression. Therefore, modulating the activity and 
function of this enzyme may represent a potential strat-
egy for HCC treatment [100].

Stearoyl-CoA desaturases (SCDs) 
SCDs are FA desaturases that are localized to the 
endoplasmic reticulum membrane. SCDs introduce a 

carbon-carbon double bond at positions 9-10 of satu-
rated FAs, such as palmitic and stearic acids, resulting 
in the production of monounsaturated FAs (MUFAs) 
(palmitoleic and oleic acids) [101, 102]. Unsaturated FAs 
produced by SCDs promote metabolic reprogramming 
in cancer through pathways, such as AKT, AMPK, and 
NF-kB [103, 104]. Four SCD isoforms have been iden-
tified in mice (SCD1, SCD2, SCD3, and SCD4) and two 
isoforms have been identified in humans (SCD1 and 
SCD5) [105]. A significant elevation in SCD among HCC 
patients leads to a significant accumulation of free FAs 
and inhibition of ferroptosis in HCC cells, which subse-
quently promotes the development of cancer [105, 106]. 
Furthermore, an SCD1 bioproduct (palmitoleate [C16:1]) 
promotes HCC cell migration. Inhibition of SCD1 induces 
apoptosis in HCC cells via the AMPK signaling pathway 
[107]. Tumor hepatitis B X-interacting protein (HBXIP) 
is involved in various promotive processes, including 
growth, metastasis, drug resistance, and metabolic 
reprogramming. HBXIP induces SCD expression, which 
leads to the accumulation of free FAs and inhibition of 
iron oxidation. Sorafenib eradicates HCC cells by dis-
rupting SCD1-mediated MUFA synthesis through the 
ATP-AMPK-mTOR-SREBP1 signaling pathway [108] and 
reducing HBXIP expression, leading to ferroptosis medi-
ated by the HBXIP/SCD axis [109]. A cyclic peptidoglyco-
side (RA-XII), which is isolated from Rubia yunnanensis 
Diels, exhibits antitumor effects on HCC. RA-XII inhib-
its HCC cells by suppressing the expression of key fac-
tors involved in FA metabolism (SREBP, SCD, and FASN), 
thereby inhibiting tumor growth and lipogenesis [110].

4.3 Enzymes implied in the storage of FAs
The liver is the primary organ responsible for FA metab-
olism and is where triglyceride (TG)-rich lipoprotein syn-
thesis takes place. Under normal physiologic conditions, 
the concentration of TGs in the liver remains relatively 
low and constant. The liver typically stores a small num-
ber of FAs as TGs [111]. TGs serve as a neutral storage 
form of FAs and can be mobilized when energy input 
is insufficient to enhance the process of gluconeogen-
esis. In cases of overnutrition and obesity, an excessive 
amount of FAs flows into the liver, which becomes an 
important source of liver TGs that are combined with 
apolipoprotein B and secreted in the form of VLDL par-
ticles [112]. FA oxidation, FA absorption, and de novo 
lipogenesis (DNL) are all intricately balanced [111]. The 
accumulation of TGs mitigate damage caused by an 
acute increase in FAs [113]. However, when the rate of 
TG formation in the liver exceeds the combined rate of 
TG output in very low-density lipoprotein (VLDL) parti-
cles and the hepatic oxidation of TG-derived FAs, liver 
TG content builds up and becomes the primary cause 
of hepatic steatosis and NASH development [114]. 
Liposome TGs from adipose tissue provides approxi-
mately 60% of the liver FAs in NAFLD, which is an early 
risk factor promoting the occurrence of HCC [115-117].
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TGs are not the ultimate product of DNL. A compre-
hensive understanding of the liver lipid profile may 
reveal that phospholipid metabolism could be a poten-
tial therapeutic target for NASH or HCC. The enzyme, 
1-acylglycerol-3-phosphate O-acyltransferase (AGPAT), 
catalyzes the synthesis of phosphatidic acids, which are 
specific substrates for TGs synthesis. Lysophosphatidic 
acids (LPAs) undergo additional acylation by a different 
acyl-CoA through the action of AGPAT, resulting in the 
formation of phosphatidic acid. Dephospnshorylation 
then occurs through phosphatidic acid phosphatase (PAP 
[lipins]), leading to the production of diacylglycerols 
(DAGs). The final step involves the enzymatic function 

of diacylglycerol acyltransferase (DGAT), which converts 
DAGs into TGs through the leveraged acyl-CoA [118]. 
Thus, these enzymes involved in TG storage are also 
involved in the generation of important signaling mol-
ecule precursors [LPA, DAG, and platelet-aggregation 
factor (PAF)] and may be potential targets to prevent 
oncogenesis and/or the development of HCC (Figure 5).

1-Acylglycerol-3-phosphate O-acyltransferases (AGPATs) 
AGPATs catalyze the conversion of lysophosphati-
date-to-phosphatidate by adding an acyl group to the 
sn-2 position of the glycerol backbone. The AGPAT fam-
ily consists of 11 members (AGPAT1-AGPAT11), according 

Figure 4 | Synthesis and oxidation of fatty acids (FAs). Enzymes associated with liver cancer are shown in a yellow background. 
ACAA1, peroxisomal 3-oxo-acyl-CoA thiolase; ACACA, acetyl-CoA carboxylase αα; ACACB, acetyl-CoA carboxylase ββ; ACADS, acyl-
CoA dehydrogenase short chain; ACADM, acyl-CoA dehydrogenase medium chain; ACADL, acyl-CoA dehydrogenase long chain; 
ACLY, ATP citrate lyase; AMACR, αα-methylacyl CoA racemase; ACOX1/2, acyl CoA oxidase 1/2; ACSL1/3/4/5/6, acyl-CoA synthetase 
long chain family member 1/3/4/5/6; BCFAs, branch chain fatty acids; CACT, carnitine-acylcarnitine translocase; CPT1A, carnitine 
palmitoyl transferase-1A; CPT1B, carnitine palmitoyl transferase-1B; CPT1C, carnitine palmitoyl transferase-1C; CPT2, carnitine 
palmitoyl transferase-2; CYP4F2, cytochrome P450 family 4 subfamily F member 2; CYP4F12, cytochrome P450 family 4 subfamily 
F member 12; ELOVL1/2/3/4/5/6/7, very long chain fatty acids elongase 1/2/3/4/5/6/7; ECHS1, enoyl-CoA hydratase short chain 
1; FASN, fatty acid synthase; HAD, 3-hydroxyacyl-CoA dehydrogenase; LCFAs, long chain fatty acids; MCFAs, medium chain fatty 
acids; MFP, multifunctional enzyme; PHYH, phytanoyl-CoA hydroxylase; SCD1/2, stearoyl CoA desaturase 1/2; 16: 0, palmitic acid; 
18:0, stearic acid; 16:1, oleic acid; 18:1, linoleic acid. Red words: tumor suppressors; Green words: tumor inducers; Black words: NA.
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to the online database Kaplan-Meier plotter (https://
kmplot.com/). AGPAT1 is positively associated with 
HCC. Higher expression of AGPAT1, AGPAT2, AGPAT3, 
AGPAT5, and AGPAT9 is correlated with increased risks 
of HCC and lower OS. For example, AGPAT5 is involved 
in HCC cell proliferation, migration, and invasion in HCC 
[119]. Conversely, higher AGPAT4 and AGPAT6 expres-
sion is associated with a lower risk of HCC and higher OS 
[119] (Table 1). The liver-specific microRNA (miR-122) is 
essential for maintaining liver homeostasis and a sensi-
tive biomarker for liver cancer, has been reported to be 
a suppressor targeting AGPAT1 [120].

Phosphatidic acid phosphatases (PAPs [lipins]) 
PAPs catalyze the conversion of PA-to-DAG. PAPs con-
sist of three isoforms (lipin 1, lipin 2, and lipin 3) [121]. 
Lipin 2 is the predominant isoform found in the liver, 
while lipin 1 is expressed at a low level in the liver and 
lipin 3 is expressed in bone, the gastrointestinal tract, and 
liver. Studies suggest that lipins have an important role in 
breast, lung, prostate, and colon cancer growth. Because 
lipin 2 negatively regulates SREBP1, it is hypothesized that 

the lipin inhibitor, propranolol, could increase the sensi-
tivity of HCC cells to the mTOR inhibitor, rapamycin [121].

Diacylglycerol acyltransferase (DGAT) 
DGATs include two family members (DGAT1 and DGAT2). 
Although both enzymes catalyze the conversion of DAG-
to-TG in the final synthesis stage, there are different 
prognoses for patients with varying levels of DGAT1 
and DGAT2 expression, according to the online data-
base Kaplan-Meier plotter. Patients with high DGAT1 
expression have a poor prognosis with HCC (median sur-
vival: 70.5 months for the low expression cohort and 52 
months for the high expression cohort; n=364 patients). 
Conversely, patients with high DGAT2 expression have a 
positive association with good prognosis for HCC (median 
survival: 47.4 months for the low expression cohort and 
84.4 months for the high expression cohort; n=364 
patient; Table 1). Taxifolin, a plant flavonoid, inhibits 
microsomal TG synthesis by 37% by decreasing DGAT 
activity (35% inhibition for DGAT1 and DGAT2) with 
effects at the post-transcriptional level [122]. Pradigastat 
[123] (for NAFLD) and C1q/TNF-related protein 12 [124] 

Figure 5 | Storage and release of fatty acids (FAs). Enzymes associated with liver cancer are shown in a yellow background. 
AGPAT1/2/3/4/5/6/9, 1-acylglycerol-3-phosphate O-acyltransferase 1/2/3/4/5/6/9; ATGL, adipose triacylglycerol lipase; 
ATX,  autotaxin; CDase, ceramidase; DGAT1/2, diacylglycerol acyltransferase 1/2; HSL, hormone-sensitive lipase; MAGL, 
 monoacylglycerol lipase; PAPs, phosphatidic acid phosphohydrolase; PLA2, phospholipase A2; PLCG, phospholipase C-gamma. 
Red words: tumor suppressors; Green words: tumor inducers; Black words: NA.
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(for diabetes) have been reported as DGAT1 and DGAT2 
inhibitors, respectively. However, there is currently no 
evidence supporting the use of pradigastat or C1q/TNF-
related protein 12 as treatment strategies for HCC.

4.4 Enzymes implied in the release of FAs
Metabolic reprogramming in the pathogenesis of HCC 
involves a complex process of FA release that is influ-
enced by various factors within the tumor microenvi-
ronment [125]. Inhibiting lipolysis improves glucose 
metabolism and insulin sensitivity in adipose tissues, 
while increasing lipolysis helps attenuates hepatic ste-
atosis in liver tissues [126, 127]. Dysregulation of lipid 
metabolism commonly occurs in HCC with alterations 
in lipid droplet dynamics and FA metabolism and may 
contribute to tumor progression [128, 129]. This com-
plex interplay involves changes in lipid metabolism, 
modulation of key enzymes, such as adipose triacylglyc-
erol lipase (ATGL), hormone-sensitive lipase (HSL), mon-
oacylglycerol lipase (MAGL), phospholipase A2 (PLA2), 
phospholipase C-gamma (PLC-γ), autotaxin (ATX), 
and ceramidase (CDase), as well as an impact of sign-
aling molecules [8, 130, 131] (Figure 5). The potential 
drugs targeting the release enzymes of FAs are listed in 
Tables 2 and 3.

Adipose triacylglycerol lipase (ATGL [PNPLA2]) 
ATGL, also known as patatin-like phospholipase domain 
containing 2 (PNPLA2) in humans, has a central role in 
lipolysis by converting TGs into FAs and glycerol [162]. 
ATGL regulates the release of FAs from adipose tissue, 
which can then be used as an energy source in various 
tissues. Emerging evidence suggests that the physiologic 
function of ATGL extends beyond adipose tissues and is 
crucially important in various non-adipose tissues, such 
as the liver, where ATGL regulates the release of FAs for 
energy utilization [163]. Liu et al. reported high expres-
sion of ATGL in human HCC tissues that positively cor-
related with tumor size and indicated a poor prognosis 
[164]. Conversely, Di Leo et al. showed an inverse rela-
tionship between the ATGL level and the proliferation 
rate of HCC-derived cell lines, pointing to a dependence 
on functional ATGL enzymatic activity [165]. In ATGL-
deficient mice, the accumulation of cytoplasmic TGs 
acts as a major cause of hepatic steatosis [166], while in 
ATGL-overexpressing mice, the direct release and oxida-
tion of free FAs alleviates hepatic steatosis [167]. ATGL 
is activated by comparative gene identification-58 and 
inhibited by G(0)/G(1) switch gene-2 protein [168]. The 
inhibitory sites for ATGL are residues Y27, V28, G30, A34 
G37, V39, and/or L42 [169]. Natural compounds found in 
various medicinal plants have been identified as poten-
tial modulators of lipid metabolism and ATGL activity 
[170]. Nicotinamide mononucleotide (NMN) is one of 
the forms of vitamin B3 that suppresses subcutaneous 
fat mass in diet-induced obese mice by upregulating 
ATGL and protects the liver against fibrosis and cirrho-
sis [171]. However, a study showed that NMN induces D
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autophagy and ferroptosis via the AMPK/mTOR path-
way rather than ATGL in HCC [172]. Given that ATGL has 
a crucial role in lipid metabolism and is implicated in the 
pathogenesis of HCC, targeting ATGL and related path-
ways may represent a promising therapeutic approach 
to HCC treatment with the potential to disrupt lipid 
metabolism and inhibit tumor growth.

