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Abstract

Amino acid metabolism is central to the liver’s multifaceted physiology, serving as the cornerstone for
protein homeostasis, metabolic integration, and tissue repair and regeneration. In addition, the
dysregulation of amino acid metabolism is intricately linked to the pathogenesis and progression of a wide
spectrum of liver diseases, acting as a central pathological driver beyond a passive metabolic
consequence. In metabolic dysfunction-associated steatotic liver disease (MASLD), characteristic
alterations in circulating branched-chain amino acids (BCAAs) and glycine levels directly promote hepatic
steatosis, oxidative stress, and inflammation. The progression to hepatocellular carcinoma (HCC) is
fueled by a profound metabolic reprogramming that creates a dependency on amino acids like glutamine
and aspartate for energy and biomass, while methionine and tryptophan metabolism foster an
immunosuppressive microenvironment and epigenetic dysregulation to facilitate immune evasion and
tumor growth. Furthermore, in liver fibrosis and cirrhosis, metabolic adaptations support disease
progression, whereas in hepatic encephalopathy, the hallmark imbalance between BCAAs and aromatic
amino acids, coupled with ammonia neurotoxicity, disrupts neurotransmitter balance. These
disease-specific alterations not only provide robust biomarkers for diagnosis and prognosis but, more
importantly, reveal critical therapeutic vulnerabilities. Consequently, targeting amino acid metabolism
emerges as a promising strategic avenue, encompassing dietary interventions, targeted supplementation,
and pharmacological inhibition for the development of novel therapeutics across the landscape of liver
diseases. This review aims to systematically expound on these dual physiological and pathological roles,
arguing that such disease-specific metabolic alterations not only provide biomarkers but, more
importantly, unveil targetable vulnerabilities, thereby positioning amino acid metabolism as a strategic
frontier for developing novel therapeutics across liver diseases.
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1. Introduction

The liver occupies a unique and dual-functional
position within the human physiological system.
Functioning as a central metabolic hub, it orchestrates
the metabolism of key nutrients, including glucose,
lipids, and amino acids [1]. Moreover, the liver acts as
a pivotal immune organ, harboring diverse immune

cell populations and playing a critical role in host
defense against pathogens [2]. Amino acids, which are
defined as organic compounds containing both amine
and carboxylic acid functional groups, serve as the
fundamental building blocks for protein synthesis in
cellular metabolism [3]. In addition, amino acids serve
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as intermediate metabolites that affect the
biosynthesis of lipids, glutathione, nucleotides,
glucosamine, and polyamines, as well as cell
proliferation and tricarboxylic acid cycle carbon flux
[4,5]. The liver contains a rich pool of amino acids,
including abundant non-essential types—such as
alanine, aspartate, glutamate, glycine, and serine—as
well as essential amino acids like histidine and
threonine [5]. Importantly, amino acids function not
only as substrates for protein synthesis but also as key
regulators in maintaining the homeostasis of the
hepatic microenvironment, mediated by both
hepatocytes and non-parenchymal cells [6, 7].

A growing body of recent evidence underscores
that disruptions in amino acid metabolism within the
hepatic microenvironment are closely linked to the
onset and progression of a spectrum of chronic liver
diseases, including metabolic dysfunction-associated
steatotic liver disease (MASLD), hepatocellular
carcinoma (HCC), liver failure and pathological
processes such as liver fibrosis, regeneration [8,9,10].
Consistent with this, clinical studies reveal that
patients with chronic liver disease consistently
display characteristic alterations in their plasma
amino acid profiles. For instance, circulating amino
acid levels may exhibit a potential causal relationship
with MASLD risk; however, the underlying
pathophysiological mechanisms remain to be fully
elucidated [10]. A hallmark of HCC progression is the
loss of tyrosine catabolism, which results in elevated
serum tyrosine levels and is frequently associated
with the inhibition of the enzyme 4-hydroxyphenyl-
pyruvate dioxygenase (4-HPD) [11]. Similarly,
large-scale metabolomic studies on NAFLD have
demonstrated that alterations in specific amino acids,
such as glutamic acid and glycine, are independently
associated with the severity of liver fibrosis [9].
Furthermore, patients with compensated liver disease
exhibit a characteristic imbalance in the ratio between
aromatic amino acids (AAAs) and branched-chain
amino acids (BCAAs) [12]. Consequently, the serum
ratio of branched-chain amino acids to tyrosine
(BCAA/Tyr) has been demonstrated to hold
significant prognostic value for patients with cirrhosis
[13].

Moving beyond their metabolic roles, amino
acids—once considered primarily as nutrients—are
now recognized as pivotal signaling molecules
integral to a wide range of biological processes. Cells
meticulously modulate critical functions—including
protein synthesis and degradation, homeostasis
maintenance, and cell fate decisions—by sensing
fluctuations in both intracellular and extracellular
amino acid concentrations [14]. A prime example is
the mTORC1 kinase, a master regulator of cell growth,

whose activity is synergistically controlled by the
integration of amino acid and growth factor signaling
pathways [15,16]. This regulatory function is
particularly evident in tumor biology, where amino
acid metabolic reprogramming critically influences
cancer cell proliferation, survival, and interactions
with the immune system. For instance, the HIF-1
signaling pathway drives tumor progression by
coordinately regulating diverse metabolic pathways,
including those for carbohydrates, nucleotides, lipids,
and amino acids [17]. Beyond systemic and
tumorigenic contexts, enteric endocrine cells (EECs)
directly sense dietary amino acids via specific
receptors, leading to the secretion of regulatory
peptides that modulate feeding behavior [18]. In
summary, this paradigm shift—from viewing amino
acids solely as nutrients to recognizing them as
integral signaling molecules—provides a novel
conceptual framework for understanding chronic
liver disease pathogenesis and opens promising
avenues for therapeutic intervention.

2. Amino acid metabolic networks in the
liver

2.1 Hepatocytes

Hepatocytes efficiently take up the majority of
amino acids (with the exception of branched-chain
amino acids) via specific transporters, a process that
underpins the liver'’s central role in maintaining
systemic amino acid homeostasis [19]. Specific
transporters, including SLC7A2 and SLC38A2, are
critical for this catabolic function, and their expression
is itself regulated to fine-tune hepatic amino acid
uptake [20]. This regulatory layer is further
exemplified by RAP1A, which, upon activation,
promotes the internalization of membrane-bound
amino acid transporters, thereby reducing hepatic
amino acid uptake and subsequent mTORC1
signaling pathway activation [21]. Following uptake,
amino acids are catabolized within hepatocytes,
yielding products such as wurea, gluconeogenic
precursors, and other bioactive molecules. Amino
acid stimulation triggers a coordinated response in
hepatocytes, enhancing gluconeogenesis and
ureagenesis while concurrently activating AMPK
through an ASSl-dependent mechanism, thereby
modulating energy metabolism [22]. Beyond their
catabolic roles, certain amino acids like glutamine
serve as key nitrogen donors in hepatic mitochondrial
metabolism and replenish metabolic intermediates
through anaplerotic reactions. Notably, dysregulation
of glutamine metabolism in liver disease states can
trigger significant metabolic reprogramming [23]. In
summary, hepatocytes demonstrate remarkable
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plasticity and reprogramming capacity within their
intricate amino acid metabolic networks. This
inherent plasticity is essential for maintaining hepatic
homeostasis through the coordinated regulation of
amino acid, lipid, and glucose metabolism.
Consequently, pathological conditions—including
steatosis, chronic liver disease, and HCC—disrupt
these finely tuned mechanisms, culminating in
systemic metabolic dysregulation.

2.2 Non-parenchymal cells (NPCs)

Beyond the central role of hepatocytes, NPCs are
increasingly recognized as crucial contributors to the
hepatic amino acid metabolic network. For instance,
hepatic stellate cells (HSCs) modulate amino acid
metabolism in hepatocytes in a paracrine manner by
secreting signaling molecules like R-spondin 3 and
hepatocyte growth factor [24]. A specific example is
that HSCs wupregulate glutaminase 1 (GLS1)
expression  through the ROS-Wnt/p-Catenin
pathway, thereby promoting glutamine catabolism.
This function is distinct from hepatocytes, which
predominantly express the GLS2 isoform [25].
Similarly, cholangiocytes participate in serine
metabolism and contribute to bile acid synthesis,

i HCC/steatosis
i /chronic liver disea

functions that are clearly distinct from the urea cycle
activities predominant in hepatocytes [26]. Likewise,
endothelial cells utilize glycine metabolism to support
immune regulation and maintain vascular barrier
integrity, highlighting a metabolic specialization
separate from the energy-producing pathways central
to hepatocytes [27]. The functional interplay between
NPCs and hepatocytes is particularly evident during
liver regeneration. In this process, hepatocyte growth
factor (HGF) secreted by NPCs activates the
mTORC1-ATF4 axis in hepatocytes, driving the
synthesis of alanine, aspartate, and methionine [28].
Furthermore, under conditions of disrupted
hepatocyte lipid metabolism, HSCs can compensate
for the energy deficit by enhancing their own
glutamine metabolism [29]. Single-cell RNA
sequencing studies provide further evidence of
metabolic rewiring in disease states. For example, in
fatty liver disease, HSCs upregulate genes involved in
lipid metabolism, whereas hepatocytes downregulate
the amino acid transporter SLC7A2 [20]. This
integrated regulatory network within the liver lobule
is depicted in Figure 1.

d cell .
high AA
antigen '?

Figure 1. Schematic illustration of the hepatic amino acid metabolic network, integrating roles of hepatocytes, non-parenchymal cells (NPCs), and systemic regulators. In
hepatocytes, amino acid uptake via transporters (e.g., SLC7A2, SLC38A2) fuels catabolism and anabolism, regulated by RAPIA and the ASSI-AMPK axis. Key regulatory hubs
include the mTORCI1-ATF4 positive feedback loop, which coordinates amino acid flux and synthesis, and the GCN2-elF2a-ATF4 pathway, activated by amino acid deprivation.
NPCs, including hepatic stellate cells (HSCs), cholangiocytes, and endothelial cells, contribute via paracrine signaling and specialized metabolism. Systemic integration occurs via
the liver-pancreas axis, where hyperaminoacidemia stimulates glucagon release, activating hepatic PKA signaling to enhance catabolism. Gut microbiota-derived metabolites
modulate hepatic metabolism through cGMP-PKG and PI3K/AKT pathways. Disruption of this network underlies pathologies such as steatosis, chronic liver disease, and HCC.
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2.3 Integrated regulatory network

The mammalian target of rapamycin (mTOR) is a
central serine/threonine kinase that plays a master
regulatory role in cell growth and metabolism [30].
The mTORC1 is particularly sensitive to fluctuations
in amino acid availability, integrating intracellular
signals derived from amino acids to coordinately
control the metabolism of amino acids, glucose,
nucleotides, and lipids [31]. For instance, in
hepatocytes, insulin-stimulated mTORC1 activation
promotes the synthesis of specific amino acids,
including serine, alanine, and cysteine [28]. Beyond
transcriptional regulation, mTORC1 also modulates
amino acid metabolism through post-translational
mechanisms, such as phosphorylating downstream
effectors to inhibit the activity of the cystine/
glutamate antiporter (system xc-) [32]. Activating
transcription factor 4 (ATF4) is a central
transcriptional regulator of the integrated stress
response (ISR) [33]. Under conditions of amino acid
deprivation or general nutritional stress, ATF4
expression is primarily induced via the GCN2-elF2a
axis, wherein phosphorylation of elF2a serves as the
pivotal upstream event triggering its translation [34].
Upon activation, ATF4 transcriptionally upregulates a
suite of genes encoding amino acid transporters (e.g.,
SLC1A5) and metabolic enzymes (e.g., ASNS, ASS1,
PHGDH) to sustain intracellular amino acid pools and
redox homeostasis [35]. mMTOR and ATF4 constitute a
core regulatory axis that often operates through a
positive feedback loop to amplify amino acid
metabolic flux, mTORC1 signaling can enhance ATF4
expression [36]. In turn, ATF4-upregulated amino
acid transporters increase nutrient uptake, which
sustains mTORC1 activation, thereby creating a
self-reinforcing cycle that fuels cell growth and
anabolism [37]. However, under distinct stress
conditions, ATF4 can be activated independently of
mTORC1 primarily through the GCN2-elF2a
pathway [38]. This mTORCl-independent ATF4
activation drives a metabolic reprogramming
adaptive for survival, characterized by increased
branched-chain amino acid oxidation and glutamine
utilization, to maintain metabolic flexibility and
ensure cell viability [38].

An increase in amino acid flux initiates a
metabolic cascade in which argininosuccinate
synthase (ASS) catabolizes arginine, generating
AMP—a potent activator of AMPK [39]. This
ASS-AMPK  axis not only promotes amino acid
degradation but also suppresses lipogenic pathways,
thereby coupling amino acid catabolism to the
regulation of hepatic lipid metabolism [22]. Hepatic
pathological states, such as metabolic dysfunction-

associated steatohepatitis (MASH), are characterized
by inflammatory signaling that profoundly
reprograms amino acid metabolism [40]. Beyond
these, the liver engages in intricate feedback loops
with the endocrine system to coordinate systemic
metabolism. A prime example is the liver-pancreas
axis: glucagon secretion from pancreatic a-cells is
stimulated by elevated amino acid levels, while
glucagon, in turn, signals to the liver to enhance
amino  acid  catabolism  [41].  Specifically,
hyperaminoacidemia (e.g., elevated branched-chain
amino acids) stimulates glucagon release. This
hormone then activates the cAMP-dependent protein
kinase (PKA) signaling cascade in the liver,
promoting hepatic amino acid catabolism [42].
Conversely, in conditions like hepatic steatosis, this
finely tuned feedback loop is disrupted, leading to
dysregulated hepatic amino acid metabolism'. The
integrity of this liver-endocrine communication is
particularly critical in metabolic syndrome, as it
serves as a key link between hepatic metabolic
function and systemic endocrine homeostasis [19, 28].

Gut microbiota also regulated hepatic amino
acid metabolism through metabolite signaling for
example, aromatic amino acids (such as tryptophan
and phenylalanine) undergo bacterial degradation to
produce metabolites like indole and anthranilic acid,
which activate cGMP-PKG and PI3K/AKT pathways
[43]. These signaling molecules modulate hepatic
amino acid synthesis (e.g., alanine metabolism) and
immune responses.