Hormone-sensitive lipase (HSL) 
HSL is an intracellular neutral lipase that has a crucial 
role in lipid metabolism, like ATGL. HSL possesses the 
ability to hydrolyze various substrates, including TGs, 
diacylglycerols, monoacylglycerols, cholesteryl esters, 
and other lipid and water-soluble compounds. HSL 
acts as a rate-limiting enzyme in the early stages of the 
lipolysis process [173]. HSL breaks down stored TGs into 
free FAs and glycerol in response to hormonal signals, 
such as catecholamines and insulin, thereby modulating 
energy metabolism and maintaining lipid homeostasis 
[163]. This enzyme is primarily expressed in adipose and 
steroidogenic tissues but is typically found at minimal 
levels in the liver. PKA, PKC, 2,4-dienoyl-CoA reductase 
(DECR1) [174], and ERK activate HSL via phosphorylation 
[175]. It has been reported that enhancing FA oxidation 
and facilitating the direct release of free FAs through 
liver expression of HSL and ATGL ameliorates steatosis 
conditions [167, 176]. Individuals with an HSL hered-
itary deficiency have also been reported to develop 
fatty liver [177]. Natural compounds that modulate HSL 
activity might offer promise as supplementary therapies 
for HCC or as strategies to lessen the development of 
NAFLD. Notably, sulforaphane, a potential protective 
phytochemical found in cruciferous vegetables, amelio-
rates aberrant lipid metabolism by increasing lipolysis 
through a transcriptional upregulation of ATGL and HSL 
and by improving mitochondrial function [178]. Despite 
numerous studies reporting the interest of herbal 
medicines, such as Polygonatum stenophyllum Maxim. 
Rhizome [175] or Morus alba L. (Fructus Mori [mulberry]) 
water extracts [179] regulate lipid metabolism, promote 
hepatic lipolysis, and protect against liver steatosis in 
conditions, such as obesity and diabetes. Evaluations 
of the effects of herbal medicine targeting HSL in lipid 
accumulation models of HCC are limited [173].

Monoacylglycerol lipase (MAGL) 
MAGL acts as a key enzyme in lipid metabolism by par-
ticipating in the final step of neutral lipid decomposi-
tion and breaking down monoacylglycerol (MG) into FA 
and glycerol. MAGL-mediated hydrolysis of MGs reg-
ulates the levels of bioactive lipids involved in various 
physiologic processes, including inflammation, pain sen-
sation, and energy homeostasis [139, 180]. Considering 
the abundance and importance of FAs and lipid metab-
olism in the liver, MAGL is expected to have a crucial 
role in the initiation and progression of HCC [139]. 
Upregulation of MAGL activity enhances cell invasiveness 
ability in HCC, while several small-molecule inhibitors, N
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such as ABX-1431, significantly counteract this effect 
and exhibit anticancer effects [181]. These inhibitors of 
MAGL suppress the release of free FAs, thereby impair-
ing tumor growth and metastasis in preclinical models 
of HCC [139]. Phytochemicals, such as polyphenols, fla-
vonoids, and cannabinoids, have been studied in various 
cancer models for their ability to inhibit MAGL activity 
and suppress tumor growth [174]. The diterpene, jew-
enol A, which is isolated from Salvia pseudorosmarinus 
Epling, is a moderate reversible MAGL inhibitor [182]. 
The rhizome of Corydalis yanhusuo (Y.H.Chou & Chun 
C.Hsu) W.T.Wang ex Z.Y.Su & C.Y.Wu exerts analgesic 
effects by inhibiting MAGL activity and thereby inhib-
iting the hydrolysis of the endocannabinoid, 2-arachi-
donoylglycerol [183]. There is a limited understanding 
of the physiologic function of MAGL and its role in HCC 
pathogenesis. No tests on HCC have been reported for 
medicinal plants and herbal extracts containing bioac-
tive compounds with specific MAGL.

Phospholipase A2 (PLA2) 
PLA2 catalyzes the hydrolysis of phospholipids, leading 
to the release of FAs and lysophospholipids [184]. There 
are several subtypes of PLA2, including cytosolic PLA2, 
calcium-independent PLA2, and secretory PLA2 (sPLA2), 
each with distinct physiologic functions and roles in dis-
ease processes [184]. PLA2s have essential roles in cellu-
lar membrane remodeling, lipid metabolism, and in the 
generation of bioactive lipid mediators (eicosanoids), 
such as prostaglandins, leukotrienes, and platelet-acti-
vating factor [185]. These lipid mediators are involved 
in various physiologic processes, including inflam-
mation, immune responses, and cell signaling [186]. 
Dysregulation of PLA2 expression and activity has been 
implicated in the pathogenesis and progression of HCC 
[187]. Increased expression of PLA2s, particularly sPLA2, 
has been noted in HCC tissues, which generates eicosa-
noids that correlate with tumor aggressiveness, metas-
tasis, and exacerbation of disease progression [188]. 
Targeting PLA2 enzymes for therapeutic intervention 
in HCC remains an area of active investigation. While 
specific inhibitors of PLA2 are not available for clinical 
use, conventional drugs, such as corticosteroids and 
non-steroidal anti-inflammatory drugs, indirectly mod-
ulate PLA2 activity and eicosanoid generation, which 
impacts HCC progression [189, 190]. More recent spe-
cific inhibitors that target PLA2 (e.g., FPL67047XX) [191] 
and 5-lipoxygenase (e.g., zileuton) or antagonize cystei-
nyl leukotriene receptors (e.g., montelukast) would be 
interesting to explore in HCC models [192].

Phospholipase C-gamma (PLC-γγ) 
PLC-γ is an enzyme that has a crucial role in intracellular 
signaling pathways by catalyzing the hydrolysis of phos-
phatidylinositol 4,5-bisphosphate (PIP2) into the second 
messengers, inositol 1,4,5-trisphosphate (IP3) and DAG, 
which are involved in various cellular processes, includ-
ing cell growth, differentiation, and proliferation [193]. 

Upon activation by tyrosine kinase receptors (RTKs) or G 
protein-coupled receptors (GPCRs), PLC-γ hydrolyzes PIP2 
to generate IP3, which triggers Ca2+ release from intra-
cellular stores and DAG, which activates protein kinase 
C (PKC) signaling [194, 195]. These signaling events 
regulate numerous cellular responses, including gene 
expression, cytoskeletal rearrangement, and vesicle 
trafficking. Aberrant activation of PLC-γ signaling path-
ways, often mediated by overexpression or mutations 
in upstream tyrosine kinase receptors, promotes cancer 
cell proliferation, survival, and metastasis in HCC [196]. 
Increased PLC-γ expression in human HCC correlates with 
unfavorable prognosis of patients, with reports indicat-
ing its role in promoting the pathogenic progression of 
HCC and highlighting the PLC-γ/STAT3 axis as a potential 
therapeutic target for the disease [197]. Conventional 
drugs targeting upstream of PLC-γ, such as RTK inhibitors 
(e.g., sorafenib) and PKC inhibitors or downstream sig-
naling molecules may indirectly modulate PLC-γ activity 
and impact HCC progression [198]. The combination of 
sorafenib with emodin, an active component found in 
plants used in various Chinese materia medica, such as 
Rheum palmatum L. and Polygonum cuspidatum Siebold 
& Zucc (synonym of Reynoutria japonica Houtt.), may 
offer potential therapy for patients with advanced HCC 
[199]. The traditional Korean herbal prescription, Kyung-
Ok-Ko (KOK), is composed of six herbal ingredients 
{Rehmannia glutinosa var. purpurae (Makino) Makino 
& Nemoto [synonym of Rehmannia glutinosa] (Gaertn.) 
DC.], Lycium chinense Mill., Aquilaria agallocha Roxb 
[synonym of Aquilaria malaccensis Lam.], Poria cocos, 
Panax ginseng L., and honey} and exhibits antiplatelet 
effects through mechanisms involving inhibition of ATP 
release, intracellular Ca2+ elevation, and phosphorylation 
regulation of PLC-γ and Akt [200]. Research focusing on 
the PLC-γ activity of natural compounds utilizing physio-
logic active substances, has been applied to various dis-
ease [201]. However, investigations into the mechanism 
targeting PLC-γ in HCC models are limited.

Autotaxin (ATX) 
ATX, also known as ectonucleotide pyrophosphatase/
phosphodiesterase 2 (ENPP2), is an enzyme that has a role 
in lipid metabolism, specifically in converting lysophos-
phatidylcholine (LPC), a component of cell membranes, 
to lysophosphatidic acid (LPA), a potent bioactive lipid 
mediator [202]. ATX is primarily secreted into the extra-
cellular space and circulates in the bloodstream. LPA acts 
through a specific G protein-coupled receptor (GPCR) to 
regulate various cellular processes, including cell prolifer-
ation, migration, survival, and angiogenesis [203]. Thus, 
ATX-mediated production of LPA is involved in diverse 
physiologic functions, such as embryonic development, 
tissue repair, the immune response, and vascular home-
ostasis [204]. Ki16452 (an LPAR1 and LPAR3 antagonist), 
ONO-8430506 (an ATX inhibitor), and GLPG1690 (an ATX 
inhibitor and LPAR6 antagonist) function by blocking 
ATX activity, thereby suppressing LPA production and 
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impairing tumor growth and metastasis in preclinical 
models of HCC [205]. The natural product, berberine, has 
been reported to inhibit carcinogenesis by antagonizing 
the ATX-LPA-LPAR2-p38-leptin axis in a mouse hepatoma 
model [159, 206], while ginsenoside Rk3 has been stud-
ied for potential anti-tumor effects in HCC by targeting 
downstream effectors of ATX/LPA signaling, such as PI3K/
Akt inhibitors [207].

Ceramidase (CDase) 
CDase catalyzes the breakdown of ceramides into sphin-
gosine and FAs, generating sphingosine and likely, sphin-
gosine 1-phosphate (S1P) within cells, thereby serving as 
a significant modulator of sphingolipid-mediated sign-
aling [208]. CDase is classified into three families (acid, 
neutral, and alkaline ceramidase [Acer-1, -2, and -3]) 
based on pH optima for catalytic activity. The physiologic 
functions CDase encompasses various cellular processes, 
including cell growth, differentiation, apoptosis, and 
signaling pathways related to inflammation and can-
cer [209, 210]. The role of CDases is complex and con-
text-dependent. Ceramides, which are CDase substrates, 
are markedly reduced in HCC tissues and some studies 
suggest that nanoliposomal C6-ceramide administration 
could be effective in reducing tumor vascularization and 
proliferation, inducing tumor cell apoptosis, decreasing 
AKT phosphorylation, and ultimately inhibiting tumor 
growth, thus offering a possible treatment strategy 
for HCC [211]. Other studies have proposed that CDase 
inhibition suppresses HCC growth by inducing apoptosis 
and inhibiting angiogenesis [212]. Specific inhibitors tar-
geting CDase, currently under exploration for potential 
therapeutic benefits in HCC, may present a novel strategy 
for treating human HCC by regulating Acer-2/SMPDL3B 
and preventing ceramide hydrolysis and S1P production 
[213]. Additionally, Acer-3, which is implicated in pro-
moting the growth of HCC cells through regulation of 
S1P/S1PR2/PI3K/AKT signaling, may also offer a promis-
ing pathway for HCC treatment [214]. These inhibitors 
disrupt ceramide metabolism and induce ceramide accu-
mulation, thereby triggering apoptotic pathways in can-
cer cells [215]. No studies have reported direct activation 
of CDase by phytochemicals in models of HCC.

5. DISCUSSION

5.1 Heterogeneity of FA metabolism in HCC
HCC is highly heterogeneous malignant disease that 
most frequently arises in the context of chronic liver 
inflammation, fibrosis, or cirrhosis. Heterogeneity of 
HCC is influenced by various factors, including environ-
mental and genetic susceptibilities, such as infections, 
metabolic injuries, toxic insults, autoimmune reactions, 
or genomic instability, which lead to deviations in the 
molecular and signaling network [216]. Therefore, it is 
crucial to understand the significance of the microenvi-
ronmental and molecular targets to develop precision 
therapies against FA metabolic reprogramming.

The tumor microenvironment is comprised of diverse 
cell populations, including endothelial, epithelial, 
hepatic stellate, fibroblast, and immune cells. Thirteen 
different cell types were analyzed in the current bioin-
formatic study. The data indicated that epithelial cells 
exhibit the highest quantified FA metabolism scores, 
while some lymphocytes, such as B, CD8Tcm, and Treg 
cells had the lowest scores. These findings provide a 
unique perspective. Specifically, targeting FA metab-
olism in lymphocytes rather than epithelial cells may 
offer a better prognosis in HCC. Furthermore, a signifi-
cant heterogeneity of FA with a wide distribution range 
(−0.2 to 0.8, log-rank test, P=0.0089; Figure 1B) was 
observed. This finding indicates the presence of mech-
anisms contributing to heterogeneity, unmanageability, 
and recurrence in HCC. Corollary studies are needed to 
determine the causes and consequences of FA metabo-
lism heterogeneity in epithelial cells.

Although the data herein showed that low FA metab-
olism correlates with a poor prognosis (Figure 3), the four 
processes of FA metabolism (biosynthesis, oxidation, stor-
age, and release) are associated with different tumor phe-
notypes. Studies have shown that inhibiting most enzymes 
of synthesis, storage and release while promoting most 
those of oxidation limit the supply of free FAs, thereby 
inhibiting the proliferation, invasion, and angiogenesis in 
HCC. Higher expression of oxidases (i.e., β-oxidation and 
ω-oxidation enzymes) is associated with lower risks of 
oncogenesis and higher OS (Table 1). However, the expres-
sion of enzymes involved in synthesis, storage, and release 
display significant diversity according to the HCC pheno-
type. Even different isoforms within the same enzyme 
family demonstrated opposite phenotypes in relation to 
HCC. For example, AGPAT1, 2, 3, and 5 are associated with 
a lower OS, while AGPAT4 and 9 are associated with a 
higher OS (Table 1, Figure 5). Understanding FA metabolic 
reprograming may provide a novel perspective for com-
bating HCC heterogeneity. However, the prediction of dif-
ferent or opposite prognoses based on different enzyme 
isoforms suggests the possibility of significant side effects 
or toxicity when targeting specific isoforms with drugs. 
In addition, targeting one isoform may lead to overex-
pression of other enzymes with difficult-to-predict conse-
quences. Further challenges for drug discovery also arise 
from inconsistent data because the same enzymes may 
have contradictory roles in different studies. For example, 
CPT1A promotes HCC via Ras and lipid degradation, while 
ETO inhibits HCC via downregulation of CPT1A [145] and 
RBM45 promotes HCC via upregulation of CPT1A [217]. 
However, in clinical settings CPT1A is positively associated 
with a good prognosis (n=364; Table 1). Therefore, drug 
discovery strategies require a study with larger cohorts 
and detailed mechanisms.

5.2 Natural product interest for drug discovery in 
HCC
Natural medicines, i.e., phytomedicines, have been used 
for centuries in the treatment of cancer with purported 
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low toxicity and multiple effects that could be worth 
coupling with modern anticancer agents. The sapon-
ins of Rhizoma Paridis [the rhizome of Paris polyphylla 
Smith var.yunnanensis (Franch) Hand-Mazz. and Paris 
polyphylla Smith var. chinensis (Franch) Hara] inhib-
ited CPT1A in combination with sorafenib, leading to 
enhanced antitumor effects in an HCC mouse model 
[146]. Polygonatum stenophyllum Maxim Rhizome [175] 
or Morus alba L. fruit (Fructus Mori [mulberry]) water 
extracts [179] targeted HSL in models of lipid accumu-
lation in HCC [173]. Our previous studies showed that 
emodin, a natural anthraquinone, inhibited FA biosyn-
thesis and induced apoptosis in HCC [15]. Table 3 lists 
the natural products targeting FA metabolic enzymes. 
Although only sorafenib has been reported to be 
partially effective in patients with HCC or after HCC 
conventional therapies [218-222] (Table 4), the explo-
ration of further natural products, including Chinese 
medicines, may open new avenues for combating HCC  
[15, 152, 223].

5.3 Advantages and limitations of scRNA-seq for 
exploring tumor heterogeneity
As a revolutionary technology for exploring tumor 
heterogeneity, scRNA-seq enables a deeper under-
standing of subtle changes in tumor biology by 
identifying rare cell subpopulations, dissecting the 
tumor microenvironment, and characterizing cel-
lular genomic mutations. Therefore, different can-
cer phenotypes associated with poor prognosis and 
medication resistance are discovered based on vast 
and complex datasets. This process allows develop-
ing a more personalized approach to therapy based 
on the genetic and transcriptional profile of the 
tumor, ultimately saving valuable time and prevent-
ing potentially harmful side effects. In addition to cost 
scRNA-seq requires advanced technical expertise and 
complex data analysis. Errors and biases in scRNA-seq 
often arise during the preparation of sequence librar-
ies and the assembly of short reads, posing challenges 
in accurately identifying various subtypes of specific 
genes [224]. To overcome errors and biases, integrat-
ing scRNA-seq with long-read RNA-seq, PacBio circular 
consensus sequencing (CCS) [224] and spatiotempo-
ral transcriptomics analysis, as well as conventional 
technologies like histology and genomics should be 
exploited for high-quality studies [225].

5.4 FA metabolism level and prognosis in HCC
The scRNA-seq data revealed that low FA metabolism 
level is generally associated with poor prognosis in 
HCC patients (Figures 1–3). Surprisingly, higher oxidase 
expression was correlated with reduced risks of onco-
genesis and improved OS. However, different gene iso-
forms exhibited varying or opposing functions in FA 
biosynthesis, storage and release in HCC (Table 1 and 
Figure 6). Ta
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5.5 Limitations of the present study
Considering the limitations of the current study, a com-
parative analysis should be performed by including 
gene set enrichment (GSE) data on liver fibrosis and 
cirrhosis. Additionally, incorporating additional GSE 
analysis could broaden the sample sources, increase 
heterogeneity, and thus provide the bases for more 
comprehensive analyses in HCC [226]. It is important 
to acknowledge that tumor heterogeneity poses chal-
lenges in applying this concept broadly to other can-
cer types with respect to the generalizability of the 
FA metabolic subtyping in liver cancer. The role of FA 
metabolism is particularly distinct in HCC depending on 
a unique microenvironment that introduces additional 
complexities to metabolic heterogeneity, which distin-
guishes HCC from other malignancies. For example, 
the functions of enzymes involved in biosynthesis and 
β-oxidation in HCC resemble breast cancer but differ 
from triple-negative breast cancer, while the scenario 
changes for enzymes related to storage. The mRNA 
RNA-Seq data from the Kaplan-Meier plotter database 
showed that the FA biosynthetic enzyme, ACLY, is a neg-
ative factor for patient OS in HCC [HR=1.74 (1.13-2.69); 

log rank P=0.011; median survival: 71 months (low 
expression cohort), 52 months (high expression cohort); 
patient number, 364] and breast cancer [HR=0.52 (0.41-
0.64); log rank P=2.6e-09; median survival: NA, patient 
number, 2976] but a positive factor in triple-negative 
breast cancer [HR=0.25 (0.09-0.65), log rank P=0.0023, 
median survival: NA, patient number, 126]. Conversely, 
the FA β-oxidation enzymes (ACOX1 and ACOX2) may 
act as suppressors in cancer development in HCC and 
breast cancer with no significant effect on triple- 
negative breast cancer. Interestingly, the two isoforms 
of FA storage (DGAT1 and DGAT2) played different 
roles among HCC, breast cancer, and triple-negative 
breast cancer. While DGAT1 is detrimental to OS in HCC 
and breast cancer patients, DGAT1 is not significant in 
triple-negative breast cancer. In contrast, DGAT2 was 
beneficial to OS in HCC and triple-negative breast can-
cer patients but not significant in breast cancer patients 
(Table 1). This finding indicates a complex diversity in 
FA metabolism reprogramming in different cancer 
types that requires further investigation [227].

Figure 6 | Graphical abstract of heterogeneity in FA metabolism reprogramming in HCC.
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6. CONCLUSION

In conclusion, a low level of aberrant FA metabo-
lism appears associated with a poor prognosis in HCC 
patients. The heterogeneity of HCC can be attributed to 
a high diversity of cells present in the tumor and isoforms 
of possible target enzymes. Epithelial cells have the 
highest score in FA metabolic reprogramming in HCC. 
Higher expression of oxidases is associated with reduced 
oncogenesis risks and improved OS but the products 
of different gene isoforms involved in FA biosynthesis 
and storage may exhibit varying or opposing functions, 
which contribute to the heterogeneity of HCC. Natural 
products and Chinese medicines offer potential avenues 
for addressing FA metabolic reprogramming in HCC.

7. MATERIAL AND METHODS

7.1 Single-sample gene set enrichment analysis 
(ssGSEA)
ssGSEA is a variation of the GSEA algorithm that cal-
culates enrichment scores for individual samples and 
gene sets rather than groups of samples and sets of 
genes. In the current study the gene set, “FATTY_ACID_
METABOLIC_PROCESS,” was obtained from the C5 col-
lection (Gene Ontology gene sets) of the Molecular 
Signatures Database (MSigDB) [228]. The R package, 
“GSVA,” was used to quantify the ssGSEA score for each 
sample or cell.

7.2 Single-cell RNA-sequencing (SCRNA-SEQ) 
analysis
A publicly available scRNA-Seq dataset (GSE166635), 
including 22,631 cells [229], was studied to investigate 
the tumor microenvironment components and FA metab-
olism of HCC. The scRNA-Seq expression matrix (UMI) 
was processed with the R package, “Seurat.” Cluster vis-
ualization was performed through UMAP reduction and 
specific marker genes for each cell type were utilized for 
cluster annotation. The ssGSEA algorithm was applied to 
quantify FA metabolism and color gradients were used 
to map the levels of FA metabolism to each cell.

7.3 Survival analyses
Based on the gene set of FA metabolism retrieved from the 
MSigDB and the RNA-seq data of the Liver Hepatocellular 
Carcinoma (LIHC [sample number=371]) cohort down-
loaded from The Cancer Genome Atlas (TCGA) database, 
the non-negative matrix factorization (NMF) algorithm 
was performed to divide the entire cohort into differ-
ent subgroups with distinct expression patterns. NMF is 
a machine learning algorithm commonly used for dimen-
sionality reduction, data clustering, and feature extrac-
tion, and is particularly effective for analyzing RNA-seq 
data. The optimal factorization k value of NMF was deter-
mined when the magnitude of the cophenetic correlation 
coefficient started to significantly decrease.

A one-way analysis of variance (ANOVA) was applied 
to determine the statistically significant difference 
between the means of three or more independent 
groups that follow a normal distribution. The PFS infor-
mation of 370 HCC patients was retrieved from the 
TCGA portal. Based on the follow-up time and event, 
the survival curves of each group were plotted using the 
Kaplan-Meier analysis and the log-rank test was used 
to compare the survival differences among different FA 
subgroups. All the statistical analyses in this study were 
performed using R version 4.2.1 and GraphPad Prism 
9.5. A P<0.05 is considered statistically significant [229].

7.4 Target enzymes and agents or drugs involved 
in the synthesis, oxidation, storage, and release 
of FAs in HCC
Based on bioinformatics data, the genes, thei products, 
and potential agents or drugs involved in the synthe-
sis, oxidation, storage, and release of FAs in HCC were 
retrieved and analyzed using online databases, such as 
PubMed, Web of Science, and PROQUEST. The relation-
ships between the potential target genes of FA metabo-
lism and OS in patients with HCC were also investigated 
using the online database Kaplan-Meier plotter (https://
kmplot.com/).

7.5 Clinical trials and studies on drugs targeting 
FA metabolism in HCC
To summarize the clinical efficacy of drugs targeting 
FA metabolism (especially the metabolism enzymes) in 
HCC, the keywords, “liver cancer,” “clinical trial,” “clini-
cal study,” and “fatty acid metabolism,” were retrieved 
in PubMed and Cochrane Library up to November 2024. 
For the systematic review of clinical efficacy for HCC, 
the PRISMA criteria were followed [230] and the two 
independent reviewers from Hubei Key Laboratory of 
Wudang Local Chinese Research (Prof. Xuanbin Wang 
and Ms. Yingying Guo) screened and double-checked 
the literature using the inclusion criteria as follows: (1) 
the literature involves the preventive and therapeutic 
effects of drugs and agents targeting FA metabolism in 
HCC; (2) the literature includes both chemical entities 
and traditional medicines (natural products); (3) the 
study involves a randomized and controlled design; and 
(4) the efficacy of drugs and/or agents is investigated in 
clinical settings. The exclusion criteria were as follows: 
(1) the literature is related to neither chemical entities 
nor traditional medicines (natural products); (2) the con-
centration or proportion of drugs and/or agents are not 
quantified; (3) neither dosage nor concentration are 
available; (4) the study is not a randomized and con-
trolled design; and (5) the literature involves clinical 
studies without any ethical approval [230].

ABBREVIATIONS

ACAA1, peroxisomal 3-oxo-acyl-CoA thiolase; ACS, acyl-CoA 
synthetase; ACSL1/3/4/5/6, acyl-CoA synthetase long chain 
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family member 1/3/4/5/6; ACCs, acetyl-CoA carboxylases; 
ACAD, acyl-CoA dehydrogenase; ACOXs, acyl-CoA oxidases; 
AGPATs, 1-acylglycerol-3-phosphate O-acyltransferase; ACLY, 
ATP citrate lyase; AMACR, α-methylacyl CoA racemase; 
ATGL, adipose triacylglycerol lipase; ATX, autotaxin; CPT1, 
carnitine palmitoyltransferase-1; CACT, carnitine-acylcarnitine 
translocase; CDase, ceramidase; CE, cholesteryl esters; CPT2, 
carnitine palmitoyltransferase-2; CYP4, cytochrome P450 
family 4; CYP4F2/12, cytochrome P450 family 4 subfamily F 
member 2/12; DGATs, diacylglycerol acyltransferases; DG, 
diacylglycerol; DNL, de novo lipogenesis; ECHS1, enoyl-
CoA hydratase, short chain 1; EMT, epithelial-mesenchymal 
transition; ELOVLs, elongase of very long chain fatty acids; 
ER, endoplasmic reticulum; FASN, Fatty acid synthase; FAs, 
fatty acids; GPAT, glycerol-3-phosphate acyltransferase; 
HBXIP, hepatitis B X-interacting protein; FAO, fatty acid 
oxidation; HCC, hepatocellular carcinoma; HIF-1, hypoxia-
inducible factor 1; HSL, hormone-sensitive lipase; ICIs, 
immune checkpoint inhibitors; INSIG2, insulin-induced gene-
2; LPA, lysophosphatidic acid; LPC, lysophosphatidylcholine; 
MAGL, monoacylglycerol lipase; MFP, multifunctional 
enzyme; MG, monoacylglycerols; MUFAs, monounsaturated 
fatty acids; NAFLD, non-alcoholic fatty liver disease; NMF, 
non-negative matrix factorization; PA, phosphatidic acid; 
PAP, phosphatidic acid phosphatase; PPARα, peroxisome 
proliferator-activated receptor α; PC, phosphatidylcholine; PE, 
phosphatidylethanolamine; PLA2, phospholipase A2; PLCG, 
phospholipase C-gamma; PUFAs, polyunsaturated fatty acids; 
PS, phosphatidylserine phosphate; PHYH, phytanoyl-CoA 
hydroxylase; PI, phosphatidylinositol; ssGSEA, single-sample 
gene set enrichment analysis; SCD, stearoyl-CoA desaturase; 
SFAs, saturated fatty acids; S1P, sphingosine 1-phosphate; SM, 
sphingolipids; SPT, serine palmitoyltransferase; SREBP1c, sterol 
regulatory element binding protein 1c; TGs, triglycerides; TILs, 
tumor-infiltrating lymphocytes; MUFAs, unsaturated fatty 
acids; VLCFA, very long-chain fatty acids; VLDL, very low-
density lipoprotein; ZHX2, zinc fingers and homeoboxes 2.