The regulation of hepatic amino acid metabolism
constitutes a sophisticated, multi-layered network
that integrates inputs from hepatocytes, NPCs, energy
stress, and gut microbiota. This intricate
orchestration, mediated by transcription factors,
kinases, metabolic sensors, and transporters, enables
the liver to dynamically adapt amino acid flux in
response to nutritional fluctuations, stress challenges,
and pathological insults. Elucidating how disruptions
in amino acid metabolism contribute to the
pathogenesis and progression of liver diseases has
therefore emerged as a critical frontier in biomedical
research, offering novel insights into the therapeutic
intervention.

3. Amino acid metabolism in liver
physiology and chronic liver disease

3.1 MASLD

In accordance with the latest nomenclature, the
term “fatty liver disease” in this review refers to
MASLD and its progressive form, MASH. This
updated terminology supersedes the previous
designations of NAFLD and non-alcoholic
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steatohepatitis (NASH). Almost all patients with
NAFLD meet the diagnostic criteria for MASLD, and
their natural histories are essentially consistent [44].
Metabonomic and transcriptomics analysis showed
that branched chain amino acid degradation, glycine
synthesis, and glutamine metabolism pathways were
significantly dysregulated in fatty liver, interacting
with fatty acid metabolism and exacerbating liver
lipid accumulation [45,46,47]. Consequently, amino
acids are not merely biomarkers but also active
contributors to disease pathogenesis. Serving as
important carbon sources for de novo lipogenesis,
they directly promote hepatic steatosis, oxidative
stress, and inflammation through multiple
mechanisms, thereby accelerating the progression
from steatosis to steatohepatitis [48].

3.1.1 BCAAs
Amino acid metabolism is commonly
dysregulated in fatty liver disease, a state

characterized by elevated circulating levels of BCAAs
and reduced glycine. This metabolic perturbation has
been recognized by numerous studies as a potential
biomarker or pathogenic factor in the disease [49,50].
Notably, BCAA concentrations undergo dynamic
changes during fatty liver progression. In the early
disease stage (MASLD), circulating BCAAs are
significantly elevated, and this increase is linked to
heterogeneity in hepatocyte lipid droplet size and an
elevated risk of diabetes. However, as the disease
progresses to MASH or cirrhosis, circulating BCAA
levels decline rapidly [51]. Thus, BCAAs exhibit a
context-dependent dual role, and their impact may
shift from detrimental to protective during the
progression from MASLD to MASH. On one hand,
BCAA supplementation can significantly reduce
hepatic triglyceride content and lipid droplet area by
inhibiting the expression and protein levels of fatty
acid synthase (FASN), thereby alleviating hepatic
steatosis and liver damage in NASH via activation of
the mTOR pathway [52,53]. Consistently, in an
egg-laying chicken model, a high-BCAA diet was
shown to promote ketosis and energy metabolism by
inhibiting the tryptophan-ILA-AHR axis and
MAPK9-mediated de novo lipogenesis. It also
activates PPAR-RXR signaling and pexophagy to
enhance fatty acid p-oxidation, thereby alleviating
NAFLD [54]. On the other hand, In terms of BCAA
metabolism, leucine, a ketogenic amino acid, can
generate acetyl-CoA via conversion to acetoacetate,
supplementing the deficiency of acetyl-CoA derived
from pyruvate and participating in hepatic de novo
lipogenesis [55]. This process is also one of the
mechanisms through which BCAAs promote lipid
accumulation in specific contexts. Conversely, BCAAs

can also exacerbate hepatic oxidative stress and
hepatocyte apoptosis. For instance, although BCAAs
reduce hepatic fat deposition in HFD-fed mice, they
concurrently increase hepatic oxidative stress,
hepatocyte apoptosis, and circulating liver enzyme
levels, ultimately inducing liver damage [53]. This
detrimental effect is associated with mTOR
overactivation. Specifically, mTOR overactivation
inhibits hepatic autophagy and heightens hepatocyte
susceptibility to free fatty acid-mediated lipotoxicity
[53]. The regulation of amino acid metabolism
involves several key pathways. Among them, the
GCN2-ATF4 pathway is activated under amino acid
starvation: GCN2 senses uncharged tRNAs and
activates the transcription factor ATF4, which in turn
upregulates the expression of amino acid transporters
such as SLC3A2 and SLC7AS5 [56,57].

Notably, the gut microbiota serves as a crucial
contributor to amino acid metabolic disorders. For
example, humans lack the capacity for de novo BCAA
synthesis, whereas gut bacteria such as Prevotella
copri and Bacteroides vulgatus can synthesize
BCAAs. This microbial synthesis can exacerbate
insulin resistance and thereby promote fatty liver
progression [58]. Furthermore, a reduction in
Bacteroides thetaiotaomicron abundance elevates
circulating levels of glutamate, BCAAs, and AAAs.
Conversely, restoring this bacterial population via
weight loss or direct supplementation lowers these
amino acid levels and ameliorates obesity-related
metabolic dysfunction [59]. A direct causal role was
demonstrated by a study in which CRISPR-mediated
knockout of the BCAA transaminase BCAT gene in
Clostridium sporogenes increased host serum BCAA
concentrations yet concurrently improved glucose
tolerance [60]. This finding indicates that gut
microbiota-derived amino acid metabolism directly
shapes the host’s hepatic metabolic status.

3.1.2 Glycine

Glycine deficiency fuels the progression of
MASLD by compromising both antioxidant defense
systems and lipid catabolic processes. Consistently,
low glycine levels have been identified as a biomarker
for NAFLD and are posited to drive disease
progression by impairing fatty acid oxidation and
glutathione (GSH) synthesis. Glycine is one of the key
precursors for the synthesis of glutathione.
Consequently, in the setting of hepatic steatosis,
diminished glycine availability results in insufficient
GSH production. This deficit exacerbates oxidative
stress, thereby accelerating disease progression [61].
Beyond its role in antioxidant defense, glycine also
participates in one-carbon metabolism. For instance,
patients with hepatic steatosis frequently exhibit
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downregulation of glycine N-methyltransferase
(GNMT). This downregulation leads to accumulation
of S-adenosylmethionine (SAMe), which in turn
promotes hepatic steatosis [62]. The SAMTOR-mTOR
pathway represents another regulatory axis. In this
pathway, SAMe activates mTORC1 via the sensor
SAMTOR, thereby promoting lipogenesis through the
transcription factor sterol regulatory element-binding

protein  (SREBP) [63]. Conversely, aberrant
methionine metabolism that results in SAMe
deficiency can inhibit this pathway and exacerbate
liver injury. The absence of serine
hydroxymethyltransferase 2 (SHMT2) increases
circulating glycine levels but reduces hepatic
methylation potential, thereby enhancing
susceptibility to hepatic steatosis [64]. Glycine
deficiency inhibits fatty acid p-oxidation in

mitochondria and peroxisomes, thereby exacerbating
hyperlipidemia and steatohepatitis induced by a
high-fat diet (HFD) [65]. In patients with hepatic
steatosis, glycine deficiency not only inhibits fatty
acid p-oxidation in mitochondria and peroxisomes
but also reduces the conversion of the glycolytic
intermediate 3-phosphoglycerate (3-PG) to serine.
Simultaneously, glycine deficiency decreases the
supply of carbon sources for the tricarboxylic acid
(TCA) cycle, further exacerbating the imbalance
between hepatic gluconeogenesis and hepatic
lipogenesis [66].

3.1.3 Glutamine

Accumulating evidence suggests that glutamine
exerts protective effects against hepatic steatosis.
Glutamine metabolism exhibits distinct zonation
within the hepatic lobule: in the periportal region
(zone 1) of the hepatic lobule, mitochondrial
glutaminase 2 (GLS2) dominates the hydrolysis of
glutamine into glutamate and ammonia [67].
Ammonia is detoxified via the urea cycle, while
glutamate enters the TCA cycle to support energy
production  and  provides substrates  for
gluconeogenesis in this zone. Conversely, in the
perivenous region (zone 3), glutamine synthetase
(GS)—whose expression is regulated by the
Wnt/ B-catenin signaling pathway — catalyzes
glutamine synthesis from residual ammonia within
hepatocyte cytoplasm, thereby maintaining systemic
nitrogen balance. Furthermore, glycolysis is
predominant in this hypoxic zone and acts
synergistically with glutamine metabolism to support
hepatic lipogenesis. In the context of MASH, GLS2
expression is downregulated, while GLUL (encoding
GS) expression is concurrently upregulated. This
altered expression profile elevates the glutamate/
glutamine ratio in peripheral blood, serving as a

potential disease biomarker [68]. Meanwhile, chronic
hypoxia induces the activation of GLS1 in HSCs,
accelerating glutaminolysis and promoting fibrosis
progression. Experimentally, glutamine
supplementation has been shown to inhibit key
hepatic lipogenic enzymes such as acetyl-CoA
carboxylase (ACC), thereby reducing fatty acid
synthesis and hepatic lipid accumulation [69].
Moreover, glutamine also ameliorates hepatic
steatosis by regulating the PPAR-mediated amino
acid transport pathway and optimizing fatty acid
utilization [69]. Similarly, L-carnitine has been
demonstrated in experiments to protect mice from the
development of NAFLD through antioxidant and
lipid metabolism reprogramming, but the specific
mechanism still needs to be clarified [70]. A schematic
overview of these interconnected metabolic
perturbations in MASLD is provided in Figure 2.

In summary, the dysregulation of BCAAs,
glycine, and glutamine represents a core pathological
axis in MASLD/MASH, driving disease progression
by dysregulating lipogenesis, exacerbating oxidative
stress, and disrupting inter-organ signaling. The
context-dependent duality of metabolites such as
BCAAs, coupled with the spatial reorganization of
glutamine metabolism during disease progression,
underscores the complexity of this metabolic network
[71]. While amino acid metabolism presents
promising therapeutic targets, future research must
prioritize understanding the dynamic interactions
within these pathways and with the gut microbiome.
Such efforts are essential for translating these
fundamental discoveries into precise diagnostic
biomarkers and effective, stage-specific therapeutic
strategies for patients.

3.2HCC

Reprogramming of amino acid metabolism is a
central hallmark of HCC, primarily supporting the
malignant phenotype by providing energy,
synthesizing macromolecules, and maintaining redox
homeostasis. Furthermore, amino acid metabolism
collaborates with carbohydrate and lipid metabolism
to jointly establish the integrated metabolic network
characteristic of HCC.

3.2.1 Glutamine and glutamate

Glutamine serves as a fundamental nutrient for
HCC, fuelling anabolic growth and maintaining redox
homeostasis. To support this demand, HCC cells
avidly take up exogenous glutamine through
transporters such as ASCT2 and SNAT1 (SLC1A5/
SLC38A1) [72,73]. Within the cell, glutamine is
deamidated to glutamate by glutaminase (GLS). The
resulting glutamate acts as a pivotal metabolic node,
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as it can be converted to a-ketoglutarate (a-KG) by
glutamate dehydrogenase (GLUD) or transaminases.
This reaction replenishes the TCA cycle for energy
production and generates NADPH to support
biosynthesis and antioxidant defense [74,75]. This
metabolic reprogramming is reinforced by oncogenic
signaling. For example, the Wnt/p-catenin pathway
upregulates GS to boost de novo glutamine synthesis
[76,77]. Conversely, downregulation of glutamate-
oxaloacetate transaminase 2 (GOT2) enhances
glutaminolytic flux, thereby driving proliferation
through activation of the PI3K/AKT/mTOR pathway
[78,79,80].

Beyond its role as a metabolic intermediate,
glutamate functions as a critical signaling molecule.
For instance, overexpression of glutamate and its
receptor NMDA Receptor Subunit 2B in HCC

calcium-dependent PLC-y/PKC pathway [81,82].
Furthermore, glutamate signaling through the
overexpressed NR2B promotes C-C motif chemokine
ligand 2 (CCL2) expression by suppressing the
histone methyltransferase EZH2. This reduction in
EZH2 decreases repressive H3K27me3 marks on the
CCL2 promoter, leading to CCL2 upregulation. The
elevated CCL2, in turn, enhances recruitment of
tumor-associated macrophages, thereby fostering
tumor progression [83]. Under nutrient stress,
glutamate supports HCC proliferation by promoting
macropinocytosis, an adaptive pathway that provides
energy and biosynthetic precursors [84,85]. Notably,
GLUDI1 silencing exerts a dual effect: it not only
perturbs glutamate catabolism but also reduces a-KG
levels, leading to HIF-1a stabilization and enhanced
hypoxic survival [86,87].
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in the hepatic lobule—mitochondrial GLS2 in the periportal region (ZONEI) hydrolyzes

glutamine into glutamate and ammonia (supporting the TCA Cycle, energy production, and gluconeogenesis), whereas GS (regulated by the Wnt/B-catenin signaling pathway) in

the perivenous region (ZONE3) synthesizes glutamine from residual ammonia to

maintain systemic nitrogen balance. Additionally, gut microbiota (e.g., Prevotella copri,

Bacteroides vulgatus) can synthesize BCAAs to indirectly influence host hepatic metabolism. Collectively, key enzymes (ACC, GNMT) and biological processes (pexophagy, fatty
acid synthesis) constitute a core regulatory network through which amino acid metabolic dysregulation drives fatty liver progression.
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Aspartate biosynthesis relies on glutamine-
derived a-KG. Intriguingly, when ASS1 is inhibited
by IncRNA LINCO01234, the resulting aspartate
accumulation does not directly activate mTOR but
instead promotes glutamate uptake by upregulating
the SLC1A3 transporter, forming a feedforward
“aspartate-glutamate-mTOR” activation loop.
Conversely, GOT2 deletion reduces aspartate levels
but compensates by enhancing glutaminolysis,
thereby increasing the dependency on GLS and
sensitizing HCC cells to GLS inhibitors [88].

Reprogrammed proline metabolism supports
HCC proliferation and confers drug resistance. This
reprogramming is characterized by upregulation of
PYCR1 and ALDH18A1 and downregulation of
PRODH. Consequently, proline accumulation
provides precursors for extracellular matrix (ECM)
production, and activation of the AKT pathway
upregulates epithelial-mesenchymal transition (EMT)
transcription factors [89]. High expression of
ALDHI18A1 reduces the sensitivity of sorafenib, and
its inhibitor can increase the killing rate of drug by
37% [90].

3.2.3 Methionine, lysine and tryptophan

Methionine, arginine, lysine and tryptophan are
the cross hubs of immune escape and epigenetic
reprogramming, which regulate HCC progression
through the cascade of metabolites, epigenetic
modifications and immune function.

Methionine plays a complex dual role in HCC,
its dysregulated metabolism serves not only as a
metabolic hallmark of tumor cells but also presents a
potential target for immunotherapy. On the one hand,
tumor cells are metabolically dependent on
methionine, and abnormal activation of its metabolic
cycle is one of the hallmarks of HCC [91].
Upregulation of methionine adenosyltransferase 2A
(MAT2A) accelerates the methionine cycle, promoting
the production of SAMe. SAMe, in turn, drives tumor
progression by facilitating histone methylation [92].
The oncogene c-Myc enhances MAT2A expression by
promoting the degradation of SIRT4, thereby
amplifying the oncogenic output of methionine
metabolism [92]. High concentrations of methionine
activate AMPK and mTOR pathways and promote the
proliferation and migration of hepatocellular
carcinoma cells. Inhibition of AMPK attenuated the
cancer-promoting effect of methionine [93]. On the
other hand, L-methionine significantly enhanced the
killing effect of CD8+ T cells on HCC cells by
inhibiting NR112/PCSK9 signaling. Mechanistically,
L-methionine downregulates the transcription factor
NR1I2, which in turn suppresses PCSK9 expression
and relieves its inhibitory effect on immune cells [94].

Consistent with this therapeutic potential, methionine
deprivation induces irreversible cell cycle arrest in
hepatoma cells, highlighting methionine restriction as
a promising therapeutic strategy [95]. 3M-Gel, a
methionine  metabolism  regulator,  induces
immunogenic death of tumor cells and activates
anti-tumor immune responses by limiting SAM
production and histone methylation [96].

Arginine metabolism is highly active in HCC,
and this activity promotes tumor formation via
altering the expression of metabolic genes [97]. The
uptake of exogenous arginine via the transporter
SLC7A1 activates the mTORC1/S6K1 pathway in
HCC cells. Intriguingly, this activation is modulated
by TM4SF5-mediated arginine efflux [98,99].
Consequently, inhibition of SLC7A1 impairs HCC cell
growth [100]. Argininosuccinate synthase 1 (ASS1)
expression is heterogeneous in HCC. At low levels,
tumors become auxotrophic for exogenous arginine.
Conversely, high ASS1  expression enables
co-generation of nitric oxide with arginine, which
inhibits the PI3K/Akt pathway and enhances
cisplatin sensitivity [101, 102]. Alcohol consumption
inhibits protein arginine methyltransferase 1
(PRMT1), thereby disrupting arginine methylation
patterns, which is a proposed mechanism for
alcohol-associated HCC promotion [103]. PRMT3 is
highly expressed in HCC, and its overexpression
promotes tumor cell proliferation and metastasis,
while knockdown inhibits these effects [104].
Additionally, the hepatitis B virus-encoded HBx
protein modulates ferroptosis by regulating PRMT?9,
thereby contributing to HCC progression [105].

Lysine influences HCC progression through
multifaceted mechanisms, including metabolic
competition, epigenetic modification, and immune
regulation [106]. HCC cells competitively uptake
lysine from the microenvironment through the high
expression of lysine transporter SLC3A2, resulting in
a lack of lysine in T cells, thereby inhibiting the
activation and function of T cells [106].
Mechanistically, lysine deficiency reduces STAT3
levels in T cells, thereby suppressing their
proliferation and effector functions and ultimately
promoting tumor progression [106]. Multiple types of
lysine modifications are dysregulated in HCC,
constituting a complex regulatory network. Succinyl-
CoA dehydrogenase affects the progression of HCC
by regulating lysine crotonylation [107]. In addition,
SIRT3, an NAD+-dependent deacetylase, is lowly
expressed in HCC, and its deficiency leads to an
increase in non-histone lysine lactylation levels,
promoting tumor development [108]. Lysine
acetylation also regulates the stability of the p62
protein. This modification is dynamically controlled
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by the opposing activities of Sirtl (deacetylase) and
GCNG5 (acetyltransferase), thereby influencing HCC
cell growth [109]. The lysine succinylation regulated
by SIRT5 is abnormal in HCC and may promote
tumor progression by affecting the activity of
metabolic enzymes (such as citrate synthase CS) [110].
Furthermore, the histone lysine methyltransferase
SETD1A contributes to sorafenib resistance,
suggesting that targeting SETD1A could improve
therapeutic outcomes in HCC [111].

Tryptophan metabolism is a key pathway for the

formation of HCC immunosuppressive
microenvironment. The enzymes indoleamine
2,3-dioxygenase 1 (IDO1) and tryptophan

2,3-dioxygenase (TDO2) are upregulated in HCC.
Tryptophan catabolism through the kynurenine
pathway generates kynurenine (Kyn), which activates
the aryl hydrocarbon receptor (AhR). AhR activation
inhibits CD8* T cell function, impairs B cell
differentiation into germinal center B cells, and
disrupts tertiary lymphoid structure (TLS) function
[112,113]. The high expression of TDO2 is a key driver
of TLS maturation defects. Consequently, Tdo2
knockdown improves the response to anti-PD-1
therapy [113].

3.2.4 Other Amino acids

Beyond the amino acids previously discussed,
serine, cysteine/cystine and BCAAs further
contribute to HCC pathogenesis. They drive drug
resistance, bolster antioxidant defenses, and remodel
the tumor microenvironment(TME) through distinct
metabolic reprogramming mechanisms, collectively
underpinning the metabolic foundation of the
malignant phenotype.

Serine metabolism is critical for the maintenance
of redox homeostasis and proliferation in HCC,
especially in drug-resistant cells. Notably, while
PHGDH transcript levels remain largely unchanged
in HCC, PRMT1-mediated methylation enhances its
catalytic  activity, thereby promoting serine
production to fuel nucleotide and GSH synthesis
[114]. The regulation of this pathway is complex:
NRF2 directly binds to the PHGDH promoter to
upregulate its expression, whereas the E3 ligase
FBXO7? indirectly suppresses PHGDH activity by
mediating the ubiquitination and degradation of
PRMT1 [81]. Furthermore, high PHGDH activity
increases NADPH production via the one-carbon
metabolism pathway, thereby enhancing the
antioxidant capacity of sorafenib-resistant cells.
Consequently, pharmacological inhibition of PHGDH
by NCT-503 resensitized resistant cells to sorafenib by
4.3-fold [115].

Cystine uptake and metabolism are the key

barriers of HCC against ferroptosis. HCC cells import
cystine via the xCT (SLC7A11) transporter, reduce it
to cysteine, and utilize it for GSH synthesis. GSH, in
turn, is used by glutathione peroxidase 4 (GPX4) to
eliminate lipid peroxides, thereby inhibiting
ferroptosis [116,117]. While sorafenib partially inhibits
xCT, this effect is counteracted in resistant cells
through NRF2-mediated upregulation of xCT
expression [118]. Cysteine depletion not only induces
ferroptosis but also activates caspase-1/GSDMD-N
mediated pyroptosis [75].

BCAA provides flexibility for HCC survival
under nutrient stress. HCC cells import BCAAs
primarily through the heterodimeric transporter
LAT1 (SLC7A5/SLC3A2). Knockdown of LAT1
reduces BCAA uptake by 61% and downregulates
mTORC1 signaling [119]. High concentrations of
BCAA activate the AMPK/mTOR pathway, and
inhibition of AMPK attenuates its cancer-promoting
effect [116]. Furthermore, under glutamine starvation,
PPM1K mediates the dephosphorylation and
activation of BCKDHA. This enhances the catabolism
of BCAAs to acetyl-CoA, thereby replenishing the
TCA cycle. This adaptive metabolic shift can be
therapeutically exploited, as it is blocked by the
combination of BCKDHA and GLS inhibitors [120].
The complex reprogramming of amino acid
metabolism that fuels HCC progression is
summarized in Figure 3.

In summary, amino acids orchestrate HCC
progression through a interconnected network
involving  the mTOR  pathway, metabolic
reprogramming, and immunomodulation within the
tumor microenvironment, collectively governing
cancer cell proliferation, invasion, and immune
evasion [121,122]. This complexity underlies the
context-dependent duality of amino acid functions in
HCC, wherein the same metabolite can exert both
pro-tumor and anti-tumor effects depending on the
cellular and environmental context [123]. Therefore, in
subsequent studies, a comprehensive investigation of
their regulatory mechanisms is of great significance
for identifying these amino acid pathways as
therapeutic targets and developing corresponding
targeted strategies. [124].

3.3 Liver fibrosis and cirrhosis

In the development of liver fibrosis and cirrhosis,
amino acid metabolic reprogramming plays multiple
key roles, which not only participates in the systemic
energy adaptation of the disease state, but also
directly regulates the progression and reversal of
fibrosis through specific mechanisms [125]. In patients
with acute-on-chronic liver failure (ACLF), blood
metabolomic analyses reveal enhanced skeletal
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muscle catabolism. The resulting amino acids are
funneled into high-energy anabolic processes,
including nucleotide and protein synthesis, to meet
the heightened energy demands of the disease state
[126]. Beyond their systemic metabolic roles, specific
amino acids directly modulate the fibrotic process by
regulating hepatic stellate cell activation, collagen
metabolism, and mitochondrial function. For instance,
L-serine exhibits anti-fibrotic potential by attenuating
pathological collagen deposition [127]. Similarly,
L-aspartate treatment ameliorates liver fibrosis by
reversing corticosterone (CORT)-induced activation
of glucocorticoid receptor P (GRpP). This reversal
alleviates the subsequent transcriptional repression of
the mitochondrial genome, restoring mitochondrial
function [128]. In the context of glutamine
metabolism, the mitochondrial sirtuin SIRT4 exerts

glutamate to a-ketoglutarate (a-KG). This inhibition
curbs the proliferation of hepatic stellate cells (HSCs),
thereby attenuating fibrosis [129].

3.4. Liver failure and hepatic encephalopathy
(HE)

HE represents a major neurological complication
of liver failure, the pathogenesis of which is intimately
linked to severe disruptions in amino acid metabolism
[130]. In this process, decreased levels of BCAAs, an
imbalance with aromatic amino acids AAAs,
hyperammonemia, and glutamate-mediated
neurotoxicity  collectively  constitute a  core
pathophysiological axis in HE [131]. During liver
failure, the levels of plasma BCAAs significantly
decrease, which is closely associated with the
occurrence of HE [132]. This reduction in BCAAs

anti-fibrotic effects by inhibiting the conversion of  disrupts the plasma BCAA/AAA ratio, which
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Figure 3. This schematic diagram depicts the core amino acid metabolic reprogramming and interconnected regulatory networks driving hepatocellular carcinoma (HCC)
progression. Key amino acids (lysine, methionine, arginine, cystine, tryptophan, glutamine, aspartate, proline, BCAAs) modulate HCC malignant phenotypes. Glutamine is avidly
taken up by HCC cells via SLC1A5/SLC38AI transporters, and hydrolyzed to glutamate by GLS; glutamate further participates in the TCA cycle (via GLUD-mediated conversion
to a-KG) or acts as a signaling molecule to activate calcium-dependent PLC-y/PKC pathway (through NR2B) and promote CCL2 expression, thereby recruiting tumor-associated
macrophages. Tryptophan catabolism (catalyzed by IDO1/IDO2) generates metabolites that activate AhR, suppressing T cell function and fostering an immunosuppressive
microenvironment; methionine metabolism (regulated by MAT2A) produces SAMe to drive histone methylation, while also enhancing CD8+ T cell cytotoxicity via inhibiting
NR1I12/PCSK9 signaling.Cystine uptake through SLC7AI1 supports GSH synthesis, which collaborates with GPX4 to inhibit ferroptosis; BCAAs are transported via
SLC7A5/SLC3A2 (LATI) and regulate HCC survival under nutrient stress through AMPK/mTOR pathway or BCKDH-mediated catabolism to replenish the TCA cycle. Arginine
(transported by SLC7AI) activates mTORCI1/S6K1 signaling, with ASS1 expression dictating arginine auxotrophy or nitric oxide production; lysine uptake by HCC via SLC3A2
induces T cell lysine deficiency, reducing STAT3 levels and impairing T cell function. Oncogenic signaling pathways (Wnt/B-catenin, PI3K/Akt, HIF-1a, c-Myc) and key enzymes
(GOT?2, PYCRI, ALDHI18AI1, ACC) synergistically regulate amino acid metabolism, while processes such as macropinocytosis (under nutrient starvation) and proline-driven
extracellular matrix (ECM) production further support HCC progression.
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promotes the influx of AAAs across the blood-brain
barrier. Consequently, AAA accumulation in the

brain interferes with normal neurotransmitter
synthesis  [133]. AAAs are precursors of
neurotransmitters (such as 5-hydroxytryptamine,

dopamine), and their excessive accumulation may
trigger neurotoxicity [134]. Hyperammonemia,
resulting from the impaired hepatic clearance of
ammonia, constitutes the central pathogenic factor in
HE. During liver failure, the capacity for ammonia
detoxification is compromised, leading to systemic

hyperammonemia  [135].  Ammonia  directly
contributes to the neuropathology of HE by
disrupting glutamatergic neurotransmission,

inducing overactivation of N-methyl-D-aspartate
(NMDA) receptors, and triggering astrocyte swelling
[136]. Furthermore, elevated cerebral glutamate levels
are implicated in the excitatory neurotoxicity
observed in HE. This neurotoxic effect is likely
exacerbated by  concomitant  mitochondrial
dysfunction and oxidative stress, culminating in
progressive neuronal injury [137].

3.5 Liver Regeneration

The liver possesses a remarkable capacity for
regeneration, a process in which amino acids serve as
crucial energy sources and signaling molecules to
orchestrate the underlying regulatory networks.
Glutamine and glutamate metabolic network are the
core energy and signal hub driving hepatocyte
proliferation. For instance, glutamate reprograms
macrophage metabolism, leading to the stabilization
of HIF1-a. This, in turn, triggers the transcriptional
activation of WNT3, ultimately promoting YAP1-
dependent hepatocyte proliferation and liver
regeneration [138,139]. GS converts glutamate and
ammonia into glutamine [139]. Notably, genetic
deficiencies in either GS or the chaperone URI1
elevate circulating glutamate levels and consequently
accelerate liver regeneration following partial
hepatectomy [140]. Glutamine is transported by the
SLC1A5 transporter into liver cells, upregulates the
expression of cell cycle genes, and promotes
hepatocyte proliferation and liver regeneration [141].
As a primary energy source for rapidly proliferating

cells, glutamine is catabolized by glutaminase
(GLS1/GLS2) to glutamate, which is further
processed to generate a-KG. This metabolite

replenishes the TCA cycle, furnishing both energy
and biosynthetic precursors essential for liver
regeneration [142]. Following partial hepatectomy,
glutamine contributes to ECM remodeling and
exhibits spatially directed circulation within the liver
parenchyma, mechanisms that collectively support
the regenerative process [143]. In addition, the

glutamine metabolic enzyme GLS1 plays an
important role in liver progenitor cell-mediated
regeneration [25].