ACKNOWLEDGEMENTS

We would like to thank Mrs. Ming LIU for technical supports. 
The study was financially supported by the National Natural 
Science Foundation of China (82274155, Prof. Xuanbin WANG), 
the Open Project of Hubei Key Laboratory of Wudang Local 
Chinese Medicine Research (Hubei University of Medicine 
[WDCM201918, Dr. Hongliang LI]), and the Key Project of the 
Department of Science and Technology of Hubei Province 
(2022EHB046, Prof. Xuanbin WANG). The funders had no role 
in the study design, data collection and analysis, interpretation 
of data, writing of the manuscript, or decision to publish, which 
are solely the responsibilities of the authors.

DECLARATIONS

This study was based on published literature and pub-
licly available datasets and therefore did not require 
ethical approval and consent.

CONSENT FOR PUBLICATION

All authors have read and approved the manuscript for 
publication.

AVAILABILITY OF DATA, MATERIALS AND METHODS

The datasets supporting the conclusions of this article 
are included within the article and its additional files.

CONFLICTS OF INTEREST

The authors declare no conflicts of interest in relation to this 
study.

REFERENCES

[1] Bray F, Laversanne M, Sung H, Ferlay J, Siegel RL, 
Soerjomataram I, et  al.: Global Cancer Statistics 2022: 
GLOBOCAN Estimates of Incidence and Mortality 
Worldwide for 36 Cancers in 185 Countries. CA: A Cancer 
Journal for Clinicians 2024, 74:229–263.

[2] Tabrizian P, Jibara G, Shrager B, Schwartz M, Roayaie S: 
Recurrence of Hepatocellular Cancer after Resection: 
Patterns, Treatments, and Prognosis. Annals of Surgery 
2015, 261:947–955.

[3] Man S, Luo C, Yan M, Zhao G, Ma L, Gao W: Treatment 
for Liver Cancer: From Sorafenib to Natural Products. 
European Journal of Medicinal Chemistry 2021, 
224:113690.

[4] Zheng Y, Wang S, Cai J, Ke A, Fan J: The Progress of 
Immune Checkpoint Therapy in Primary Liver Cancer. 
Biochimica Biophysica Acta Reviews on Cancer 2021, 
1876:188638.

[5] Du D, Liu C, Qin M, Zhang X, Xi T, Yuan S, et al.: Metabolic 
Dysregulation and Emerging Therapeutical Targets for 
Hepatocellular Carcinoma. Acta Pharmaceutica Sinica B 
2022, 12:558–580.

[6] Nagarajan SR, Butler LM, Hoy AJ: The Diversity and 
Breadth of Cancer Cell Fatty Acid Metabolism. Cancer & 
Metabolism 2021, 9:2.

[7] Pope ED 3rd, Kimbrough EO, Vemireddy LP, Surapaneni 
PK, Copland JA 3rd, Mody K: Aberrant Lipid Metabolism 
as a Therapeutic Target in Liver Cancer. Expert Opinion on 
Therapeutic Targets 2019, 23:473–483.

[8] Currie E, Schulze A, Zechner R, Walther TC, Farese RV 
Jr: Cellular Fatty Acid Metabolism and Cancer. Cell 
Metabolism 2013, 18:153–161.

[9] Han H, He T, Wu Y, He T, Zhou W: Multidimensional Analysis 
of Tumor Stem Cells: From Biological Properties, Metabolic 
Adaptations to Immune Escape Mechanisms. Frontiers in 
Cell and Devlopment Biology 2024, 12:1441081.

[10] Mitchelson KAJ, O’Connell F, O’Sullivan J, Roche HM: 
Obesity, Dietary Fats, and Gastrointestinal Cancer Risk-
Potential Mechanisms Relating to Lipid Metabolism and 
Inflammation. Metabolites 2024, 14:42.

[11] Zhou L, Xia S, Liu Y, Ji Q, Li L, Gao X, et  al.: A Lipid 
Metabolism-based Prognostic Risk Model for HBV-related 
Hepatocellular Carcinoma. Lipids in Health and Disease 
2023, 22:46.

[12] Lonardo A, Nascimbeni F, Maurantonio M, Marrazzo A, 
Rinaldi L, Adinolfi LE: Nonalcoholic Fatty Liver Disease: 
Evolving Paradigms. World Journal of Gastroenterology 
2017, 23:6571–6592.

[13] Chen D, Zhang Y, Wang W, Chen H, Ling T, Yang R, 
et  al.: Identification and Characterization of Robust 
Hepatocellular Carcinoma Prognostic Subtypes Based on 



Acta  
Materia  
MedicaReview Article

Acta Materia Medica 2024, Volume 3, Issue 4, p. 477-508   501 
© 2024 The Authors. Creative Commons Attribution 4.0 International License

an Integrative Metabolite-Protein Interaction Network. 
Advanced Science (Weinh) 2021, 8:e2100311.

[14] Wang J, Jin X: Analysis of the Impact of Fatty Acid 
Metabolism on Immunotherapy for Hepatocellular 
Carcinoma. Annals of Hepatology 2023, 28:101148.

[15] Yang N, Li C, Li H, Liu M, Ca, X, Cao F, et  al.: Emodin 
Induced SREBP1-Dependent and SREBP1-Independent 
Apoptosis in Hepatocellular Carcinoma Cells. Frontiers in 
Pharmacology 2019, 10:709.

[16] Lin Y, Fang H, Ma C, Zhou J, Ding M, Sun H, et  al.: 
ACLY-β-Catenin Axis Modulates Hepatoblastoma Cell 
Proliferation. Biochemical and Biophysical Research 
Communications 2023, 663:104–112.

[17] Liu D, Zhang T, Chen X, Zhang B, Wang Y, Xie M, et al.: 
ONECUT2 Facilitates Hepatocellular Carcinoma Metastasis 
by Transcriptionally Upregulating FGF2 and ACLY. Cell 
Death and Disease 2021, 12:1113.

[18] Shen Y, Wang X, Ni Z, Xu S, Qiu S, Zheng W, et  al.: 
Identification of Acetyl-CoA Carboxylase Alpha as a 
Prognostic and Targeted Candidate for Hepatocellular 
Carcinoma. Clinical Translational Oncology 2023, 
25:2499–2513.

[19] Abu-Elheiga L, Brinkley WR, Zhong L, Chirala SS, 
Woldegiorgis G, Wakil SJ: The Subcellular Localization of 
Acetyl-CoA Carboxylase 2. Proceedings of the National 
Academy of Sciences of the United States of America 
2000, 97:1444–1449.

[20] Ye B, Yin L, Wang Q, Xu C: ACC1 is Overexpressed in Liver 
Cancers and Contributes to the Proliferation of Human 
Hepatoma Hep G2 Cells and the Rat Liver Cell Line BRL 3A. 
Molecular Medicine Reports 2019, 19:3431–3440.

[21] Shueng PW, Chan HW, Lin WC, Kuo DY, Chuang HY: Orlistat 
Resensitizes Sorafenib-Resistance in Hepatocellular 
Carcinoma Cells Through Modulating Metabolism. 
International Journal of Molecular Sciences 2022, 23:6501.

[22] Lally JSV, Ghoshal S, DePeralta DK, Moaven O, Wei L, 
Masia R, et  al.: Inhibition of Acetyl-CoA Carboxylase by 
Phosphorylation or the Inhibitor ND-654 Suppresses 
Lipogenesis and Hepatocellular Carcinoma. Cell 
Metabolism 2019, 29:174–182.e175.

[23] Yu X, Lin Q, Wu Z, Zhang Y, Wang T, Zhao S, et  al.: 
ZHX2 Inhibits SREBP1c-mediated De novo Lipogenesis in 
Hepatocellular Carcinoma via miR-24-3p. The Journal of 
Pathology 2020, 252:358–370.

[24] Chakravarty B, Gu Z, Chirala SS, Wakil SJ, Quiocho FA: 
Human Fatty Acid Synthase: Structure and Substrate 
Selectivity of the Thioesterase Domain. Proceedings of 
the National Academy of Sciences of the United States of 
America 2004, 101:15567–15572.

[25] Huang H, Wei Y, Wang J, Ran F, Chen Q: Effect of Fatty 
Acid Synthase Gene Silencing on Lipid Metabolism and 
Biological Behaviors of Human Hepatoblastoma HepG2 
Cells. Nan Fang Yi Ke Da Xue Xue Bao 2021, 41:747–753.

[26] Sun D, Zhao T, Zhang Q, Wu M, Zhang Z: Fat Mass and 
Obesity-associated Protein Regulates Lipogenesis via m(6) 
A Modification in Fatty Acid Synthase mRNA. Cell Biology 
International 2021, 45:334–344.

[27] Gu L, Zhu Y, Lin X, Tan X, Lu B, Li Y: Stabilization of FASN 
by ACAT1-mediated GNPAT Acetylation Promotes Lipid 
Metabolism and Hepatocarcinogenesis. Oncogene 2020, 
39:2437–2449.

[28] Huang J, Zou XQ, She S, Shu F, Tuo H, Ren H, et al.: Fatty 
Acid Synthase Interacts with Signal Transducer and 

Activator of Transcription 3 to Promote Migration and 
Invasion in Liver Cancer Cells. Zhonghua Gan Zang Bing 
Za Zhi 2019, 27:681–686.

[29] Wang H, Zhou Y, Xu H, Wang X, Zhang Y, Shang R, et al.: 
Therapeutic Efficacy of FASN Inhibition in Preclinical 
Models of HCC. Hepatology 2022, 76:951–966.

[30] Zhao G, Dong L, Shi H, Li H, Lu X, Guo X, et al.: MicroRNA-
1207-5p Inhibits Hepatocellular Carcinoma Cell Growth 
and Invasion Through the Fatty Acid Synthase-mediated 
Akt/mTOR Signalling Pathway. Oncology Reports 2016, 
36:1709–1716.

[31] Zhao Z, Liu M, Xu Z, Cai Y, Peng B, Liang Q, et  al.: 
Identification of ACSF Gene Family as Therapeutic Targets 
and Immune-associated Biomarkers in Hepatocellular 
Carcinoma. Aging (Albany NY) 2022, 14:7926–7940.

[32] Tang Y, Zhou J, Hooi SC, Jiang YM, Lu GD: Fatty Acid 
Activation in Carcinogenesis and Cancer Development: 
Essential Roles of Long-chain Acyl-CoA Synthetases. 
Oncology Letters 2018, 16:1390–1396.

[33] Ndiaye H, Liu JY, Hall A, Minogue S, Morgan MY, Waugh 
MG: Immunohistochemical Staining Reveals Differential 
Expression of ACSL3 and ACSL4 in Hepatocellular 
Carcinoma and Hepatic Gastrointestinal Metastases. 
Bioscience Reports 2020, 40: BSR20200219.

[34] Chen J, Ding C, Chen Y, Hu W, Yu C, Peng C, et al.: ACSL4 
Reprograms Fatty Acid Metabolism in Hepatocellular 
Carcinoma via c-Myc/SREBP1 Pathway. Cancer Letters 
2021, 502:154–165.

[35] Toshida K, Itoh S, Iseda N, Tomiyama T, Yoshiya S, Toshima T, 
et al.: Impact of ACSL4 on the Prognosis of Hepatocellular 
Carcinoma: Association with Cancer-associated 
Fibroblasts and the Tumour Immune Microenvironment. 
Liver International: Official Journal of the International 
Association for the Study of the Liver 2024, 44:1011–1023.

[36] Feng J, Lu PZ, Zhu GZ, Hooi SC, Wu Y, Huang XW, et al.: 
ACSL4 is a Predictive Biomarker of Sorafenib Sensitivity 
in Hepatocellular Carcinoma. Acta Pharmacologica Sinica 
2021, 42:160–170.

[37] Lu Y, Chan YT, Tan HY, Zhang C, Guo W, Xu Y, et  al.: 
Epigenetic Regulation of Ferroptosis via ETS1/miR-23a-3p/
ACSL4 Axis Mediates Sorafenib Resistance in Human 
Hepatocellular Carcinoma. Journal of Experimental & 
Clinical Cancer Research: CR 2022, 41:3.

[38] Sawai M, Uchida Y, Ohno Y, Miyamoto M, Nishioka C, 
Itohara S, et  al.: The 3-Hydroxyacyl-CoA Dehydratases 
HACD1 and HACD2 Exhibit Functional Redundancy and 
are Active in a Wide Range of Fatty acid Elongation 
Pathways. The Journal of Biological Chemistry 2017, 
292:15538–15551.

[39] Hama K, Fujiwara Y, Hayama T, Ozawa T, Nozawa K, 
Matsuda K, et  al.: Very Long-chain Fatty Acids are 
Accumulated in Triacylglycerol and Nonesterified Forms 
in Colorectal Cancer Tissues. Scientific Reports 2021, 
11:6163.

[40] Naganuma T, Sato Y, Sassa T, Ohno Y, Kihara A: Biochemical 
Characterization of the Very Long-chain Fatty Acid 
Elongase ELOVL7. FEBS Letters 2011, 585:3337–3341.

[41] Rugolo F, Bazan NG, Calandria J, Jun B, Raschellà G, 
Melino G, et  al.: The Expression of ELOVL4, Repressed 
by MYCN, Defines Neuroblastoma Patients with Good 
Outcome. Oncogene 2021, 40:5741–5751.



Acta  
Materia  
Medica Review Article

502   Acta Materia Medica 2024, Volume 3, Issue 4, p. 477-508 
© 2024 The Authors. Creative Commons Attribution 4.0 International License

[42] Jakobsson A, Westerberg R, Jacobsson A: Fatty Acid 
Elongases in Mammals: Their Regulation and Roles in 
Metabolism. Progress in Lipid Research 2006, 45:237–249.