Alanine is indispensable for maintaining energy
homeostasis during liver regeneration. As the
primary substrate for hepatic gluconeogenesis,
alanine helps to balance the energetic demands of
glycogenolysis and regeneration, thereby maintaining
systemic glucose homeostasis [144]. Furthermore,
alanine and other amino acids regulate insulin
secretion and P-cell function via specific transporters,
thereby indirectly supporting the systemic metabolic
adaptations required for successful regeneration
[145]. Although significant progress has been made, a
comprehensive understanding of how the amino acid
metabolic network precisely coordinates the
proliferation and differentiation of various hepatic
cell populations during regeneration remains elusive.
Consequently, therapeutic strategies aimed at
modulating amino acid metabolism to enhance liver
regeneration hold considerable promise for future
clinical translation [143].

4. Application of amino acids in chronic
liver disease

4.1 Diagnostic and prognostic biomarkers

Enzymes central to amino acid metabolism,
notably aspartate aminotransferase (AST) and alanine
aminotransferase (ALT), are well-established clinical
biomarkers for liver injury. Beyond these enzymes,
circulating amino acids themselves have emerged as
promising biomarkers for the diagnosis, risk
stratification, and prognosis assessment of a spectrum
of liver diseases.

In MASLD, the serum amino acid profile exhibits
characteristic dysregulation, with distinct alterations
in specific amino acids carrying different pathological
significance. Studies have shown that the levels of
BCAAs in serum of patients with MASLD are
significantly increased, and the changes in their
concentration are associated with the improvement of
liver fat content [146]. Conversely, AAAs such as
phenylalanine and  tyrosine show  positive
associations with elevated fatty liver index (FLI) and
framingham steatosis index (FSI), suggesting a
potential contributory role in MASLD pathogenesis
[147]. In contrast, glycine, serine, threonine, and
citrulline appear to exert protective effects, as their
reduced circulating levels are associated with an
increased risk of developing MASLD [148]. The
association of disordered amino acid metabolism with
hepatic steatosis in cross-species animal models
including geese, ducks, and rats further supports its
role in human fatty liver [149,150,151]. Metabolomic
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profiling has revealed that amino acids hold
significant potential as diagnostic and prognostic
markers for HCC. Their distinct alteration patterns
offer a novel perspective for precise HCC
identification and patient stratification. For example,
the combination of arginine and histidine was
identified as a highly effective diagnostic panel for
HCC, achieving an area under the curve (AUC) of
0.998, with 96.7% sensitivity and 100% specificity
[152]. However, further validation in cohorts
including patients with benign liver diseases is
necessary to confirm its specificity in a clinically
relevant differential diagnosis setting. A characteristic
pattern of decreased serum levels of leucine,
threonine, tryptophan, valine, and taurine, coupled
with elevated phenylalanine, distinguishes HCC
patients from healthy individuals [153]. This specific
amino acid signature can further differentiate HCC
from patients with chronic hepatitis B (CHB). The
results of transcriptome analysis show that HCC
samples can be divided into different molecular
subtypes based on the expression of amino acid
metabolism-related genes AAMRGs, and these
subtypes are significantly related to the prognosis of
patients [154,155,156]. In addition, serine and glycine

metabolism are closely related to the tumor immune
microenvironment (TIME) and prognosis of HCC,
which can be used as potential prognostic markers
[157]. The serum amino acid profile undergoes
progressive and characteristic changes during the
transition from liver fibrosis to cirrhosis and

ultimately to liver failure. Among these, the
imbalance between BCAAs and tyrosine is
particularly prominent and holds significant

prognostic value. Studies have shown that the serum
levels of branched-chain amino acids are significantly
decreased and the levels of tyrosine are increased in
patients with liver fibrosis and cirrhosis [13].
Consequently, the resulting decline in the
BCAA/tyrosine ratio serves as an independent
predictor for the development of complications and
poor overall prognosis in cirrhotic patients [158]. This
amino acid imbalance pattern is also prevalent in
patients with liver failure, and the ratio is proposed as
a potential biomarker for the prognosis of liver
cirrhosis [13,131,132]. The alterations in amino acid
and related metabolite profiles across the spectrum of
liver disease, are comprehensively summarized in
Table 1.

Table 1. Amino acids and related metabolites as diagnostic and prognostic biomarkers in MASLD, MASH, and HCC

Category Disease Context Change/Role Related Significance as Biomarker Ref
Metabolites/Pathways
BCAAs MASLD/MASH 1 early stage; | with progression Branched-chainketo  Correlates with insulin resistance and 77, 89,90
to cirrhosis acids (BCKAs) hepatic steatosis. Declining levels may
indicate worsening liver function and
progression.

HCC Shifts associated with altered =~ mTORC1 signaling May reflect reprogrammed energy 136,137
metabolic demands metabolism supporting tumor growth.

AAAs MASLD/MASH 1 in plasma, further increasing Homocysteine Indicates impaired hepatic clearance 77,107
with disease progression and is a marker of advancing liver
injury and fibrosis.

HCC Often elevated; linked to tumor - Sustained high levels may be associated
metabolism and with poor prognosis and tumor
microenvironment progression.

Glutamine/Glutamate MASLD/MASH fplasma Glutamate/Glutamine ~a-Ketoglutarate (aKG), Indicates mitochondrial dysfunction, 79, 85, 86, 87
ratio Ammonia oxidative stress, and HSC activation
Glycine/Serine/Threonine HCC High consumption by tumor TCA cycle anaplerosis  Supports rapid proliferation; tumor
cells biomass and energy production.
MASLD/MASH | in plasma Glutathione, SAMe, Low levels impair antioxidant defense 73, 97, 98
One-carbon (reduced GSH) and contribute to
metabolism lipotoxicity and oxidative stress.

HCC Demand increased for Purines, dTMP, SAMe  Supports uncontrolled cell proliferation
nucleotide synthesis and and epigenetic alterations in tumors.
methylation

Sulfur-Amino Acids MASLD/MASH Dysregulated cycle; T SAMe, SAH, Hyperhomocysteinemia promotes 14,107,108
Homocysteine Glutathione oxidative stress, inflammation, fibrosis,
and impaired VLDL secretion.
HCC Altered methionine metabolism SAMe, Polyamines Methionine restriction can suppress 105, 144
tumor growth
Tryptophan MASLD/MASH Levels influenced by gut Indolepropionic acid ~ Microbiota-derived IPA strengthens gut 125,128,129
microbiota (IPA), Kynurenine barrier; shift to kynurenine pathway
may promote immune tolerance.
HCC Altered metabolism in tumor Kynurenine Increased kynurenine can suppress

microenvironment

anti-tumor immunity, facilitating
immune evasion.
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Despite this promise, reliance on any single
amino acid biomarker is insufficient for precise
disease staging. In clinical practice, it is recommended
to combine serum biomarkers with imaging
techniques to improve diagnostic accuracy [159,160].
In conclusion, while amino acid markers show
considerable promise for risk stratification and
prognostic assessment across various liver diseases,
they are not yet sufficient as stand-alone tools for
precise staging. A combination of serum markers and
imaging techniques is still needed to improve
diagnostic accuracy. In addition, certain drugs, such
as metformin, may interfere with the predictive value
of amino acid markers [161].

4.2 Therapeutic targets

Targeting amino acid metabolism provides a
new strategy for the treatment of liver diseases. The
intervention methods cover various aspects such as
small molecule drugs, dietary supplements, and
lifestyle modifications, and they act on the core
mechanisms at different disease stages.

Therapeutic interventions that target critical
nodes of amino acid metabolism can effectively
reshape hepatic metabolic homeostasis. Glutamine
serves as a major anaplerotic substrate for the hepatic
TCA cycle, and its dysregulated metabolism is a key
contributor to hepatic steatosis [48]. For instance,
preclinical studies indicate that in MASLD,
dysregulation of GLS2 expression depletes TCA cycle
intermediates, thereby redirecting metabolic flux
toward gluconeogenesis and de novo lipogenesis
[162]. In animal models, the compound 3-thia fatty
acid remodels the crosstalk between amino acid
metabolism and the TCA cycle by inducing hepatic
fatty acid oxidation and mitochondrial biogenesis
[163]. Similarly, berberine ameliorates dysregulated
fatty acid and amino acid metabolic networks in both
the heart and liver by modulating glycine, serine, and
threonine metabolism [164]. Sitagliptide combined
with  high-intensity =~ interval  training can
synergistically improve the key pathways such as
amino acid metabolism, bile acid metabolism and
TCA cycle in diabetic mice [165]. Dietary intervention
is dependent on stages and background conditions,
and it requires precise application. Increasing protein
intake during weight loss reduces liver fat, but
Western high-protein dietary patterns may exacerbate
metabolic disorders, suggesting a bidirectional effect
[166,167]. The effects of BCAA vary depending on the
stage of the disease. In early MASLD, elevated
circulating BCAAs activate mTORC1 signaling, which
in turn promotes de novo lipogenesis by upregulating
sterol regulatory element-binding protein 1 (SREBP-1)
[51]. In contrast, clinical studies have shown that

during the cirrhotic stage, BCAA supplementation
can improve malnutrition and sarcopenia. Moreover,
by enhancing BCAA catabolism and reducing the
brain influx of neurotoxic aromatic amino acids, it
helps restore the depressed Fischer’s ratio, thereby
offering benefit for preventing and treating hepatic
encephalopathy [168,169].

Targeting amino acid metabolism has emerged
as a pivotal direction in HCC therapy, primarily
through mechanisms that directly inhibit tumor cell
proliferation and remodel the immunosuppressive
tumor  microenvironment.  Preclinical studies
demonstrate that the GLS1 inhibitor CB-839 deprives
HCC cells of glutamine, suppressing their
proliferation by reducing the production of a-KG and
the reducing equivalent NADPH [170]. Research
using HCC cell lines and animal models has found
that methionine restriction or inhibition of MAT2A
with FIDAS-5 induces cellular senescence in HCC and
that combining these pro-senescence therapies with
senolytic agents, such as GSK3 inhibitors that clear
senescent cells, synergistically enhances antitumor
efficacy [95,171]. Mechanistic studies reveal that HCC
cells disrupt the uptake of lysine by T cells, leading to
impaired T cell immunity and thus escape immune
surveillance [106]. HCC cells upregulate SLC3A2 to
enhance lysine uptake, leading to lysine depletion in
the TME and impaired T cell cytotoxicity (defective
granzyme B synthesis). Lysine supplementation
restores T cell function and enhances the sensitivity of
HCC to tyrosine kinase inhibitors and immune
checkpoint blockade [172].

In the clinical management of chronic liver
diseases, particularly cirrhosis and its complications,
supplementation of specific amino acids has
demonstrated significant therapeutic value. Their
mechanisms of action encompass nutritional support,
metabolic reprogramming, and direct anti-fibrotic or
hepatoprotective  effects.  Clinical trials and
management guidelines support the use of BCAA to
improve malnutrition and sarcopenia in patients with
liver cirrhosis [173]. The decreased ratio of serum
BCAAs to aromatic amino acids (Fischer’s ratio) is
associated with liver cirrhosis and HE, and BCAAs
supplementation may help to improve this ratio [174].
Experimental evidence from animal models of fibrosis
suggests that L-serine plays an important role in
anti-fibrosis therapy by regulating amino acid
metabolism and reducing collagen deposition [127].
Integrated multi-omics analyses in rodent models
have revealed a protective role for taurine
supplementation against liver fibrosis [175]. In
summary, targeting amino acid metabolism holds
significant therapeutic potential for fatty liver, HCC,
liver fibrosis, and complications of chronic liver
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disease. The underlying mechanisms are multifaceted,
encompassing metabolic reprogramming, nutritional
support, direct anti-fibrotic actions, detoxification,
and immunomodulation [176,177]. The active
investigation of amino acid metabolism as a
therapeutic target is evidenced by a growing number
of clinical trials (summarized in Table 2), particularly
focusing on pathways such as ammonia scavenging
and de novo lipogenesis inhibition for advanced liver
disease.

5. Discussion and future perspectives

This review synthesizes evidence underscoring a
paradigm shift in our understanding of amino acids,
recasting them from passive nutrients to active
governors of the hepatic microenvironment. Their
metabolism is intricately woven into the physiology
of every hepatic cell type and is fundamentally
reprogrammed across the spectrum of liver
pathologies. From this synthesis, several overarching
themes and critical future directions come to the fore.

5.1 The context-dependent duality of amino
acid function

A central theme elucidated in this review is the
profound context-dependency of amino acid actions.
Their roles are not monolithic but exhibit remarkable
metabolic plasticity, often demonstrating dualistic,
and sometimes opposing, effects depending on the
disease stage and cellular milieu.

Paradigm of Bidirectional Signaling: A prime
illustration of this principle is the role of BCAAs. In
early MASLD, elevated circulating BCAAs act as
pathogenic drivers by activating mTORCI1 signaling,
thereby promoting hepatic de novo lipogenesis.
Conversely, in advanced cirrhosis, BCAA
supplementation serves a protective function,
improving nutritional status and ameliorating hepatic
encephalopathy. This duality extends to methionine,
which can fuel tumor growth via MAT2A-mediated
epigenetic reprogramming in HCC, yet also potentiate
CD8* T cell-mediated tumor killing by modulating the
NR1I2/PCSK9 axis. Such profound complexity
compels a departure from simplistic categorizations
and demands a nuanced appreciation of amino acid
flux and compartmentalization within the specific
metabolic landscape of a given disease stage.