[43] Tanaka K, Kandori S, Sakka S, Nitta S, Tanuma K, Shiga M, 
et al.: ELOVL2 Promotes Cancer Progression by Inhibiting 
Cell Apoptosis in Renal Cell Carcinoma. Oncology Reports 
2022, 47:23.

[44] Zhang Y, Pang S, Sun B, Zhang M, Jiao X, Lai L, et al.: ELOVLs 
Predict Distinct Prognosis Value and Immunotherapy 
Efficacy In Patients With Hepatocellular Carcinoma. 
Frontiers in Oncology 2022, 12:884066.

[45] Yuan C, Yuan M, Chen M, Ouyang J, Tan W, Dai F, et al.: 
Prognostic Implication of a Novel Metabolism-related 
Gene Signature in Hepatocellular Carcinoma. Frontiers in 
Oncology 2021, 11:666199.

[46] Kobayashi T, Fujimori K: Very Long-chain-fatty Acids 
Enhance Adipogenesis Through Coregulation of 
Elovl3 and PPARγ in 3T3-L1 Cells. American Journal 
of Physiology. Endocrinology and Metabolism 2012, 
302:E1461–1471.

[47] Qin Z, Wang P, Chen W, Wang JR, Ma X, Zhang H, et al.: 
Hepatic ELOVL3 is Dispensable for Lipid Metabolism 
in Mice. Biochemical and Biophysical Research 
Communications 2023, 658:128–135.

[48] Kessler SM, Simon Y, Gemperlein K, Gianmoena K, 
Cadenas C, Zimmer V, et al.: Fatty Acid Elongation in Non-
Alcoholic Steatohepatitis and Hepatocellular Carcinoma. 
International Journal of Molecular Sciences 2014, 
15:5762–5773.

[49] Centenera MM, Scott JS, Machiels J, Nassar ZD, Miller DC, 
Zinonos I, et al.: ELOVL5 Is a Critical and Targetable Fatty 
Acid Elongase in Prostate Cancer. Cancer Research 2021, 
81:1704–1718.

[50] Shibasaki Y, Horikawa M, Ikegami K, Kiuchi R, Takeda M, 
Hiraide T, et  al.: Stearate-to-Palmitate Ratio Modulates 
Endoplasmic Reticulum Stress and Cell Apoptosis in 
Non-B Non-C Hepatoma Cells. Cancer Science 2018, 
109:1110–1120.

[51] Su YC, Feng YH, Wu HT, Huang YS, Tung CL, Wu P, Chang 
CJ, et al.: Elovl6 is a Negative Clinical Predictor for Liver 
Cancer and Knockdown of Elovl6 Reduces Murine Liver 
Cancer Progression. Scientific Reports 2018, 8:6586.

[52] Wu D, Yang Y, Hou Y, Zhao Z, Liang N, Yuan P, et al.: Increased 
Mitochondrial Fission Drives the Reprogramming of 
Fatty Acid Metabolism in Hepatocellular Carcinoma Cells 
Through Suppression of Sirtuin 1. Cancer Communications 
(London, England) 2022, 42:37–55.

[53] Matsuzaka T, Atsumi A, Matsumori R, Nie T, Shinozaki H, 
Suzuki-Kemuriyama N, et al.: Elovl6 Promotes Nonalcoholic 
Steatohepatitis. Hepatology 2012, 56:2199–2208.

[54] Ma Y, Temkin SM, Hawkridge AM, Guo C, Wang W, Wang 
XY, et  al.: Fatty Acid Oxidation: An Emerging Facet of 
Metabolic Transformation in Cancer. Cancer Letters 2018, 
435:92–100.

[55] Houten SM, Violante S, Ventura FV, Wanders RJ: The 
Biochemistry and Physiology of Mitochondrial Fatty Acid 
β-Oxidation and its Genetic Disorders. Annual Review of 
Physiology 2016, 78:23–44.

[56] Wang M, Han J, Xing H, Zhang H, Li Z, Liang L, et  al.: 
Dysregulated Fatty Acid Metabolism in Hepatocellular 
Carcinoma. Hepatic Oncology 2016, 3:241–251.

[57] Li S, Gao D, Jiang Y: Function, Detection and Alteration 
of Acylcarnitine Metabolism in Hepatocellular Carcinoma. 
Metabolites 2019, 9:36.

[58] Schlaepfer IR, Joshi M: CPT1A-mediated Fat Oxidation, 
Mechanisms, and Therapeutic Potential. Endocrinology 
2020, 161:bqz046.

[59] Casals N, Zammit V, Herrero L, Fadó R, Rodríguez-
Rodríguez R, Serra D: Carnitine Palmitoyltransferase 1C: 
From Cognition to Cancer. Progress in Lipid Research 
2016, 61:134–148.

[60] Wang MD, Wu H, Fu GB, Zhang HL, Zhou X, Tang L, et al.: 
Acetyl-Coenzyme A Carboxylase Alpha Promotion of 
Glucose-mediated Fatty Acid Synthesis Enhances Survival 
of Hepatocellular Carcinoma in Mice and Patients. 
Hepatology 2016, 63:1272–1286.

[61] Ren M, Xu H, Xia H, Tang Q, Bi F: Simultaneously Targeting 
SOAT1 and CPT1A Ameliorates Hepatocellular Carcinoma 
by Disrupting Lipid Homeostasis. Cell Death Discovery 
2021, 7:125.

[62] Paumen MB, Ishida Y, Han H, Muramatsu M, Eguchi Y, 
Tsujimoto Y, et al.: Direct Interaction of the Mitochondrial 
Membrane Protein Carnitine Palmitoyltransferase 
I with Bcl-2. Biochemical and Biophysical Research 
Communications 1997, 231:523–525.

[63] Samudio I, Harmancey R, Fiegl M, Kantarjian H, Konopleva 
M, Korchin B, et  al.: Pharmacologic Inhibition of Fatty 
Acid Oxidation Sensitizes Human Leukemia Cells to 
Apoptosis Induction. The Journal of Clinical Investigation 
2010, 120:142–156.

[64] Lin M, Lv D, Zheng Y, Wu M, Xu C, Zhang Q, et  al.: 
Downregulation of CPT2 Promotes Tumorigenesis and 
Chemoresistance to Cisplatin in Hepatocellular Carcinoma. 
OncoTargets and Therapy 2018, 11:3101–3110.

[65] Fujiwara N, Nakagawa H, Enooku K, Kudo Y, Hayata Y, 
Nakatsuka T, et  al.: CPT2 Downregulation Adapts HCC 
to Lipid-rich Environment and Promotes Carcinogenesis 
via Acylcarnitine Accumulation in Obesity. Gut 2018, 
67:1493–1504.

[66] Wang Y, Lu JH, Wang F, Wang YN, He MM, Wu QN, et al.: 
Inhibition of Fatty acid Catabolism Augments the Efficacy 
of Oxaliplatin-based Chemotherapy in Gastrointestinal 
Cancers. Cancer Letters 2020, 473:74–89.

[67] Thorpe C, Kim JJ: Structure and Mechanism of Action 
of the Acyl-CoA Dehydrogenases. Faseb Journal 1995, 
9:718–725.

[68] Ghisla S, Thorpe C: Acyl-CoA Dehydrogenases. A 
Mechanistic Overview. European Journal of Biochemistry 
2004, 271:494–508.

[69] Chen D, Feng X, Lv Z, Xu X, Lu Y, Wu W, et al.: ACADS 
Acts as a Potential Methylation Biomarker Associated 
with the Proliferation and Metastasis of Hepatocellular 
Carcinomas. Aging (Albany NY) 2019, 11:8825–8844.

[70] Ma APY, Yeung CLS, Tey SK, Mao X, Wong SWK, Ng 
TH, et  al.: Suppression of ACADM-mediated Fatty Acid 
Oxidation Promotes Hepatocellular Carcinoma via 
Aberrant CAV1/SREBP1 Signaling. Cancer Research 2021, 
81:3679–3692.

[71] Huang D, Li T, Li X, Zhang L, Sun L, He X, et  al.: HIF-1-
mediated Suppression of Acyl-CoA Dehydrogenases and 
Fatty Acid Oxidation is Critical for Cancer Progression. Cell 
Reports 2014, 8:1930–1942.

[72] Zhao X, Qin W, Jiang Y, Yang Z, Yuan B, Dai R, et  al.: 
ACADL Plays a Tumor-suppressor Role by Targeting Hippo/
YAP Signaling in Hepatocellular Carcinoma. NPJ Precision 
Oncology 2020, 4:7.

[73] Zhu QW, Yu Y, Zhang Y, Wang XH: VLCAD Inhibits the 
Proliferation and Invasion of Hepatocellular Cancer Cells 



Acta  
Materia  
MedicaReview Article

Acta Materia Medica 2024, Volume 3, Issue 4, p. 477-508   503 
© 2024 The Authors. Creative Commons Attribution 4.0 International License

Through Regulating PI3K/AKT Axis. Clinical & Translational 
Oncology 2022, 24:864–874.

[74] Hu T, Chen X, Lu S, Zeng H, Guo L, Han Y: Biological Role 
and Mechanism of Lipid Metabolism Reprogramming 
Related Gene ECHS1 in Cancer. Technology in Cancer 
Research & Treatment 2022, 21:15330338221140655.

[75] Lu T, Sun L, Fan Q, Yan J, Zhao D, Xu C, et al.: Expression 
and Clinical Significance of ECHS1 in Gastric Cancer. 
Journal of Cancer 2024, 15:418–427.

[76] Li R, Hao Y, Wang Q, Meng Y, Wu K, Liu C, et al.: ECHS1, 
an Interacting Protein of LASP1, Induces Sphingolipid-
metabolism Imbalance to Promote Colorectal Cancer 
Progression by Regulating Ceramide Glycosylation. Cell 
Death Disease 2021, 12:911.

[77] Liu X, Feng R, Du L: The Role of Enoyl-CoA Hydratase Short 
Chain 1 and Peroxiredoxin 3 in PP2-induced Apoptosis 
in Human Breast Cancer MCF-7 Cells. FEBS Letters 2010, 
584:3185–3192.

[78] Xu WJ, Chen LG, Chen X, Liu YS, Zheng TH, Song JJ, et al.: 
Silencing ECHS1 Attenuates the Proliferation and Induces 
the Autophagy of Hepatocellular Carcinoma via Impairing 
Cell Metabolism and Activating AMPK. Neoplasma 2015, 
62:872–880.

[79] Lin BY, Xiao CX, Zhao WX, Xiao L, Chen X, Li P, et  al.: 
Enoyl-coenzyme A Hydratase Short Chain 1 Silencing 
Attenuates the Proliferation of Hepatocellular Carcinoma 
by Inhibiting Epidermal Growth Factor Signaling In 
Vitro and In Vivo. Molecular Medicine Reports 2015, 
12:1421–1428.

[80] Ribas GS, Vargas CR: Evidence that Oxidative Disbalance 
and Mitochondrial Dysfunction are Involved in the 
Pathophysiology of Fatty Acid Oxidation Disorders. 
Cellular and Molecular Neurobiology 2022, 42:521–532.

[81] Nwosu ZC, Battello N, Rothley M, Piorońska W, Sitek B, 
Ebert MP, et al.: Liver Cancer Cell Lines Distinctly Mimic the 
Metabolic Gene Expression Pattern of the Corresponding 
Human Tumours. Journal of Experimental & Clinical 
Cancer Research 2018, 37:211.

[82] Tanaka M, Masaki Y, Tanaka K, Miyazaki M, Kato M, 
Sugimoto R, et al.: Reduction of Fatty Acid Oxidation and 
Responses to Hypoxia Correlate with the Progression of 
De-differentiation in HCC. Molecular Medicine Reports 
2013, 7:365–370.

[83] Wanders RJA, Baes M, Ribeiro D, Ferdinandusse S, 
Waterham HR: The Physiological Functions of Human 
Peroxisomes. Physiological Reviews 2023, 103:957–1024.

[84] Dahabieh MS, Di Pietro E, Jangal M, Goncalves C, Witcher 
M, Braverman NE, et  al.: Peroxisomes and Cancer: The 
Role of a Metabolic Specialist in a Disease of Aberrant 
Metabolism. Biochimica et Biophysica Acta. Reviews on 
Cancer 2018, 1870:103–121.

[85] Van Veldhoven PP: Biochemistry and Genetics of Inherited 
Disorders of Peroxisomal Fatty Acid Metabolism. Journal 
of Lipid Research 2010, 51:2863–2895.

[86] Wang H, Lu J, Chen X, Schwalbe M, Gorka JE, Mandel JA, 
et  al.: Acquired Deficiency of Peroxisomal Dicarboxylic 
Acid Catabolism is a Metabolic Vulnerability in 
Hepatoblastoma. The Journal of Biological Chemistry 
2021, 296:100283.

[87] Aleksic M, Golic I, Jankovic A, Cvoro A, Korac A: ACOX-
driven Peroxisomal Heterogeneity and Functional 
Compartmentalization in Brown Adipocytes of Hypothyroid 
Rats. Royal Society Open Science 2023, 10:230109.

[88] Li J, Huang Q, Long X, Zhang J, Huang X, Aa J, et al.: CD147 
Reprograms Fatty Acid Metabolism in Hepatocellular 
Carcinoma Cells Through Akt/mTOR/SREBP1c and 
P38/PPARα Pathways. Journal of Hepatology 2015, 
63:1378–1389.

[89] Zhang Q, Zhang Y, Sun S, Wang K, Qian J, Cui Z, et al.: 
ACOX2 is a Prognostic Marker and Impedes the 
Progression of Hepatocellular Carcinoma via PPARα 
Pathway. Cell Death & Disease 2021, 12:15.