5.2 The networked view of amino acid
metabolism: insights from multiplexed
analyses

The amino acid metabolism disorder in liver
diseases is not isolated but rather a complex and
interrelated network. Changes in a single amino acid
can affect the entire network through metabolic

pathways, such as transamination and one-carbon
metabolism. For instance, an increase in BCAAs and a
decrease in glycine often occur simultaneously.
Multimodal studies can reveal how they jointly drive
hepatic steatosis and oxidative stress through the
mTORC1 signaling pathway and glutathione
synthesis pathway. Tumor cells support the TCA

cycle and nucleotide synthesis through the
“glutamine-serine” salvage reaction. Integrating
multimodal data such as metabolomics,

transcriptomics, and proteomics is key to analyzing
this network.

The gut microbiome constitutes a critical,
non-host component of the systemic amino acid
metabolic network. For instance, integrative
metabolomics and metagenomics have revealed that
gut bacteria (e.g., Prevotella copri) can synthesize
BCAAs, thereby directly influencing host circulating
levels and insulin sensitivity. Conversely, microbial
catabolism of dietary tryptophan not only competes
with the host for this essential amino acid but also
generates a spectrum of bioactive metabolites (e.g.,
indole derivatives, kynurenine). These metabolites
can enter the portal circulation and signal to the liver
through receptors like the aryl hydrocarbon receptor
(AhR) or modulate enzyme activities, thereby
reprogramming hepatic metabolic and inflammatory
pathways. Therefore, a comprehensive understanding
of the amino acid network in liver disease is
incomplete without considering the gut microbiome
as an integral metabolic entity.

5.3 Immunomodulatory dimensions of amino
acid metabolism

The liver, functioning as a paramount
immunometabolic organ, brings into sharp focus the
critical crosstalk between amino acid availability and
immune responses. It is now evident that amino acids
serve as crucial immunometabolic checkpoints,
actively shaping the tumor microenvironment and
broader inflammatory landscape.

Amino Acids as Gatekeepers of Anti-Tumor
Immunity: In HCC, tumoral overexpression of
IDO1/TDO2  depletes tryptophan, generating
kynurenine metabolites that activate the AhR
pathway. This activation leads to suppression of CD8"
T cells and impairs the maturation of tertiary
lymphoid  structures.  Similarly, tumor cell
upregulation of the lysine transporter SLC3A2 creates
a lysine-depleted microenvironment, crippling T cell
function and  cytotoxicity.  These  findings
unequivocally position the control of specific amino
acid availability as a fundamental mechanism of
immune evasion. However, this immunometabolic
interplay is complex. While L-methionine can
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potentiate T cell activity, global methionine restriction
may indiscriminately compromise both tumor and
immune cells. Therefore, the next generation of
therapeutic strategies must achieve exquisite cellular
selectivity. The goal is to precisely starve cancer cells
of specific amino acids while preserving, or even
augmenting, the metabolic fitness of immune effector
cells—for instance, by targeting transporters or
enzymes that are uniquely upregulated in malignant
cells.

5.4 Technological frontiers for deeper
mechanistic insight

A comprehensive understanding of the hepatic
amino acid network demands the application of
cutting-edge technologies that provide
unprecedented resolution and dynamic data.

From Bulk Analysis to Spatial Resolution: While
plasma amino acid profiles offer valuable biomarkers,
they mask the significant heterogeneity among
different hepatic cell types (e.g., periportal vs.
pericentral hepatocytes, activated HSCs, various
immune cell subsets). The integration of single-cell
multi-omics (transcriptomics, metabolomics) with
spatial transcriptomics and metabolomics will allow
for the mapping of the “amino acid landscape” within
the tissue architecture, revealing intricate cell-cell
metabolic crosstalk and competition. This approach
will unveil the intricate metabolic crosstalk,
competition, and resource partitioning between
neighboring cells.

Dynamic Flux Analysis and Causal Validation:
Employing stable isotope tracing (e.g., with
BC-glutamine) in vivo or in ex vivo models enables
the quantitative assessment of dynamic amino acid
flux under pathological conditions, moving beyond
static snapshots to understanding metabolic rewiring.
Furthermore, leveraging CRISPR-Cas9 gene editingin
advanced models like patient-derived organoids can
establish causal relationships between specific amino
acid metabolic genes and disease phenotypes. These
technologies are pivotal for translating correlative
observations into causative mechanistic insights.

5.5 Therapeutic Potential and the Path to
Precision Medicine

Targeting amino acid metabolism holds
significant therapeutic promise, but its translation
requires sophisticated, combinatorial, and
personalized approaches.

Rational Combination Therapies: Given the
inherent redundancy and adaptability of metabolic
networks, monotherapeutic targeting of a single
amino acid pathway often invites compensatory
resistance. The path forward lies in the rational design

of intelligent combination strategies: (1) Vertical or
Horizontal Pathway Combinations: Simultaneously
targeting multiple nodes within a single pathway or
parallel pathways (e.g., combining a GLS inhibitor
with an xCT blocker to disrupt both energy
metabolism and redox balance). (2) Metabolic-
Immunologic Combinations: Pairing metabolic
interventions with immunotherapy (e.g., combining
IDO1 inhibition with immune checkpoint blockade to
rescue exhausted T cells). (3) Targeting Adaptive
Responses: Preemptively inhibiting compensatory
survival pathways activated by amino acid
deprivation (e.g., co-targeting autophagy or the
ATF4-integrated stress response).

Precision Nutrition and Biomarker-Driven
Stratification: Dietary interventions, including specific
amino acid restriction or supplementation, represent a
compelling and relatively low-risk adjunctive
strategy. However, their effects are profoundly
context-dependent and often bidirectional, as starkly
illustrated by the stage-specific impact of BCAAs.
Consequently, success hinges on biomarker-guided
precision nutrition. The identification and validation
of robust predictive biomarkers—such as tumoral
ASS1 expression for stratifying patients for arginine
depletion therapies, or specific serum amino acid
ratios (e.g., BCAA/Tyr) —will be paramount. This will
enable the tailoring of interventions to an individual’s
unique metabolic portrait and disease stage,
decisively moving the field beyond a one-size-fits-all
approach. Finally, personalizing amino acid-targeted
interventions will necessitate a holistic view that
incorporates the individual's gut microbiome
composition, as it fundamentally influences host
amino acid flux and the response to dietary or
pharmacological modulations.

Furthermore, it is crucial to take into account the
chronobiological factors. Currently, amino acids are
used as biomarkers based on the “static”
concentration measured from a single blood sample.
However, amino acid metabolism is strongly
regulated by circadian rhythms, dietary cycles, and
sleep/wake cycles. Ignoring chronobiological factors
may lead to an increase in the variability of biomarker
measurements, thereby affecting the accuracy of
diagnosis and prognosis. For instance, the amino acid
profiles in the morning and evening may be
significantly different. Understanding the diurnal
rhythmic fluctuations in amino acid metabolism not
only helps to optimize the sampling and
interpretation of diagnostic biomarkers but may even
pave the way for chronotherapy, which involves
administering amino acid-targeted drugs at the most
effective time of the day to maximize efficacy and
minimize toxicity.
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Table 2. Clinical trials of drugs targeting amino acid metabolism

Drug Name Target Amino Acid Development Phase Outcomes Clinical Trial ID

Arginine hydrochloride Arginine PHASE3 Treatment of Advanced Hepatocellular Carcinoma NCT03950518

S-adenosyl-L-methionine (SAMe) Methionine PHASE3 Treatment of Nonalcoholic Fatty Liver Disease NCT01754714

Branch Chain Amino Acid Branched-chain Amino Acids PHASE2 Supplementation for Hepatocellular Carcinoma NCT03908255

(Leucine, Isoleucine, Valine)

Arginine hydrochloride Arginine PHASE3 Treatment of Intermediate-stage Hepatocellular NCT03274427
Carcinoma

DRP-104 Glutamine PHASE1 |PHASE2  Treatment of Advanced Stage Fibrolamellar NCT06027086
Carcinoma

Siliphos-Selenium-Methionine- =~ Methionine PHASE4 Treatment of Fatty Liver and Non-alcoholic NCT01650181

Alpha Lipoic Acid Steatohepatitis

S-adenosylmethionine Methionine PHASE3 Therapy for Non-Alcoholic Steatohepatitis NCT00108589

In conclusion, the study of amino acid synthetase; ACC: acetyl-CoA carboxylase; GLS:
metabolism has unveiled a sophisticated regulatory = glutaminase; GLUD: glutamate dehydrogenase;

stratum that is fundamental to both hepatic
homeostasis and pathogenesis. Amino acid functions
are defined by three cardinal principles: profound
context-dependent duality, deep integration with
immune  responses, and intricate  spatial
compartmentalization within the hepatic lobule.
Future progress will be propelled by leveraging
advanced technological frontiers to deconvolute this
complexity at unprecedented resolution. By
embracing, rather than simplifying, this intricate
reality, we will undoubtedly unlock novel diagnostic
modalities and pioneer a new class of precision
therapeutic strategies that exploit the unique
metabolic vulnerabilities of liver diseases. This
journey from perceiving amino acids as simple
nutrients to harnessing them as precise therapeutic
targets epitomizes the transformative potential of
metabolic medicine in modern hepatology.

Abbreviations

MASLD:  metabolic  dysfunction-associated
steatotic  liver disease; HCC: hepatocellular
carcinoma;  4-HPD: 4-hydroxyphenylpyruvate

dioxygenase; AAAs: aromatic amino acids; BCAAs:
branched-chain amino acids; EECs: enteric endocrine
cells; NPCs: Non-parenchymal cells; HSCs: hepatic
stellate cells; GLS1: glutaminase 1; HGF: hepatocyte
growth factor; system xc-: cystine/glutamate
antiporter; ATF4: Activating transcription factor 4;
ISR: integrated stress response; ASS:
argininosuccinate  synthase;, MASH: metabolic
dysfunction-associated steatohepatitis; NASH:
non-alcoholic  steatohepatitis; FGF21: fibroblast
growth factor 21; GSH: glutathione; GNMT: glycine
N-methyltransferase; SAMe: S-adenosylmethionine;
SREBP: sterol regulatory element-binding protein;
SHMT2: serine hydroxymethyltransferase 2; HFD:
high-fat diet; 3-PG: 3-phosphoglycerate; TCA:
tricarboxylic acid; GLS2: glutaminase 2; GS: glutamine

GOT2: glutamate-oxaloacetate transaminase 2; CCL2:
C-C motif chemokine ligand 2; ECM: extracellular
matrix; EMT: epithelial-mesenchymal transition;
MAT2A: methionine adenosyltransferase 2A; ASS1:
Argininosuccinate synthase 1, PRMTI1: protein
arginine methyltransferase 1; IDO1: indoleamine

2,3-dioxygenase 1; TDO2: tryptophan
2,3-dioxygenase; Kyn: kynurenine; AhR: aryl
hydrocarbon receptor; TLS: tertiary lymphoid

structure; TME: tumor microenvironment; GPX4:
glutathione peroxidase 4; ACLF: acute-on-chronic
liver failure; GRp: glucocorticoid receptor B; a-KG:
a-ketoglutarate; HSCs: hepatic stellate cells; NMDA:
N-methyl-D-aspartate; AST: aspartate
aminotransferase; ALT: alanine aminotransferase;
FLI: fatty liver index; AUC: area under the curve;
CHB: chronic hepatitis B, TIME: tumor immune
microenvironment; SREBP-1:  sterol regulatory
element-binding protein 1.

Acknowledgements

All illustrations were generated using Figdraw.

During the preparation of this manuscript, the
authors used DeepSeek to assist with text polishing.
The tool was employed solely for the purpose of
checking grammar, spelling, and improving the
clarity of language in the completed manuscript text.
After using this tool, the authors reviewed and edited
the content as needed and take full responsibility for
the content of the publication. DeepSeek was not used
to generate images, design content, collect data and
perform data analysis.

This study was supported by Youth Fund of the
National Natural Science Foundation of China
(no.82303379);  National Key Research and
Development Program of China (No.2021YFA
1100500); the Leading Innovation Team Project of
Hangzhou MedicalCollege (No. CXLj202401) and Key
Research & Development Plan of Zhejiang Province

https://www.ijbs.com



Int. J. Biol. Sci. 2026, Vol. 22

3560

(N0.2024C03051).

Competing Interests

The authors have declared that no competing

interest exists.

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

De Spiegeleer M, De Paepe E, Van Meulebroek L, Gies I, De Schepper J,
Vanhaecke L. Paediatric obesity: a systematic review and pathway mapping of
metabolic alterations underlying early disease processes. Molecular medicine
(Cambridge, Mass). 2021; 27: 145.

Hoogerland JA, Staels B, Dombrowicz D. Immune-metabolic interactions in
homeostasis and the progression to NASH. Trends in endocrinology and
metabolism: TEM. 2022; 33: 690-709.

Gao H. Amino Acids in Reproductive Nutrition and Health. Advances in
experimental medicine and biology. 2020; 1265: 111-31.

Tsun ZY, Possemato R. Amino acid management in cancer. Seminars in cell &
developmental biology. 2015; 43: 22-32.

Lukey MJ, Katt WP, Cerione RA. Targeting amino acid metabolism for cancer
therapy. Drug discovery today. 2017; 22: 796-804.

Lee DY, Kim EH. Therapeutic Effects of Amino Acids in Liver Diseases:
Current Studies and Future Perspectives. Journal of cancer prevention. 2019;
24:72-8.

Soto-Gutierrez A, Gough A, Vernetti LA. Pre-clinical and clinical
investigations of metabolic zonation in liver diseases: The potential of
microphysiology systems. Experimental biology and medicine (Maywood,
NJ). 2017; 242: 1605-16.

Qiu H, Shao N, Liu J, Zhao J, Chen C, Li Q, et al. Amino acid metabolism in
tumor: New shine in the fog? Clinical nutrition (Edinburgh, Scotland). 2023;
42:1521-30.

Hasegawa T, Iino C, Endo T, Mikami K, Kimura M, Sawada N, et al. Changed
Amino Acids in NAFLD and Liver Fibrosis: A Large Cross-Sectional Study
without Influence of Insulin Resistance. Nutrients. 2020; 12.

Zhao], Zeng ], Zhu C, Li X, Liu D, Zhang J, et al. Genetically predicted plasma
levels of amino acids and metabolic dysfunction-associated fatty liver disease
risk: a Mendelian randomization study. BMC medicine. 2023; 21: 469.

Tong M, Wong TL, Zhao H, Zheng Y, Xie YN, Li CH, et al. Loss of tyrosine
catabolic enzyme HPD promotes glutamine anaplerosis through mTOR
signaling in liver cancer. Cell reports. 2021; 36: 109617.

An Z, Sun Y, Shi C, Liu L. Metabonomic and transcriptomic analyses of
Tripterygium glycosides tablet-induced hepatotoxicity in rats. Drug and
chemical toxicology. 2023; 46: 650-64.

Sato S, Amano N, Sato S, Kita Y, Ikeda Y, Kabemura D, et al. Elevated serum
tyrosine concentration is associated with a poor prognosis among patients
with liver cirrhosis. Hepatology research: the official journal of the Japan
Society of Hepatology. 2021; 51: 786-95.

Jiang C, Tan X, Jin ], Wang P. The Molecular Basis of Amino Acids Sensing.
Advanced science (Weinheim, Baden-Wurttemberg, Germany). 2025; 12:
€2501889.

Yu Z, Yang Z, Ren G, Wang Y, Luo X, Zhu F, et al. GATOR2
complex-mediated amino acid signaling regulates brain myelination.
Proceedings of the National Academy of Sciences of the United States of
America. 2022; 119.

Mallén-Ponce MJ, Pérez-Pérez ME, Crespo JL. Analyzing the impact of
autotrophic and heterotrophic metabolism on the nutrient regulation of TOR.
The New phytologist. 2022; 236: 1261-6.

Lin Z, Chang C, Zhao S, Fang L, Wang P. Amino acids shape the metabolic
and immunologic landscape in the tumor immune microenvironment: from
molecular mechanisms to therapeutic strategies. Cancer biology & medicine.
2025; 22: 726-46.

Gao J, Zhang S, Deng P, Wu Z, Lemaitre B, Zhai Z, et al. Dietary L-Glu sensing
by enteroendocrine cells adjusts food intake via modulating gut PYY/NPF
secretion. Nature communications. 2024; 15: 3514.

Paulusma CC, Lamers WH, Broer S, van de Graaf SFJ. Amino acid
metabolism, transport and signalling in the liver revisited. Biochemical
pharmacology. 2022; 201: 115074.

Winther-Sgrensen M, Galsgaard KD, Santos A, Trammell SAJ, Sulek K, Kuhre
RE, et al. Glucagon acutely regulates hepatic amino acid catabolism and the
effect may be disturbed by steatosis. Molecular metabolism. 2020; 42: 101080.
Agarwal H, Wang Y, Tinsley B, Wang X, Ozcan L. RAP1A suppresses hepatic
steatosis by regulating amino acid-mediated mTORC1 activation. JHEP
reports : innovation in hepatology. 2025; 7: 101303.

Madiraju AK, Alves T, Zhao X, Cline GW, Zhang D, Bhanot S, et al.
Argininosuccinate synthetase regulates hepatic AMPK linking protein
catabolism and ureagenesis to hepatic lipid metabolism. Proceedings of the
National Academy of Sciences of the United States of America. 2016; 113:
E3423-30.

Simon J, Nufiez-Garcia M, Fernandez-Tussy P, Barbier-Torres L,
Ferndndez-Ramos D, Gémez-Santos B, et al. Targeting Hepatic Glutaminase 1

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

Ameliorates Non-alcoholic Steatohepatitis by Restoring Very-Low-Density
Lipoprotein Triglyceride Assembly. Cell metabolism. 2020; 31: 605-22.€10.
Schwabe RF, Brenner DA. Hepatic stellate cells: balancing homeostasis,
hepatoprotection and fibrogenesis in health and disease. Nature reviews
Gastroenterology & hepatology. 2025; 22: 481-99.

Kong D, Zhou Q, He K, Heegsma ], Blokzijl H, de Meijer VE, et al. The
metabolic shift of glutaminase 2 to glutaminase 1 promotes LGR5 + progenitor
cell proliferation in liver cirrhosis. Cellular and molecular life sciences: CMLS.
2025; 82: 251.

Koui Y, Tanaka M, Kido T. Human PSC-derived liver cells and their
applications for disease models and drug discovery. Pharmacology &
therapeutics. 2025; 274: 108907.

Man K, Kutyavin VI, Chawla A. Tissue Immunometabolism: Development,
Physiology, and Pathobiology. Cell metabolism. 2017; 25: 11-26.

Byles V, Cormerais Y, Kalafut K, Barrera V, Hughes Hallett JE, Sui SH, et al.
Hepatic mTORC1 signaling activates ATF4 as part of its metabolic response to
feeding and insulin. Molecular metabolism. 2021; 53: 101309.

Shen P, Bai Z], Zhou L, Wang NN, Ni ZX, Sun DZ, et al. A Scdl-mediated
metabolic alteration participates in liver responses to low-dose bavachin.
Journal of pharmaceutical analysis. 2023; 13: 806-16.

Mossmann D, Park S, Hall MN. mTOR signalling and cellular metabolism are
mutual determinants in cancer. Nature reviews Cancer. 2018; 18: 744-57.
Kosakamoto H, Okamoto N, Aikawa H, Sugiura Y, Suematsu M, Niwa R, et al.
Sensing of the non-essential amino acid tyrosine governs the response to
protein restriction in Drosophila. Nature metabolism. 2022; 4: 944-59.

Gu Y, Albuquerque CP, Braas D, Zhang W, Villa GR, Bi J, et al. mTORC2
Regulates Amino Acid Metabolism in Cancer by Phosphorylation of the
Cystine-Glutamate Antiporter XCT. Molecular cell. 2017; 67: 128-38.e7.

Torres M, Hawke E, Hoare R, Scholey R, Pybus LP, Young A, et al.
Deciphering molecular drivers of lactate metabolic shift in mammalian cell
cultures. Metabolic engineering. 2025; 88: 25-39.

Williams RT, Guarecuco R, Gates LA, Barrows D, Passarelli MC, Carey B, et al.
ZBTB1 Regulates Asparagine Synthesis and Leukemia Cell Response to
L-Asparaginase. Cell metabolism. 2020; 31: 852-61.e6.

Zhang ZJ, Wu QF, Ren AQ, Chen Q, Shi JZ, Li JP, et al. ATF4 renders human
T-cell acute lymphoblastic leukemia cell resistance to FGFR1 inhibitors
through amino acid metabolic reprogramming. Acta pharmacologica Sinica.
2023; 44: 2282-95.

Tabata S, Kojima Y, Sakamoto T, Igarashi K, Umetsu K, Ishikawa T, et al.
L-2hydroxyglutaric acid rewires amino acid metabolism in colorectal cancer
via the mTOR-ATF4 axis. Oncogene. 2023; 42: 1294-307.

Yang S, Xie J, Pan Z, Guan H, Tu Y, Ye Y, et al. Advanced glycation end
products promote meniscal calcification by activating the mTOR-ATF4
positive feedback loop. Experimental & molecular medicine. 2024; 56: 630-45.
Yang X, Xia R, Yue C, Zhai W, Du W, Yang Q, et al. ATF4 Regulates CD4(+) T
Cell Immune Responses through Metabolic Reprogramming. Cell reports.
2018; 23: 1754-66.

Wang X, Xu ], Zeng H, Han Z. Enhancement of BCAT2-Mediated Valine
Catabolism Stimulates B-Casein Synthesis via the AMPK-mTOR Signaling
Axis in Bovine Mammary Epithelial Cells. Journal of agricultural and food
chemistry. 2022; 70: 9898-907.

Gong M, Lu H, Li L, Feng M, Zou Z. Integration of transcriptomics and
metabonomics revealed the protective effects of hemp seed oil against
methionine-choline-deficient diet-induced non-alcoholic steatohepatitis in
mice. Food & function. 2023; 14: 2096-111.

Suppli MP, Bagger JI, Lund A, Demant M, van Hall G, Strandberg C, et al.
Glucagon Resistance at the Level of Amino Acid Turnover in Obese Subjects
With Hepatic Steatosis. Diabetes. 2020; 69: 1090-9.

Jin S, Zhou R, Fu H, Zhang W, Qiao H, Xiong Y, et al. Investigation of the
Effects of Salinity Exposure on Immune Defense, Morphology, and Gene
Expression in the Gills of Macrobrachium nipponense. Antioxidants (Basel,
Switzerland). 2025; 14.

Yuan L, Fan L, Dai H, He G, Zheng X, Rao S, et al. Multi-omics reveals the
increased biofilm formation of Salmonella Typhimurium M3 by the induction
of tetracycline at sub-inhibitory concentrations. The Science of the total
environment. 2023; 899: 165695.

Hagstrom H, Vessby J, Ekstedt M, Shang Y. 99% of patients with NAFLD meet
MASLD criteria and natural history is therefore identical. Journal of
hepatology. 2024; 80: e76-€7.

Sun L, He S, Chen J, Su A, Mao Q, Zhang W, et al. Hepatic injury and
metabolic perturbations in mice exposed to perfluorodecanoic acid revealed
by metabolomics and lipidomics. Ecotoxicology and environmental safety.
2025; 289: 117475.

Shang X, Che X, Ma K, Guo W, Wang S, Sun ZP, et al. Chronic Cr(VI)
exposure-induced biotoxicity involved in liver microbiota-gut axis disruption
in Phoxinus lagowskii Dybowski based on multi-omics technologies.
Environmental pollution (Barking, Essex: 1987). 2025; 368: 125759.

Attema B, de la Rosa Rodriguez MA, van Schothorst EM, Grefte S, Hooiveld
GJ, Kersten S. Deficiency of the mitochondrial transporter SLC25A47
minimally impacts hepatic lipid metabolism in fasted and diet-induced obese
mice. Molecular metabolism. 2025; 92: 102092.

Liao Y, Chen Q, Liu L, Huang H, Sun J, Bai X, et al. Amino acid is a major
carbon source for hepatic lipogenesis. Cell metabolism. 2024; 36: 2437-48.e8.
Lo EKK, Felicianna, Xu JH, Zhan Q, Zeng Z, El-Nezami H. The Emerging Role
of Branched-Chain Amino Acids in Liver Diseases. Biomedicines. 2022; 10.

https://www.ijbs.com



Int. J. Biol. Sci. 2026, Vol. 22

3561

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

Mansoori S, Ho MY, Ng KK, Cheng KK. Branched-chain amino acid
metabolism: Pathophysiological mechanism and therapeutic intervention in
metabolic diseases. Obesity reviews: an official journal of the International
Association for the Study of Obesity. 2025; 26: €13856.

Mino M, Sano A, Kakazu E, Matsubara H, Kakisaka K, Kogure T, et al.
Differences in branched-chain amino acid to tyrosine ratio (BTR) among
etiologies of chronic liver disease progression compared to healthy adults.
Journal of gastroenterology. 2024; 59: 483-93.

Honda T, Ishigami M, Luo F, Lingyun M, Ishizu Y, Kuzuya T, et al.
Branched-chain amino acids alleviate hepatic steatosis and liver injury in
choline-deficient high-fat diet induced NASH mice. Metabolism: clinical and
experimental. 2017; 69: 177-87.

Zhang F, Zhao S, Yan W, Xia Y, Chen X, Wang W, et al. Branched Chain
Amino Acids Cause Liver Injury in Obese/Diabetic Mice by Promoting
Adipocyte Lipolysis and Inhibiting Hepatic Autophagy. EBioMedicine. 2016;
13:157-67.

Jian H, Li R, Huang X, Li J, Li Y, Ma ], et al. Branched-chain amino acids
alleviate NAFLD via inhibiting de novo lipogenesis and activating fatty acid
B-oxidation in laying hens. Redox biology. 2024; 77: 103385.

Mohr AE, Sweazea KL, Bowes DA, Jasbi P, Whisner CM, Sears DD, et al. Gut
microbiome remodeling and metabolomic profile improves in response to
protein pacing with intermittent fasting versus continuous caloric restriction.
Nature communications. 2024; 15: 4155.

Ye J, Kumanova M, Hart LS, Sloane K, Zhang H, De Panis DN, et al. The
GCN2-ATF4 pathway is critical for tumour cell survival and proliferation in
response to nutrient deprivation. The EMBO journal. 2010; 29: 2082-96.

Neill G, Masson GR. A stay of execution: ATF4 regulation and potential
outcomes for the integrated stress response. Frontiers in molecular
neuroscience. 2023; 16: 1112253.

Pedersen HK, Gudmundsdottir V, Nielsen HB, Hyotylainen T, Nielsen T,
Jensen BA, et al. Human gut microbes impact host serum metabolome and
insulin sensitivity. Nature. 2016; 535: 376-81.

Liu R, Hong J, Xu X, Feng Q, Zhang D, Gu Y, et al. Gut microbiome and serum
metabolome alterations in obesity and after weight-loss intervention. Nature
medicine. 2017; 23: 859-68.

Li TT, Chen X, Huo D, Arifuzzaman M, Qiao S, Jin WB, et al. Microbiota
metabolism of intestinal amino acids impacts host nutrient homeostasis and
physiology. Cell host & microbe. 2024; 32: 661-75.e10.

Ghrayeb A, Finney AC, Agranovich B, Peled D, Anand SK, McKinney MP, et
al. Serine synthesis via reversed SHMT?2 activity drives glycine depletion and
acetaminophen hepatotoxicity in MASLD. Cell metabolism. 2024; 36:
116-29.¢7.

Rome FI, Hughey CC. Disrupted liver oxidative metabolism in glycine
N-methyltransferase-deficient mice is mitigated by dietary methionine
restriction. Molecular metabolism. 2022; 58: 101452.

Gu X, Orozco JM, Saxton RA, Condon K], Liu GY, Krawczyk PA, et al.
SAMTOR is an S-adenosylmethionine sensor for the mTORCI1 pathway.
Science (New York, NY). 2017; 358: 813-8.

Chen G, Zhou G, Zhai L, Bao X, Tiwari N, Li ], et al. SHMT?2 reduces fatty liver
but is necessary for liver inflammation and fibrosis in mice. Communications
biology. 2024; 7: 173.

Rom O, Liu Y, Liu Z, Zhao Y, Wu J, Ghrayeb A, et al. Glycine-based treatment
ameliorates NAFLD by modulating fatty acid oxidation, glutathione synthesis,
and the gut microbiome. Science translational medicine. 2020; 12.

Mino M, Kakazu E, Sano A, Tsuruoka M, Matsubara H, Kakisaka K, et al.
Comprehensive analysis of peripheral blood free amino acids in MASLD: the
impact of glycine-serine-threonine metabolism. Amino acids. 2024; 57: 3.