[90] Kong G, Lee H, Tran Q, Kim C, Gong N, Park J, et  al.: 
Current Knowledge on the Function of α-methyl Acyl-
CoA Racemase in Human Diseases. Frontiers in Molecular 
Biosciences 2020, 7:153.

[91] Li W, Cagle PT, Botero RC, Liang JJ, Zhang Z, Tan D: 
Significance of Overexpression of Alpha Methylacyl-
coenzyme a Racemase in Hepatocellular Carcinoma. 
Journal of Experimental & Clinical Cancer Research 2008, 
27:2.

[92] Sekine S, Ogawa R, Ojima H, Kanai Y: Overexpression of 
α-Methylacyl-CoA Racemase is Associated with CTNNB1 
Mutations in Hepatocellular Carcinomas. Histopathology 
2011, 58:712–719.

[93] Wanders RJ, Komen J, Kemp S: Fatty Acid Omega-
oxidation as a Rescue Pathway for Fatty Acid Oxidation 
Disorders in Humans. FEBS Journal 2011, 278:182–194.

[94] Kam W, Kumaran K, Landau BR: Contribution of Omega-
oxidation to Fatty Acid Oxidation by Liver of Rat and 
Monkey. Journal of Lipid Research 1978, 19:591–600.

[95] Westphal C, Konkel A, Schunck WH: Cytochrome p450 
Enzymes in the Bioactivation of Polyunsaturated 
Fatty Acids and Their Role in Cardiovascular Disease. 
Advances in Experimental Medicine and Biology 2015, 
851:151–187.

[96] Hardwick JP: Cytochrome P450 Omega Hydroxylase 
(CYP4) Function in Fatty Acid Metabolism and 
Metabolic Diseases. Biochemical Pharmacology 2008, 
75:2263–2275.

[97] Wan S, Pan Q, Yang G, Kuang J, Luo S: Role of CYP4F2 as 
a Novel Biomarker Regulating Malignant Phenotypes of 
Liver Cancer Cells via the Nrf2 Signaling Axis. Oncology 
Letters 2020, 20:13.

[98] Ryu JS, Lee M, Mun SJ, Hong SH, Lee HJ, Ahn HS, et al.: 
Targeting CYP4A Attenuates Hepatic Steatosis in a 
Novel Multicellular Organotypic Liver Model. Journal of 
Biological Engineering 2019, 13:69.

[99] Parkinson A, Leonard N, Draper A, Ogilvie BW: On the 
Mechanism of Hepatocarcinogenesis of Benzodiazepines: 
Evidence that Diazepam and Oxazepam are CYP2B 
Inducers in Rats, and Both CYP2B and CYP4A Inducers in 
Mice. Drug Metabolism Reviews 2006, 38:235–259.

[100] Qin XY, Su T, Yu W, Kojima S: Lipid Desaturation-
associated Endoplasmic Reticulum Stress Regulates 
MYCN Gene Expression in Hepatocellular Carcinoma 
Cells. Cell Death & Disease 2020, 11:66.

[101] Ntambi JM, Miyazaki M, Dobrzyn A: Regulation of 
Stearoyl-CoA Desaturase Expression. Lipids 2004, 
39:1061–1065.

[102] Ntambi JM, Miyazaki M: Regulation of Stearoyl-CoA 
Desaturases and Role in Metabolism. Progress in Lipid 
Research 2004, 43:91–104.

[103] Tracz-Gaszewska Z, Dobrzyn P: Stearoyl-CoA Desaturase 
1 as a Therapeutic Target for the Treatment of Cancer. 
Cancers (Basel) 2019, 11:948.



Acta  
Materia  
Medica Review Article

504   Acta Materia Medica 2024, Volume 3, Issue 4, p. 477-508 
© 2024 The Authors. Creative Commons Attribution 4.0 International License

[104] Igal RA: Stearoyl-CoA Desaturase-1: A Novel Key Player 
in the Mechanisms of Cell Proliferation, Programmed 
Cell Death and Transformation to Cancer. Carcinogenesis 
2010, 31:1509–1515.

[105] Sangineto M, Villani R, Cavallone F, Romano A, Loizzi 
D, Serviddio G: Lipid Metabolism in Development and 
Progression of Hepatocellular Carcinoma. Cancers 
(Basel) 2020, 12:1419.

[106] Bansal S, Berk M, Alkhouri N, Partrick DA, Fung JJ, 
Feldstein A: Stearoyl-CoA Desaturase Plays an Important 
Role in Proliferation and Chemoresistance in Human 
Hepatocellular Carcinoma. The Journal of Surgical 
Research 2014, 186:29–38.

[107] Huang GM, Jiang QH, Cai C, Qu M, Shen W: SCD1 
Negatively Regulates Autophagy-induced Cell Death in 
Human Hepatocellular Carcinoma Through Inactivation 
of the AMPK Signaling Pathway. Cancer Letters 2015, 
358:180–190.

[108] Liu G, Kuang S, Cao R, Wang J, Peng Q, Sun C: Sorafenib 
Kills Liver Cancer Cells by Disrupting SCD1-mediated 
Synthesis of Monounsaturated Fatty Acids via the ATP-
AMPK-mTOR-SREBP1 Signaling Pathway. FASEB Journal 
2019, 33:10089–10103.

[109] Zhang L, Li XM, Shi XH, Ye K, Fu XL, Wang X, et  al.: 
Sorafenib Triggers Ferroptosis via Inhibition of HBXIP/SCD 
Axis in Hepatocellular Carcinoma. Acta Pharmacologica 
Sinica 2023, 44:622–634.

[110] Guo D, Wang Y, Wang J, Song L, Wang Z, Mao B, et al.: 
RA-XII Suppresses the Development and Growth of Liver 
Cancer by Inhibition of Lipogenesis via SCAP-dependent 
SREBP Supression. Molecules 2019, 24:1829.

[111] Kawano Y, Cohen DE: Mechanisms of Hepatic Triglyceride 
Accumulation in Non-alcoholic Fatty Liver Disease. 
Journal of Gastroenterology 2013, 48:434–441.

[112] Sanders FW, Griffin JL: De novo Lipogenesis in the 
Liver in Health and Disease: More Than Just a Shunting 
Yard for Glucose. Biological Reviews of the Cambridge 
Philosophical Society 2016, 91:452–468.

[113] Listenberger LL, Han X, Lewis SE, Cases S, Farese RV 
Jr, Ory DS, et  al.: Triglyceride Accumulation Protects 
Against Fatty Acid-induced Lipotoxicity. Proceedings of 
the National Academy of Sciences of the United States 
of America 2003, 100:3077–3082.

[114] Smith GI, Shankaran M, Yoshino M, Schweitzer GG, 
Chondronikola M, Beals JW, et  al.: Insulin Resistance 
Drives Hepatic De Novo Lipogenesis in Nonalcoholic 
Fatty Liver Disease. The Journal of Clinical Investigation 
2020, 130:1453–1460.

[115] Vatner DF, Majumdar SK, Kumashiro N, Petersen 
MC, Rahimi Y, Gattu AK, et  al.: Insulin-independent 
Regulation of Hepatic Triglyceride Synthesis by Fatty 
Acids. Proceedings of the National Academy of Sciences 
of the United States of America 2015, 112:1143–1148.

[116] Musso G, Cassader M, Paschetta E, Gambino R: Bioactive 
Lipid Species and Metabolic Pathways in Progression 
and Resolution of Nonalcoholic Steatohepatitis. 
Gastroenterology 2018, 155:282–302.e288.

[117] Guri Y, Colombi M, Dazert E, Hindupur SK, Roszik J, 
Moes S, et al.: mTORC2 Promotes Tumorigenesis via Lipid 
Synthesis. Cancer Cell 2017, 32:807–823.e812.

[118] Semova I, Biddinger SB: Triglycerides in Nonalcoholic 
Fatty Liver Disease: Guilty Until Proven Innocent. Trends 
in Pharmacological Sciences 2021, 42:183–190.

[119] Wen P, Wang R, Xing Y, Ouyang W, Yuan Y, Zhang S, 
et  al.: The Prognostic Value of the GPAT/AGPAT Gene 
Family in Hepatocellular Carcinoma and its Role in 
the Tumor Immune Microenvironment. Frontiers in 
Immunology 2023, 14:1026669.

[120] Thakral S, Ghoshal K: miR-122 is a Unique Molecule with 
Great Potential in Diagnosis, Prognosis of Liver Disease, 
and Therapy Both as miRNA Mimic and Antimir. Current 
Gene Therapy 2015, 15:142–150.

[121] Slane EG, Tambrini SJ, Cummings BS: Therapeutic 
Potential of Lipin Inhibitors for the Treatment of Cancer. 
Biochemical Pharmacology 2024, 222:116106.

[122] Casaschi A, Rubio BK, Maiyoh GK, Theriault AG: 
Inhibitory Activity of Diacylglycerol Acyltransferase 
(DGAT) and Microsomal Triglyceride Transfer Protein 
(MTP) by the Flavonoid, Taxifolin, in HepG2 Cells: 
Potential Role in the Regulation of Apolipoprotein B 
Secretion. Atherosclerosis 2004, 176:247–253.

[123] Bauer D, Soon RL, Kulmatycki K, Chen Y, Noe A, Chen 
J, et  al.: The DGAT1 Inhibitor pradIgastat Does Not 
Induce Photosensitivity in Healthy Human Subjects: 
A Randomized Controlled Trial Using Three Defined 
Sunlight Exposure Conditions. Photochemical and 
Photobiological Sciences 2016, 15:1155–1162.

[124] Tan SY, Little HC, Sarver DC, Watkins PA, Wong GW: 
CTRP12 Inhibits Triglyceride Synthesis and Export 
in Hepatocytes by Suppressing HNF-4α and DGAT2 
Expression. FEBS Letters 2020, 594:3227–3239.

[125] Foglia B, Beltrà M, Sutti S, Cannito S: Metabolic 
Reprogramming of HCC: A New Microenvironment for 
Immune Responses. International Journal of Molecular 
Sciences 2023, 24:7463.

[126] Li S, Xu Y, Guo W, Chen F, Zhang C, Tan HY, et al.: The 
Impacts of Herbal Medicines and Natural Products on 
Regulating the Hepatic Lipid Metabolism. Frontiers in 
Pharmacology 2020, 11:351.

[127] Girousse A, Tavernier G, Valle C, Moro C, Mejhert N, 
Dinel AL, et  al.: Partial Inhibition of Adipose Tissue 
Lipolysis Improves Glucose Metabolism and Insulin 
Sensitivity Without Alteration of Fat Mass. PLoS Biology 
2013, 11:e1001485.

[128] Berndt N, Eckstein J, Heucke N, Gajowski R, Stockmann 
M, Meierhofer D, et  al.: Characterization of Lipid and 
Lipid Droplet Metabolism in Human HCC. Cells 2019, 
8:512.

[129] Fu Y, Zou T, Shen X, Nelson PJ, Li J, Wu C, et al.: Lipid 
Metabolism in Cancer Progression and Therapeutic 
Strategies. MedComm (2020) 2021, 2:27–59.

[130] Budhu A, Roessler S, Zhao X, Yu Z, Forgues M, Ji J, et al.: 
Integrated Metabolite and Gene expression Profiles 
Identify Lipid Biomarkers Associated With Progression 
of Hepatocellular Carcinoma and Patient Outcomes. 
Gastroenterology 2013, 144:1066–1075.e1061.

[131] Schweiger M, Schreiber R, Haemmerle G, Lass A, 
Fledelius C, Jacobsen P, et al.: Adipose Triglyceride Lipase 
and Hormone-Sensitive Lipase are the Major Enzymes in 
Adipose Tissue Triacylglycerol Catabolism. The Journal of 
Biological Chemistry 2006, 281:40236–40241.

[132] Yang G, Wang Y, Feng J, Liu Y, Wang T, Zhao M, et al.: 
Aspirin Suppresses the Abnormal Lipid Metabolism 
in Liver Cancer Cells via Disrupting an NFkB-ACSL1 
Signaling. Biochemical and Biophysical Research 
Communications 2017, 486:827–832.



Acta  
Materia  
MedicaReview Article

Acta Materia Medica 2024, Volume 3, Issue 4, p. 477-508   505 
© 2024 The Authors. Creative Commons Attribution 4.0 International License

[133] Yokohama K, Fukunishi S, Ii M, Nakamura K, Ohama 
H, Tsuchimoto Y, et  al.: Rosuvastatin as a Potential 
Preventive Drug for the Development of Hepatocellular 
Carcinoma Associated with Non-alcoholic Fatty Liver 
Disease in Mice. International Journal of Molecular 
Medicine 2016, 38:1499–1506.

[134] Qiu Z, Zhang C, Zhou J, Hu J, Sheng L, Li X, et  al.: 
Celecoxib Alleviates AKT/c-Met-Triggered Rapid 
Hepatocarcinogenesis by Suppressing a Novel COX-2/AKT/
FASN Cascade. Molecular Carcinogenesis 2019, 58:31–41.

[135] Zhou Y, Guo Y, Zhu Y, Sun Y, Li W, Li Z, et al.: Dual PPARγ/α 
Agonist Oroxyloside Suppresses Cell Cycle Progression 
by Glycolipid Metabolism Switch-mediated Increase of 
Reactive Oxygen Species Levels. Free Radical Biology & 
Medicine 2021, 167:205–217.

[136] Zhang C, Hu J, Sheng L, Yuan M, Wu Y, Chen 
L, et  al.: Metformin Delays AKT/c-Met-driven 
Hepatocarcinogenesis by Regulating Signaling Pathways 
for De Novo Lipogenesis and ATP Generation. Toxicology 
and Applied Pharmacology 2019, 365:51–60.

[137] Gao J, Xiong R, Xiong D, Zhao W, Zhang S, Yin T, 
et  al.: The Adenosine Monophosphate (AMP) Analog, 
5-Aminoimidazole-4-Carboxamide Ribonucleotide 
(AICAR) Inhibits Hepatosteatosis and Liver Tumorigenesis 
in a High-Fat Diet Murine Model Treated with 
Diethylnitrosamine (DEN). Medical Science Monitor: 
International Medical Journal of Experimental and 
Clinical Research 2018, 24:8533–8543.