Wei Y, Wang YG, Jia Y, Li L, Yoon ], Zhang S, et al. Liver homeostasis is
maintained by midlobular zone 2 hepatocytes. Science (New York, NY). 2021;
371.

Du K, Chitneni SK, Suzuki A, Wang Y, Henao R, Hyun ], et al. Increased
Glutaminolysis Marks Active Scarring in Nonalcoholic Steatohepatitis
Progression. Cellular and molecular gastroenterology and hepatology. 2020;
10: 1-21.

Rajcic D, Baumann A, Hernandez-Arriaga A, Brandt A, Nier A, Jin CJ, et al.
Citrulline supplementation attenuates the development of non-alcoholic
steatohepatitis in female mice through mechanisms involving intestinal
arginase. Redox biology. 2021; 41: 101879.

Fang GH, Zhou XL, Ran CL, Jin CX, Bu SY, Chen Y, et al. Chronic intermittent
hypoxia modulates energy metabolic pathways and improves hypoxia
tolerance capacity in golden pompano, Trachinotus blochii. The Science of the
total environment. 2025; 969: 178921.

Wewer Albrechtsen NJ, Holst JJ, Cherrington AD, Finan B, Gluud LL, Dean
ED, et al. 100 years of glucagon and 100 more. Diabetologia. 2023; 66: 1378-94.
Wise DR, Thompson CB. Glutamine addiction: a new therapeutic target in
cancer. Trends in biochemical sciences. 2010; 35: 427-33.

Zhang J, Pavlova NN, Thompson CB. Cancer cell metabolism: the essential
role of the nonessential amino acid, glutamine. The EMBO journal. 2017; 36:
1302-15.

Bohme-Schiifer 1, Lorentz S, Bosserhoff AK. Role of Amino Acid Transporter
SNAT1/SLC38A1 in Human Melanoma. Cancers. 2022; 14.

Jiang H, Zhang N, Tang T, Feng F, Sun H, Qu W. Target the human
Alanine/Serine/Cysteine Transporter 2(ASCT2): Achievement and Future for
Novel Cancer Therapy. Pharmacological research. 2020; 158: 104844.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

Sohn BH, Park IY, Shin JH, Yim SY, Lee JS. Glutamine synthetase mediates
sorafenib sensitivity in P-catenin-active hepatocellular carcinoma cells.
Experimental & molecular medicine. 2018; 50: e421.

Dai W, Shen ], Yan ], Bott AJ, Maimouni S, Daguplo HQ, et al. Glutamine
synthetase limits B-catenin-mutated liver cancer growth by maintaining
nitrogen homeostasis and suppressing mTORCI. The Journal of clinical
investigation. 2022; 132.

LiY, Li B, Xu Y, Qian L, Xu T, Meng G, et al. GOT2 Silencing Promotes
Reprogramming of Glutamine Metabolism and Sensitizes Hepatocellular
Carcinoma to Glutaminase Inhibitors. Cancer research. 2022; 82: 3223-35.

Jin J, Byun JK, Choi YK, Park KG. Targeting glutamine metabolism as a
therapeutic strategy for cancer. Experimental & molecular medicine. 2023; 55:
706-15.

Dai W, Xu L, Yu X, Zhang G, Guo H, Liu H, et al. OGDHL silencing promotes
hepatocellular carcinoma by reprogramming glutamine metabolism. Journal
of hepatology. 2020; 72: 909-23.

Luo L, Wu X, Fan J, Dong L, Wang M, Zeng Y, et al. FBXO7 ubiquitinates
PRMTT1 to suppress serine synthesis and tumor growth in hepatocellular
carcinoma. Nature communications. 2024; 15: 4790.

Kuo MT, Chen HHW, Feun LG, Savaraj N. Targeting the
Proline-Glutamine-Asparagine-Arginine Metabolic Axis in Amino Acid
Starvation Cancer Therapy. Pharmaceuticals (Basel, Switzerland). 2021; 14.
Chen J, Sun HW, Wang RZ, Zhang YF, Li W], Wang YK, et al. Glutamate
promotes CCL2 expression to recruit tumor-associated macrophages by
restraining EZH2-mediated histone methylation in hepatocellular carcinoma.
Oncoimmunology. 2025; 14: 2497172.

Wang X, Li Y, Xiao Y, Huang X, Wu X, Zhao Z, et al. The phospholipid
flippase ATP9A enhances macropinocytosis to promote nutrient starvation
tolerance in hepatocellular carcinoma. The Journal of pathology. 2023; 260:
17-31.

Krishnan N, Dickman MB, Becker DF. Proline modulates the intracellular
redox environment and protects mammalian cells against oxidative stress.
Free radical biology & medicine. 2008; 44: 671-81.

Wu D, Li Z, Zhang Y, Zhang Y, Ren G, Zeng Y, et al. Proline uptake promotes
activation of lymphoid tissue inducer cells to maintain gut homeostasis.
Nature metabolism. 2023; 5: 1953-68.

You HJ, Li Q, Ma LH, Wang X, Zhang HY, Wang YX, et al. Inhibition of
GLUD1 mediated by LASP1 and SYVNT1 contributes to hepatitis B virus X
protein-induced hepatocarcinogenesis. Journal of molecular cell biology. 2024;
16.

Chen M, Zhang C, Liu W, Du X, Liu X, Xing B. Long noncoding RNA
LINC01234 promotes hepatocellular ~carcinoma progression through
orchestrating aspartate metabolic reprogramming. Molecular therapy: the
journal of the American Society of Gene Therapy. 2022; 30: 2354-69.

Ding Z, Ericksen RE, Escande-Beillard N, Lee QY, Loh A, Denil S, et al.
Metabolic pathway analyses identify proline biosynthesis pathway as a
promoter of liver tumorigenesis. Journal of hepatology. 2020; 72: 725-35.

Tang L, Zeng ], Geng P, Fang C, Wang Y, Sun M, et al. Global Metabolic
Profiling Identifies a Pivotal Role of Proline and Hydroxyproline Metabolism
in Supporting Hypoxic Response in Hepatocellular Carcinoma. Clinical cancer
research: an official journal of the American Association for Cancer Research.
2018; 24: 474-85.

Li JT, Yang H, Lei MZ, Zhu WP, Su Y, Li KY, et al. Dietary folate drives
methionine metabolism to promote cancer development by stabilizing MAT
ITA. Signal transduction and targeted therapy. 2022; 7: 192.

Zhao L, Su H, Liu X, Wang H, Feng Y, Wang Y, et al. mTORC1-c-Myc pathway
rewires methionine metabolism for HCC progression through suppressing
SIRT4 mediated ADP ribosylation of MAT2A. Cell & bioscience. 2022; 12: 183.
Tripodi F, Badone B, Vescovi M, Milanesi R, Nonnis S, Maffioli E, et al.
Methionine Supplementation Affects Metabolism and Reduces Tumor
Aggressiveness in Liver Cancer Cells. Cells. 2020; 9.

Yuan C, Hu C, Zhou H, Liu W, Lai W, Liu Y, et al. L-methionine promotes
CD8(+) T cells killing hepatocellular carcinoma by inhibiting NR112/PCSK9
signaling. Neoplasia (New York, NY). 2025; 64: 101160.

Li F, Liu P, Mi W, Li L, Anderson NM, Lesner NP, et al. Blocking methionine
catabolism induces senescence and confers vulnerability to GSK3 inhibition in
liver cancer. Nature cancer. 2024; 5: 131-46.

Ma S, Zhu W, Ji X, Liu C, Chen N, Guo D, et al. Multiplex Methionine
Modulating Hydrogel for Cancer Metabolic Therapy. Advanced materials
(Deerfield Beach, Fla). 2025; 37: €2420445.

Mossmann D, Miiller C, Park S, Ryback B, Colombi M, Ritter N, et al. Arginine
reprograms metabolism in liver cancer via RBM39. Cell. 2023; 186: 5068-83.€23.
Yau T, Cheng PNM, Chiu J, Kwok GGW, Leung R, Liu AM, et al. A phase 1
study of pegylated recombinant arginase (PEG-BCT-100) in combination with
systemic chemotherapy (capecitabine and oxaliplatin) [PACOX] in advanced
hepatocellular carcinoma patients. Investigational new drugs. 2022; 40: 314-21.
Geeraerts SL, Heylen E, De Keersmaecker K, Kampen KR. The ins and outs of
serine and glycine metabolism in cancer. Nature metabolism. 2021; 3: 131-41.
Missiaen R, Anderson NM, Kim LC, Nance B, Burrows M, Skuli N, et al. GCN2
inhibition sensitizes arginine-deprived hepatocellular carcinoma cells to
senolytic treatment. Cell metabolism. 2022; 34: 1151-67.€7.

Chu YD, Liu HF, Chen YC, Chou CH, Yeh CT. WWOX-rs13338697 genotype
predicts therapeutic efficacy of ADI-PEG 20 for patients with advanced
hepatocellular carcinoma. Frontiers in oncology. 2022; 12: 996820.

https://www.ijbs.com



Int. J. Biol. Sci. 2026, Vol. 22

3562

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

Jung JW, Macalino SJY, Cui M, Kim JE, Kim HJ, Song DG, et al
Transmembrane 4 L Six Family Member 5 Senses Arginine for mTORC1
Signaling. Cell metabolism. 2019; 29: 1306-19.e7.

Zhao ], Adams A, Roberts B, O’'Neil M, Vittal A, Schmitt T, et al. Protein
arginine methyl transferase 1- and Jumonji C domain-containing protein
6-dependent arginine methylation regulate hepatocyte nuclear factor 4 alpha
expression and hepatocyte proliferation in mice. Hepatology (Baltimore, Md).
2018; 67: 1109-26.

Lei Y, Han P, Chen Y, Wang H, Wang S, Wang M, et al. Protein arginine
methyltransferase 3 promotes glycolysis and hepatocellular carcinoma growth
by enhancing arginine methylation of lactate dehydrogenase A. Clinical and
translational medicine. 2022; 12: e686.

Deng W, Ai J, Zhang W, Zhou Z, Li M, Yan L, et al. Arginine methylation of
HSPA8 by PRMT9 inhibits ferroptosis to accelerate hepatitis B
virus-associated  hepatocellular ~carcinoma progression. Journal of
translational medicine. 2023; 21: 625.

Chang Y, Wang N, Li S, Zhang ], Rao Y, Xu Z, et al. SLC3A2-Mediated Lysine
Uptake by Cancer Cells Restricts T-cell Activity in Hepatocellular Carcinoma.
Cancer research. 2025; 85: 2250-67.

Tian W, Yang Y, Meng L, Ge C, Liu Y, Zhang C, et al. GCDH Acetylation
Orchestrates DNA Damage Response and Autophagy via Mitochondrial ROS
to Suppress Hepatocellular Carcinoma Progression. Research (Washington,
DC). 2025; 8: 0862.

Jin J, Bai L, Wang D, Ding W, Cao Z, Yan P, et al. SIRT3-dependent
delactylation of cyclin E2 prevents hepatocellular carcinoma growth. EMBO
reports. 2023; 24: e56052.

Feng L, Chen M, Li Y, Li M, Hu S, Zhou B, et al. Sirtl deacetylates and
stabilizes p62 to promote hepato-carcinogenesis. Cell death & disease. 2021;
12: 405.

Cao H, Wei D, Li H, Zhao M, Ma Y, Kong L, et al. Sirtuin 5 inhibits
mitochondrial metabolism in liver cancer cells and promotes apoptosis by
mediating the desuccinylation of CS. Frontiers in immunology. 2025; 16:
1560989.

Wu J, Chai H, Li F, Ren Q, Gu Y. SETDIA augments sorafenib primary
resistance via activating YAP in hepatocellular carcinoma. Life sciences. 2020;
260: 118406.

Xue C, Li G, Zheng Q, Gu X, Shi Q, Su Y, et al. Tryptophan metabolism in
health and disease. Cell metabolism. 2023; 35: 1304-26.

LiL, Wang T, Li S, Chen Z, Wu J, Cao W, et al. TDO2 Promotes the EMT of
Hepatocellular Carcinoma Through Kyn-AhR Pathway. Frontiers in oncology.
2020; 10: 562823.

Wang K, Luo L, Fu S, Wang M, Wang Z, Dong L, et al. PHGDH arginine
methylation by PRMT1 promotes serine synthesis and represents a therapeutic
vulnerability in hepatocellular carcinoma. Nature communications. 2023; 14:
1011.

Wei L, Lee D, Law CT, Zhang MS, Shen J, Chin DW, et al. Genome-wide
CRISPR/Cas9 library screening identified PHGDH as a critical driver for
Sorafenib resistance in HCC. Nature communications. 2019; 10: 4681.

Koppula P, Zhuang L, Gan B. Cystine transporter SLC7A11/xCT in cancer:
ferroptosis, nutrient dependency, and cancer therapy. Protein & cell. 2021; 12:
599-620.

Guo W, Zhao Y, Zhang Z, Tan N, Zhao F, Ge C, et al. Disruption of xCT
inhibits cell growth via the ROS/autophagy pathway in hepatocellular
carcinoma. Cancer letters. 2011; 312: 55-61.

LiY, Yang W, Zheng Y, Dai W, Ji ], Wu L, et al. Targeting fatty acid synthase
modulates sensitivity of hepatocellular carcinoma to sorafenib via ferroptosis.
Journal of experimental & clinical cancer research: CR. 2023; 42: 6.

Kim SY, Ong Q, Liao Y, Ding Z, Tan AQL, Lim LTR, et al. Genetic Ablation of
LAT1 Inhibits Growth of Liver Cancer Cells and Downregulates mTORC1
Signaling. International journal of molecular sciences. 2023; 24.

Yang D, Liu H, Cai Y, Lu K, Zhong X, Xing S, et al. Branched-chain amino acid
catabolism breaks glutamine addiction to sustain hepatocellular carcinoma
progression. Cell reports. 2022; 41: 111691.

Song F, Zhang Z, Liu W, Xu T, Hu X, Wang Q, et al. Peptide Transporter
1-Mediated Dipeptide Transport Promotes Hepatocellular Carcinoma
Metastasis by Activating MAP4K4/G3BP2 Signaling Axis. Advanced science
(Weinheim, Baden-Wurttemberg, Germany). 2024; 11: e2306671.

Yin S, Liu L, Ball LE, Wang Y, Bedford MT, Duncan SA, et al
CDK5-PRMT1-WDR24 signaling cascade promotes mTORCI signaling and
tumor growth. Cell reports. 2023; 42: 112316.

Lu X, Paliogiannis P, Calvisi DF, Chen X. Role of the Mammalian Target of
Rapamycin Pathway in Liver Cancer: From Molecular Genetics to Targeted
Therapies. Hepatology (Baltimore, Md). 2021; 73 Suppl 1: 49-61.

LiY, Xu T, Ma H, Yue D, Lamao Q, Liu Y, et al. Functional profiling of serine,
threonine and tyrosine sites. Nature chemical biology. 2025; 21: 532-43.
Kakazu E, Mino M, Kanto T. Role of amino acids in the regulation of hepatic
gluconeogenesis and lipogenesis in metabolic dysfunctionassociated steatotic
liver disease. Clinical and molecular hepatology. 2025; 31: 771-95.

Zaccherini G, Aguilar F, Caraceni P, Claria J, Lozano JJ, Fenaille F, et al.
Assessing the role of amino acids in systemic inflammation and organ failure
in patients with ACLF. Journal of hepatology. 2021; 74: 1117-31.

Yun HH, Park S, Chung M]J, Son JY, Park JM, Jung 5], et al. Effects of losartan
and l-serine in a mouse liver fibrosis model. Life sciences. 2021; 278: 119578.
Su R, Fu HL, Zhang QX, Wu CY, Yang GY, Wu JJ, et al. Amplifying hepatic
L-aspartate levels suppresses CCl(4)-induced liver fibrosis by reversing

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.
139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

glucocorticoid ~ receptor ~ (-mediated = mitochondrial ~ malfunction.
Pharmacological research. 2024; 206: 107294.

Yin X, Peng ], GuL, Liu Y, Li X, Wu J, et al. Targeting glutamine metabolism in
hepatic stellate cells alleviates liver fibrosis. Cell death & disease. 2022; 13: 955.
Sasaki T, Kakisaka K, Kuroda H, Matsumoto T. Nutritional management for
acute liver failure. Hepatology research: the official journal of the Japan
Society of Hepatology. 2024; 54: 736-44.

Espina S, Gonzalez-Irazabal Y, Sanz-Paris A, Lopez-Yus M, Garcia-Sobreviela
MP, Del Moral-Bergos R, et al. Amino Acid Profile in Malnourished Patients
with Liver Cirrhosis and Its Modification with Oral Nutritional Supplements:
Implications on Minimal Hepatic Encephalopathy. Nutrients. 2021; 13.
Trillos-Almanza MC, Wessel H, Martinez-Aguilar M, van den Berg EH,
Douwes RM, Moshage H, et al. Branched Chain Amino Acids Are Associated
with Physical Performance in Patients with End-Stage Liver Disease.
Biomolecules. 2023; 13.

Singal AK, Wong RJ, Dasarathy S, Abdelmalek MF, Neuschwander-Tetri BA,
Limketkai BN, et al. ACG Clinical Guideline: Malnutrition and Nutritional
Recommendations in Liver Disease. The American journal of
gastroenterology. 2025; 120: 950-72.

Maharshi S, Sharma BC. Prophylaxis of hepatic encephalopathy: current and
future drug targets. Hepatology international. 2024; 18: 1096-109.

Zheng X, Yang H, Qin L, Wang S, Xie L, Yang L, et al. Bile Duct Ligation
Upregulates Expression and Function of L-Amino Acid Transporter 1 at
Blood-Brain Barrier of Rats via Activation of Aryl Hydrocarbon Receptor by
Bilirubin. Biomedicines. 2021; 9.

Onaolapo AY, Onaolapo O]. Peripheral
Dyshomeostasis in Neurodegenerative
neuropharmacology. 2021; 19: 1069-89.
Gallego-Duran R, Hadjihambi A, Ampuero J, Rose CF, Jalan R,
Romero-Gémez M. Ammonia-induced stress response in liver disease
progression and hepatic encephalopathy. Nature reviews Gastroenterology &
hepatology. 2024; 21: 774-91.

Baek AE. Macrophages deliver growth. Science signaling. 2025; 18: eadx8151.
Rigual MDM, Angulo-Aguado M, Zagorac S, Alvarez-Diaz R,
Benitez-Mondéjar M, Yi F, et al. Macrophages harness hepatocyte glutamate to
boost liver regeneration. Nature. 2025; 641: 1005-16.

Jiménez-Torres C, El-Kehdy H, Hernandez-Kelly LC, Sokal E, Ortega A,
Najimi M. Acute Liver Toxicity Modifies Protein Expression of Glutamate
Transporters in Liver and Cerebellar Tissue. Frontiers in neuroscience. 2020;
14: 613225.

Duan Y, Peng S, Yue ], Ding F, Chen X, Pan W, et al. SLC1A5-dependent
glutamine uptake in hepatocytes promotes liver regeneration. Hepatology
communications. 2025; 9.

Dorai T, Pinto JT, Denton TT, Krasnikov BF, Cooper AJL. The metabolic
importance of the glutaminase II pathway in normal and cancerous cells.
Analytical biochemistry. 2022; 644: 114083.

Yen CC, Yen CS, Tsai HW, Yeh MM, Hong TM, Wang WL, et al. Second
harmonic generation microscopy reveals the spatial orientation of
glutamine-potentiated liver regeneration after hepatectomy. Hepatology
communications. 2025; 9.

Alvarez-Guaita A, Blanco-Mufioz P, Meneses-Salas E, Wahba M, Pollock AH,
Jose J, et al. Annexin A6 Is Critical to Maintain Glucose Homeostasis and
Survival During Liver Regeneration in Mice. Hepatology (Baltimore, Md).
2020; 72: 2149-64.

Broer S. Amino acid transporters as modulators of glucose homeostasis.
Trends in endocrinology and metabolism: TEM. 2022; 33: 120-35.

Shi X, Yin H, Li ], Huang C, Chen Y, Chen Z, et al. Circulating branch chain
amino acids and improvement in liver fat content in response to exercise
interventions in NAFLD. Scientific reports. 2021; 11: 13415.

Zarinkolah A, Cheraghloo N, Soltani A, Khalagi K, Panahi N, Shirkouhi MA,
et al. Associations between circulating amino acids and hepatic steatosis
indices in Iranian adults aged over 50: findings from the Bushehr elderly
health (BEH) program. Journal of diabetes and metabolic disorders. 2025; 24:
229.

Rix I, Johansen ML, Lund A, Suppli MP, Chabanova E, van Hall G, et al.
Hyperglucagonaemia and amino acid alterations in individuals with type 2
diabetes and non-alcoholic fatty liver disease. Endocrine connections. 2024; 13.
Gong Y, Lyu W, Shi X, Zou X, Lu L, Yang H, et al. A Serum Metabolic Profiling
Analysis During the Formation of Fatty Liver in Landes Geese via
GC-TOF/MS. Frontiers in physiology. 2020; 11: 581699.

Gu T, Duan M, Chen L, Tian Y, Xu W, Zeng T, et al. The difference between
young and older ducks: Amino acid, free fatty acid, nucleotide compositions
and breast muscle proteome. Food chemistry: X. 2025; 25: 102117.

Liu X, Hu C, Li H, Wu L, Xiong Y, Tang X, et al. Metabolic profiling of fatty
acids in Tripterygium wilfordii multiglucoside- and triptolide-induced
liver-injured rats. Open life sciences. 2021; 16: 184-97.

Liu P, Li C, Ou M, Yin C, Kang X, Chen ], et al. UiO-66-NH(2) Dispersed
Solid-Phase Extraction Combined with Liquid Chromatography-Tandem
Mass Spectrometry for Metabolomics Analysis in Cancer Patients and Healthy
Individuals. Journal of separation science. 2025; 48: €70217.

Wu T, Zheng X, Yang M, Zhao A, Xiang H, Chen T, et al. Serum Amino Acid
Profiles Predict the Development of Hepatocellular Carcinoma in Patients
with Chronic HBV Infection. ACS omega. 2022; 7: 15795-808.

Glutamate
Current

and Central
Disorders.

https://www.ijbs.com



Int. J. Biol. Sci. 2026, Vol. 22

3563

154.

155.

156.

157.

158.

159.

160.

161.

162.

163.

164.

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

Wang S, Huang H, Hu X, Xiao M, Yang K, Bu H, et al. A Novel Amino
Acid-Related Gene Signature Predicts Overall Survival in Patients with
Hepatocellular Carcinoma. Cancer reports (Hoboken, NJ). 2024; 7: e2131.
Zhao Y, Zhang ], Wang S, Jiang Q, Xu K. Identification and Validation of a
Nine-Gene Amino Acid Metabolism-Related Risk Signature in HCC. Frontiers
in cell and developmental biology. 2021; 9: 731790.

LiY, Mo H, Jia S, Wang ], Ma Y, Liu X, et al. Comprehensive analysis of the
amino acid metabolism-related gene signature for prognosis, tumor immune
microenvironment, and candidate drugs in hepatocellular carcinoma.
Frontiers in immunology. 2022; 13: 1066773.

Cai X, Xu F, Wang Z, Chen H, Lin S. Prognostic Biomarkers for Hepatocellular
Carcinoma Based on Serine and Glycine Metabolism-related Genes. Journal of
clinical and translational hepatology. 2024; 12: 266-77.

Song J, Gao Z, Lai L, Zhang ], Liu B, Sang Y, et al. Machine learning-based
plasma metabolomics for improved cirrhosis risk stratification. BMC
gastroenterology. 2025; 25: 61.

Dos Santos DM, Penteado JO, Nader MM, Basso RP, da Silva NMO, Quiche
LCP, et al. Analysis of noninvasive methods in chronic hepatitis/human
immunodeficiency virus mono- and co-infected patients with advanced
fibrosis. European journal of gastroenterology & hepatology. 2025; 37: 638-43.
Wattacheril JJ, Abdelmalek MF, Lim JK, Sanyal AJ. AGA Clinical Practice
Update on the Role of Noninvasive Biomarkers in the Evaluation and
Management of Nonalcoholic Fatty Liver Disease: Expert Review.
Gastroenterology. 2023; 165: 1080-8.

Song Z, Luo W, Huang B, Cao Y, Jiang R. A new predictive model for the
concurrent risk of diabetic retinopathy in type 2 diabetes patients and the
effect of metformin on amino acids. Frontiers in endocrinology. 2022; 13:
985776.

Miller RA, Shi Y, Lu W, Pirman DA, Jatkar A, Blatnik M, et al. Targeting
hepatic glutaminase activity to ameliorate hyperglycemia. Nature medicine.
2018; 24: 518-24.

Bjune MS, Lindquist C, Hallvardsdotter Stafsnes M, Bjerndal B, Bruheim P,
Aloysius TA, et al. Plasma 3-hydroxyisobutyrate (3-HIB) and methylmalonic
acid (MMA) are markers of hepatic mitochondrial fatty acid oxidation in male
Wistar rats. Biochimica et biophysica acta Molecular and cell biology of lipids.
2021; 1866: 158887.

Rong W, Li J, Pan D, Zhou Q, Zhang Y, Lu Q, et al. Cardioprotective
Mechanism of Leonurine against Myocardial Ischemia through a
Liver-Cardiac Crosstalk Metabolomics Study. Biomolecules. 2022; 12.

Yu W, Liu Y, Le S, Xiao Y, Chen X, Wang J, et al. Multi-pathway-driven
hepatic protection: Semaglutide combined with HIIT counteracts diabetic liver
injury in db/db mice. Journal of diabetes investigation. 2025.

Trico D, Biancalana E, Solini A. Protein and amino acids in nonalcoholic fatty
liver disease. Current opinion in clinical nutrition and metabolic care. 2021; 24:
96-101.

Mansour A, Abdollahi M, Mirahmad M, Motamed S, Khorasanian AS, Mirlohi
SH, et al. The association between dietary consumption of amino acids and the
risk of non-alcoholic fatty liver disease: a case-control study. Nutrition &
metabolism. 2025; 22: 118.

Amelio I, Cutruzzola F, Antonov A, Agostini M, Melino G. Serine and glycine
metabolism in cancer. Trends in biochemical sciences. 2014; 39: 191-8.

Kakazu E, Sano A, Morosawa T, Inoue J, Ninomiya M, Iwata T, et al. Branched
chain amino acids are associated with the heterogeneity of the area of lipid
droplets in hepatocytes of patients with non-alcoholic fatty liver disease.
Hepatology research: the official journal of the Japan Society of Hepatology.
2019; 49: 860-71.

Li B, Cao Y, Meng G, Qian L, Xu T, Yan C, et al. Targeting glutaminase 1
attenuates stemness properties in hepatocellular carcinoma by increasing
reactive oxygen species and suppressing Wnt/beta-catenin pathway.
EBioMedicine. 2019; 39: 239-54.

Hassan YA, Helmy MW, Ghoneim AI. Combinatorial antitumor effects of
amino acids and epigenetic modulations in hepatocellular carcinoma cell lines.
Naunyn-Schmiedeberg’s archives of pharmacology. 2021; 394: 2245-57.

Yuan H, Wu X, Wu Q, Chatoff A, Megill E, Gao J, et al. Lysine catabolism
reprograms tumour immunity through histone crotonylation. Nature. 2023;
617: 818-26.

Dos Santos ALS, Anastacio LR. The impact of L-branched-chain amino acids
and L-leucine on malnutrition, sarcopenia, and other outcomes in patients
with chronic liver disease. Expert review of gastroenterology & hepatology.
2021; 15: 181-94.

Cogo E, Elsayed M, Liang V, Cooley K, Guerin C, Psihogios A, et al. Are
Supplemental Branched-Chain Amino Acids Beneficial During the
Oncological Peri-Operative Period: A Systematic Review and Meta-Analysis.
Integrative cancer therapies. 2021; 20: 1534735421997551.

Xie K, Zhang Y, Ou X, Xiao Y, Luo J, Tan S. Taurine ameliorates liver fibrosis
by repressing Fpr2-regulated macrophage M1 polarization. European journal
of pharmacology. 2025; 997: 177614.

Zhang Y, Zhan L, Zhang L, Shi Q, Li L. Branched-Chain Amino Acids in Liver
Diseases: Complexity and Controversy. Nutrients. 2024; 16.

Lu H. Inflammatory liver diseases and susceptibility to sepsis. Clinical science
(London, England: 1979). 2024; 138: 435-87.

https://www.ijbs.com