[138] O’Farrell M, Duke G, Crowley R, Buckley D, Martins EB, 
Bhattacharya D, et al.: FASN Inhibition Targets Multiple 
Drivers of NASH by Reducing Steatosis, Inflammation 
and Fibrosis in Preclinical Models. Scientifc Reports 2022, 
12:15661.

[139] Zhang J, Liu Z, Lian Z, Liao R, Chen Y, Qin Y, et  al.: 
Monoacylglycerol Lipase: A Novel Potential Therapeutic 
Target and Prognostic Indicator for Hepatocellular 
Carcinoma. Scientific Reports 2016, 6:35784.

[140] Zou XZ, Hao JF, Zhou XH: Inhibition of SREBP-1 
Activation by a Novel Small-Molecule Inhibitor Enhances 
the Sensitivity of Hepatocellular Carcinoma Tissue to 
Radiofrequency Ablation. Frontiers in Oncology 2021, 
11:796152.

[141] Huang T, Wu X, Yan S, Liu T, Yin X: Synthesis and In 
Vitro Evaluation of Novel Spiroketopyrazoles as Acetyl-
CoA Carboxylase Inhibitors and Potential Antitumor 
Agents. European Journal of Medicinal Chemistry 2021, 
212:113036.

[142] Nakano D, Kawaguchi T, Iwamoto H, Hayakawa M, Koga 
H, Torimura T: Effects of Canagliflozin on Growth and 
Metabolic Reprograming in Hepatocellular Carcinoma 
Cells: Multi-omics Analysis of Metabolomics and 
Absolute Quantification Proteomics (iMPAQT). PLoS One 
2020, 15:e0232283.

[143] You BJ, Hour MJ, Chen LY, Luo SC, Hsu PH, Lee HZ: 
Fenofibrate Induces Human Hepatoma Hep3B Cells 
Apoptosis and Necroptosis Through Inhibition of 
Thioesterase Domain of Fatty Acid Synthase. Scientific 
Reports 2019, 9:3306.

[144] Amrutha NA, Archana PR, Mohan SG, Anto RJ, Sadasivan 
C: Pyridine Derivatives as Anticancer Lead Compounds 
with Fatty Acid Synthase as the Target: An in Silico-
guided In Vitro Study. Journal of Cellular Biochemistry 
2019, 120:16643–16657.

[145] Xu A, Wang B, Fu J, Qin W, Yu T, Yang Z, et al.: Diet-
induced Hepatic Steatosis Activates Ras to Promote 
Hepatocarcinogenesis via CPT1α. Cancer Letters 2019, 
442:40–52.

[146] Yao J, Man S, Dong H, Yang L, Ma L, Gao W: Combinatorial 
Treatment of Rhizoma Paridis Saponins and Sorafenib 
Overcomes the Intolerance of Sorafenib. The Journal 
of Steroid Biochemistry and Molecular Biology 2018, 
183:159–166.

[147] Pattanayak SP, Bose P, Sunita P, Siddique MUM, Lapenna 
A: Bergapten Inhibits Liver Carcinogenesis by Modulating 
LXR/PI3K/Akt and IDOL/LDLR Pathways. Biomedicine & 
Pharmacotherapy 2018, 108:297–308.

[148] Man S, Yao J, Lv P, Liu Y, Yang L, Ma L: Curcumin-
enhanced Antitumor Effects of Sorafenib via Regulating 
the Metabolism and Tumor Microenvironment. Food & 
Function 2020, 11:6422–6432.

[149] Meng H, Shen M, Li J, Zhang R, Li X, Zhao L, et al.: Novel 
SREBP1 Inhibitor Cinobufotalin Suppresses Proliferation 
of Hepatocellular Carcinoma by Targeting Lipogenesis. 
European Journal of Pharmacology 2021, 906:174280.

[150] Ding Y, Gu Z, Wang Y, Wang S, Chen H, Zhang H, et al.: 
Clove Extract Functions as a Natural Fatty Acid Synthesis 
Inhibitor and Prevents Obesity in a Mouse Model. Food 
& Function 2017, 8:2847–2856.

[151] Chen JW, Kong ZL, Tsai ML, Lo CY, Ho CT, Lai CS: 
Tetrahydrocurcumin Ameliorates Free Fatty Acid-induced 
Hepatic Steatosis and Improves Insulin Resistance in 
HepG2 Cells. Journal of Food and Drug Analysis 2018, 
26:1075–1085.

[152] Li H, Xiang L, Yang N, Cao F, Li C, Chen P, et  al.: 
Zhiheshouwu Ethanol Extract Induces Intrinsic Apoptosis 
and Reduces Unsaturated Fatty Acids via SREBP1 
Pathway in Hepatocellular Carcinoma Cells. Food and 
Chemical Toxicology: An International Journal Published 
for the British Industrial Biological Research Association 
2018, 119:169–175.

[153] Mo Y, Wu Y, Li X, Rao H, Tian X, Wu D, et al.: Osthole 
Delays Hepatocarcinogenesis in Mice by Suppressing 
AKT/FASN Axis and ERK Phosphorylation. European 
Journal of Pharmacology 2020, 867:172788.

[154] Yu R, Zhang ZQ, Wang B, Jiang HX, Cheng L, Shen LM: 
Berberine-induced Apoptotic and Autophagic Death 
of HepG2 Cells Requires AMPK Activation. Cancer Cell 
International 2014, 14:49.

[155] Zheng YS, Zhang JY, Zhang DH: Fatsioside A-Induced 
Apoptotic Death of HepG2 Cells Requires Activation 
of AMP-Activated Protein Kinase. Molecular Medicine 
Reports 2015, 12:5679–5684.

[156] Yin F, Feng F, Wang L, Wang X, Li Z, Cao Y: SREBP-1 
Inhibitor Betulin Enhances the Antitumor Effect of 
Sorafenib on Hepatocellular Carcinoma via Restricting 
Cellular Glycolytic Activity. Cell Death & Disease 2019, 
10:672.

[157] Forbes-Hernández TY, Giampieri F, Gasparrini M, Afrin 
S, Mazzoni L, Cordero MD, et  al.: Lipid Accumulation 
in HepG2 Cells Is Attenuated by Strawberry Extract 
Through AMPK Activation. Nutrients 2017, 9:621.

[158] Yu MH, Tsai MC, Wang CC, Wu SW, Chang YJ, Wu CH, 
et  al.: Mulberry Leaf Polyphenol Extract and Rutin 
Induces Autophagy Regulated by p53 in Human 
Hepatoma HepG2 Cells. Pharmaceuticals (Basel) 2021, 
14:1310.



Acta  
Materia  
Medica Review Article

506   Acta Materia Medica 2024, Volume 3, Issue 4, p. 477-508 
© 2024 The Authors. Creative Commons Attribution 4.0 International License

[159] Ren G, Guo JH, Feng CL, Ding YW, Dong B, Han YX, 
et  al.: Berberine Inhibits Carcinogenesis Through 
Antagonizing the ATX-LPA-LPAR2-p38-Leptin Axis in a 
Mouse Hepatoma Model. Molecular Therapy Oncolytics 
2022, 26:372–386.

[160] Di TM, Yang SL, Du FY, Zhao L, Li XH, Xia T, et  al.: 
Oleiferasaponin A2, a Novel Saponin from Camellia 
oleifera Abel. Seeds, Inhibits Lipid Accumulation of 
HepG2 Cells Through Regulating Fatty Acid Metabolism. 
Molecules 2018, 23:3296.

[161] Huang CH, Shiu SM, Wu MT, Chen WL, Wang SG, Lee HM: 
Monacolin K Affects Lipid Metabolism Through SIRT1/
AMPK Pathway in HepG2 Cells. Archives of Pharmacal 
Research 2013, 36:1541–155.

[162] Schreiber R, Xie H, Schweiger M: Of Mice and Men: 
The Physiological Role of Adipose Triglyceride Lipase 
(ATGL). Biochimica Et Biophysica Acta-Molecular and 
Cell Biology of Lipids 2019, 1864:880–899.

[163] Li T, Guo W, Zhou Z: Adipose Triglyceride Lipase in 
Hepatic Physiology and Pathophysiology. Biomolecules 
2021, 12:57.

[164] 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 Carcinoma Proliferation. 
Molecular Cancer 2018, 17:90.

[165] Di Leo L, Vegliante R, Ciccarone F, Salvatori I, Scimeca 
M, Bonanno E, et  al.: Forcing ATGL Expression in 
Hepatocarcinoma Cells Imposes Glycolytic Rewiring 
thRough PPAR-α/p300-Mediated Acetylation of p53. 
Oncogene 2019, 38:1860–1875.

[166] Wu JW, Wang SP, Alvarez F, Casavant S, Gauthier N, Abed 
L, et al.: Deficiency of Liver Adipose Triglyceride Lipase in 
Mice Causes Progressive Hepatic Steatosis. Hepatology 
2011, 54:122–132.

[167] Reid BN, Ables GP, Otlivanchik OA, Schoiswohl G, 
Zechner R, Blaner WS, et  al.: Hepatic Overexpression 
of Hormone-Sensitive Lipase and Adipose Triglyceride 
Lipase Promotes Fatty Acid Oxidation, Stimulates 
Direct Release of Free Fatty Acids, and Ameliorates 
Steatosis. The Journal of Biological Chemistry 2008, 
283:13087–13099.

[168] Turnbull PC, Longo AB, Ramos SV, Roy BD, Ward 
WE, Peters SJ: Increases in Skeletal Muscle ATGL and 
its Inhibitor G0S2 Following 8 Weeks of Endurance 
Training in Metabolically Different Rat Skeletal Muscles. 
American Journal of Physiology-Regulatory, Integrative 
and Comparative Physiology 2016, 310:R125–R133.

[169] Riegler-Berket L, Wechselberger L, Cerk IK, Padmanabha 
Das KM, Viertlmayr R, Kulminskaya N, et al.: Residues of 
the Minimal Sequence of G0S2 Collectively Contribute 
to ATGL Inhibition While C-and N-Terminal Extensions 
Promote Binding to ATGL. Biochimica Et Biophysica Acta-
Molecular and Cell Biology of Lipids 2022, 1867:159105.

[170] Wong CP, Kaneda T, Morita H: Plant Natural Products as 
an Anti-Lipid Droplets Accumulation Agent. Journal of 
Natural Medicines 2014, 68:253–266.

[171] Zong Z, Liu J, Wang N, Yang C, Wang Q, Zhang W, et al.: 
Nicotinamide Mononucleotide Inhibits Hepatic Stellate 
Cell Activation to Prevent Liver Fibrosis via Promoting 
PGE(2) Degradation. Free Radical Biology and Medicine 
2021, 162:571–581.

[172] Sun Z, Liu L, Liang H, Zhang L: Nicotinamide 
Mononucleotide Induces Autophagy and Ferroptosis 

via AMPK/mTOR Pathway in Hepatocellular Carcinoma. 
Molecular Carcinogenesis 2024, 63:577–588.

[173] Althaher AR: An Overview of Hormone-Sensitive Lipase 
(HSL). TheScientificWorldJournal 2022, 2022:1964684.

[174] Mir SA, Dar A, Hamid L, Nisar N, Malik JA, Ali T, et al.: 
Flavonoids as Promising Molecules in the Cancer 
Therapy: An Insight. Current Research in Pharmacology 
and Drug Discovery 2024, 6:100167.

[175] Lee JE, Kim EJ, Kim MH, Hong J, Yang WM: Polygonatum 
Stenophyllum Improves Menopausal Obesity via 
Regulation of Lipolysis-related Enzymes. Journal of 
Natural Medicines 2016, 70:789–796.

[176] Suzuki H, Kohjima M, Tanaka M, Goya T, Itoh S, Yoshizumi 
T, et  al.: Metabolic Alteration in Hepatocellular 
Carcinoma: Mechanism of Lipid Accumulation in Well-
Differentiated Hepatocellular Carcinoma. Canadian 
Journal of Gastroenterology and Hepatology 2021, 
2021:8813410.

[177] Xia B, Cai GH, Yang H, Wang SP, Mitchell GA, Wu 
JW: Adipose Tissue Deficiency of Hormone-Sensitive 
Lipase Causes Fatty Liver in Mice. PLoS Genetics 2017, 
13:e1007110.

[178] Lei P, Tian S, Teng C, Huang L, Liu X, Wang J, et  al.: 
Sulforaphane Improves Lipid Metabolism by Enhancing 
Mitochondrial Function and Biogenesis In Vivo and In 
Vitro. Molecular Nutrition and Food Research 2019, 
63:e1800795.

[179] Peng CH, Liu LK, Chuang CM, Chyau CC, Huang CN, 
Wang CJ: Mulberry Water Extracts Possess an Anti-
obesity Effect and Ability to Inhibit Hepatic Lipogenesis 
and Promote Lipolysis. Journal of Agricultural and Food 
Chemistry 2011, 59:2663–2671.

[180] Lass A, Zimmermann R, Oberer M, Zechner R: Lipolysis 
- A Highly Regulated Multi-enzyme Complex Mediates 
the Catabolism of Cellular Fat Stores. Progress in Lipid 
Research 2011, 50:14–27.

[181] Deng H, Li W: Monoacylglycerol Lipase Inhibitors: 
Modulators for Lipid Metabolism in Cancer Malignancy, 
Neurological and Metabolic Disorders. Acta 
Pharmaceutica Sinica. B 2020, 10:582–602.

[182] De Leo M, Huallpa CG, Alvarado B, Granchi C, Poli G, 
De Tommasi N, et  al.: New Diterpenes From Salvia 
pseudorosmarinus and Their Activity as Inhibitors of 
Monoacylglycerol Lipase (MAGL). Fitoterapia 2018, 
130:251–258.

[183] Mei J, Guo R, Zhang F, Zhang H, Yang X, Yu B, et  al.: 
Identification of Bioactive Natural Products Using 
Yeast: Application to Monoacylglycerol Lipase Inhibitor 
Extraction From Corydalis Rhizoma. Biomedicine and 
Pharmacotherapy 2022, 149:112798.

[184] Burke JE, Dennis EA: Phospholipase A2 Biochemistry. 
Cardiovascular Drugs and Therapy 2009, 23:49–59.

[185] Kudo I, Murakami M: Phospholipase A2 Enzymes. 
Prostaglandins and Other Lipid Mediators 2002, 
68–69:3–58.

[186] Bennett M, Gilroy DW: Lipid Mediators in Inflammation. 
Microbiology Spectrum 2016, 4:1–21.

[187] Ranjpour M, Wajid S, Jain SK: Elevated Expression of 
Cytosolic Phospholipase A2 Delta is Associated With 
Lipid Metabolism Dysregulation During Hepatocellular 
Carcinoma Progression. Cell Journal 2020, 22:17–22.

[188] Ying Z, Tojo H, Komatsubara T, Nakagawa M, Inada 
M, Kawata S, et  al.: Enhanced Expression of Group II 



Acta  
Materia  
MedicaReview Article

Acta Materia Medica 2024, Volume 3, Issue 4, p. 477-508   507 
© 2024 The Authors. Creative Commons Attribution 4.0 International License

Phospholipase A2 in Human Hepatocellular Carcinoma. 
Biochimica et Biophysica Acta 1994, 1226:201–205.

[189] Tao Y, Li Y, Liu X, Deng Q, Yu Y, Yang Z: Nonsteroidal 
Anti-inflammatory Drugs, Especially Aspirin, Are Linked 
to Lower Risk and Better Survival of Hepatocellular 
Carcinoma: A Meta-Analysis. Cancer Management and 
Research 2018, 10:2695–2709.

[190] Singh N, Jabeen T, Sharma S, Somvanshi RK, Dey 
S, Srinivasan A, et  al.: Specific Binding of Non-
steroidal Anti-inflammatory Drugs (NSAIDs) to 
Phospholipase A2: Structure of the Complex Formed 
Between Phospholipase A2 and Diclofenac at 2.7 A 
Resolution. Acta Crystallographica Section D: Biological 
Crystallography 2006, 62:410–416.

[191] Mouchlis VD, Mavromoustakos TM, Kokotos G: Design 
of New Secreted Phospholipase A2 Inhibitors Based on 
Docking Calculations by Modifying the Pharmacophore 
Segments of the FPL67047XX Inhibitor. Journal of 
Computer-Aided Molecular Design 2010, 24:107–115.

[192] Ma K, Chen Y, Liang X, Miao J, Zhao Q: Inhibition of 
5-Lipoxygenase Inhibitor Zileuton in High-Fat Diet-
Induced Nonalcoholic Fatty Liver Disease Progression 
Model. Iranian Journal of Basic Medical Sciences 2017, 
20:1207–1212.

[193] Hajicek N, Keith NC, Siraliev-Perez E, Temple BR, Huang 
W, Zhang Q, et  al.: Structural Basis for the Activation 
of PLC-γ Isozymes by Phosphorylation and Cancer-
associated Mutations. Elife 2019, 8:e51700.

[194] Suh PG, Park JI, Manzoli L, Cocco L, Peak JC, Katan 
M, et  al.: Multiple Roles of Phosphoinositide-specific 
Phospholipase C Isozymes. BMB Reports 2008, 41:415–434.

[195] Kim HY, Suh PG, Kim JI: The Role of Phospholipase C 
in GABAergic Inhibition and its Relevance to Epilepsy. 
International Journal of Molecular Sciences 2021, 22:3149.

[196] Niu M, Yi M, Li N, Wu K, Wu K: Advances of Targeted 
Therapy for Hepatocellular Carcinoma. Frontiers in 
Oncology 2021, 11:719896.

[197] Seo EB, Jang HJ, Kwon SH, Kwon YJ, Kim SK, Lee SH, et al.: 
Loss of Phospholipase Cγ1 Suppresses Hepatocellular 
Carcinogenesis Through Blockade of STAT3-mediated 
Cancer Development. Hepatology Communications 
2022, 6:3234–3246.

[198] Chang YS, Adnane J, Trail PA, Levy J, Henderson A, Xue 
D, et al.: Sorafenib (BAY 43-9006) Inhibits Tumor Growth 
and Vascularization and Induces Tumor Apoptosis and 
Hypoxia in RCC Xenograft Models. Cancer Chemotherapy 
and Pharmacology 2007, 59:561–574.

[199] Kim YS, Lee YM, Oh TI, Shin DH, Kim GH, Kan SY, et al.: 
Emodin Sensitizes Hepatocellular Carcinoma Cells to the 
Anti-Cancer Effect of Sorafenib Through Suppression 
of Cholesterol Metabolism. International Journal of 
Molecular Sciences 2018, 19:3127.

[200] Kim TH, Lee KM, Hong ND, Jung YS: Anti-platelet and 
Anti-thrombotic Effect of a Traditional Herbal Medicine 
Kyung-Ok-Ko. Journal of Ethnopharmacology 2016, 
178:172–179.

[201] Jain D, Murti Y, Khan WU, Hossain R, Hossain MN, 
Agrawal KK, et  al.: Roles of Therapeutic Bioactive 
Compounds in Hepatocellular Carcinoma. Oxidative 
Medicine and Cellular Longevity 2021, 2021:9068850.

[202] Ray U, Roy SS: Aberrant Lipid Metabolism in Cancer Cells 
- The Role of Oncolipid-activated Signaling. The FEBS 
Journal 2018, 285:432–443.

[203] Rivera-Lopez CM, Tucker AL, Lynch KR: Lysophosphatidic 
Acid (LPA) and Angiogenesis. Angiogenesis 2008, 
11:301–310.

[204] Liu S, Murph M, Panupinthu N, Mills GB: ATX-LPA 
Receptor Axis in Inflammation and Cancer. Cell Cycle 
2009, 8:3695–3701.

[205] She S, Zhang Q, Shi J, Yang F, Dai K: Roles of Autotaxin/
Autotaxin-Lysophosphatidic Acid Axis in the Initiation 
and Progression of Liver Cancer. Frontiers in Oncology 
2022, 12:922945.

[206] Sengupta D, Chowdhury KD, Sarkar A, Paul S, 
Sadhukhan GC: Berberine and S Allyl Cysteine Mediated 
Amelioration of DEN+CCl4 Induced Hepatocarcinoma. 
Biochimica et Biophysica Acta 2014, 1840:219–244.

[207] Qu L, Liu Y, Deng J, Ma X, Fan D: Ginsenoside Rk3 is 
a Novel PI3K/AKT-targeting Therapeutics Agent that 
Regulates Autophagy and Apoptosis in Hepatocellular 
Carcinoma. Journal of Pharmaceutical Analysis 2023, 
13:463–482.

[208] Hannun YA, Obeid LM: Principles of Bioactive Lipid 
Signalling: Lessons from Sphingolipids. Nature Reviews. 
Molecular Cell Biology 2008, 9:139–150.

[209] Gomez-Larrauri A, Das Adhikari U, Aramburu-Nuñez 
M, Custodia A, Ouro A: Ceramide Metabolism Enzymes-
Therapeutic Targets Against Cancer. Medicina (Kaunas) 
2021, 57:729.

[210] Coant N, Sakamoto W, Mao C, Hannun YA: Ceramidases, 
Roles in Sphingolipid Metabolism and in Health and 
Disease. Advances in Biological Regulation 2017, 
63:122–131.

[211] Tagaram HR, Divittore NA, Barth BM, Kaiser JM, Avella 
D, Kimchi ET, et al.: Nanoliposomal Ceramide Prevents 
In Vivo Growth of Hepatocellular Carcinoma. Gut 2011, 
60:695–701.

[212] Morales A, París R, Villanueva A, Llacuna L, García-Ruiz C, 
Fernández-Checa JC: Pharmacological Inhibition or Small 
Interfering RNA Targeting Acid Ceramidase Sensitizes 
Hepatoma Cells to Chemotherapy and Reduces Tumor 
Growth In Vivo. Oncogene 2007, 26:905–916.

[213] Liu B, Xiao J, Dong M, Qiu Z, Jin J: Human Alkaline 
Ceramidase 2 Promotes the Growth, Invasion, and 
Migration of Hepatocellular Carcinoma Cells via 
Sphingomyelin Phosphodiesterase Acid-like 3B. Cancer 
Science 2020, 111:2259–2274.

[214] Yin Y, Xu M, Gao J, Li M: Alkaline Ceramidase 3 Promotes 
Growth of Hepatocellular Carcinoma Cells via Regulating 
S1P/S1PR2/PI3K/AKT Signaling. Pathology, Research and 
Practice 2018, 214:1381–1387.

[215] Yura Y, Masui A, Hamada M: Inhibitors of Ceramide- 
and Sphingosine-Metabolizing Enzymes as Sensitizers 
in Radiotherapy and Chemotherapy for Head and Neck 
Squamous Cell Carcinoma. Cancers (Basel) 2020, 12:2062.

[216] Li L, Wang H: Heterogeneity of Liver Cancer and 
Personalized Therapy. Cancer Letters 2016, 379:191–197.

[217] Wang C, Chen Z, Yi Y, Ding Y, Xu F, Kang H, et al.: RBM45 
Reprograms Lipid Metabolism Promoting Hepatocellular 
Carcinoma via Rictor and ACSL1/ACSL4. Oncogene 2024, 
43:328–340.

[218] Sato Y, Nishiofuku H, Yasumoto T, Nakatsuka A, 
Matsuo K, Kodama Y, et  al.: Multicenter Phase II 
Clinical Trial of Sorafenib Combined with Transarterial 
Chemoembolization for Advanced Stage Hepatocellular 
Carcinomas (Barcelona Clinic Liver Cancer Stage C): STAB 



Acta  
Materia  
Medica Review Article

508   Acta Materia Medica 2024, Volume 3, Issue 4, p. 477-508 
© 2024 The Authors. Creative Commons Attribution 4.0 International License

Study. Journal of Vascular and Interventional Radiology: 
JVIR 2018, 29:1061–1067.

[219] Cheng AL, Kang YK, Chen Z, Tsao CJ, Qin S, Kim JS, et al.: 
Efficacy and Safety of Sorafenib in Patients in the Asia-
Pacific Region with Advanced Hepatocellular Carcinoma: 
a Phase III Randomised, Double-blind, Placebo-controlled 
Trial. The Lancet. Oncology 2009, 10:25–34.

[220] Bruix J, Takayama T, Mazzaferro V, Chau GY, Yang J, Kudo 
M, et  al.: STORM Investigators: Adjuvant Sorafenib for 
Hepatocellular Carcinoma after Resection or Ablation 
(STORM): a Phase 3, Randomised, Double-blind, Placebo-
controlled Trial. The Lancet. Oncology 2015, 16:1344–1354.

[221] Lencioni R, Llovet JM, Han G, Tak WY, Yang J, Guglielmi A, 
et al.: Sorafenib or Placebo Plus TACE with Doxorubicin-
Eluting Beads for Intermediate Stage HCC: The SPACE 
Trial. Journal of Hepatology 2016, 64:1090–1098.

[222] Park JW, Kim YJ, Kim DY, Bae SH, Paik SW, Lee YJ, et al.: 
Sorafenib with or without Concurrent Transarterial 
Chemoembolization in Patients with Advanced 
Hepatocellular Carcinoma: The Phase III STAH Trial. 
Journal of Hepatology 2019, 70:684–691.

[223] Wang X, Wang N, Li H, Liu M, Cao F, Yu X, et  al.: 
Up-regulation of PAI-1 and Down-regulation of uPA Are 
Involved in Suppression of Invasiveness and Motility of 
Hepatocellular Carcinoma Cells by a Natural Compound 
Berberine. International Journal of Molecular Sciences 
2016, 17:577.

[224] Chang X, Zheng Y, Xu K: Single-Cell RNA Sequencing: 
Technological Progress and Biomedical Application 
in Cancer Research. Molecular Biotechnology 2024, 
66:1497–1519.

[225] Du J, An ZJ, Huang ZF, Yang YC, Zhang MH, Fu XH, et al.: 
Novel Insights from Spatial Transcriptome Analysis in 
Solid Tumors. International Journal of Biological Sciences 
2023, 19:4778–4792.

[226] Patarat R, Riku S, Kunadirek P, Chuaypen N, Tangkijvanich 
P, Mutirangura A, et al.: The Expression of FLNA and CLU 
in PBMCs as a Novel Screening Marker for Hepatocellular 
Carcinoma. Scientific Reports 2021, 11:14838.

[227] Elia I, Schmieder R, Christen S, Fendt SM: Organ-Specific 
Cancer Metabolism and Its Potential for Therapy. 
Handbook of Experimental Pharmacology 2016, 
233:321–353.

[228] Liberzon A, Birger C, Thorvaldsdóttir H, Ghandi M, 
Mesirov JP, Tamayo P: The Molecular Signatures 
Database (MSigDB) Hallmark Gene Set Collection. Cell 
Systems 2015, 1:417–425.

[229] Meng Y, Zhao Q, An L, Jiao S, Li R, Sang Y, et  al.: A 
TNFR2-hnRNPK Axis Promotes Primary Liver Cancer 
Development via Activation of YAP Signaling in Hepatic 
Progenitor Cells. Cancer Research 2024, 81:3036–3050.

[230] Wang X, Ma Y, Xu Q, Shikov AN, Pozharitskaya ON, 
Flisyuk EV, et al.: Flavonoids and Saponins: What Have 
We Got or Missed? Phytomedicine 2023, 109:154580.




