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Abstract
Background  Ganoderic acids (GAs), recognized as significant triterpenoid bioactive components in Ganoderma 
lucidum, exhibit a broad spectrum of pharmacological activities, including immunomodulation, anti-cancer, and anti-
aging properties. Despite their significant pharmacological potential, the low yield of GAs from natural sources has 
emerged as a critical bottleneck hindering their broader application in the pharmaceutical and health care industries. 
Previous studies have suggested that environmental perturbations can influence energy metabolism, potentially 
impacting the biosynthesis of bioactive compounds. However, the specific influence of environmental changes on 
energy metabolism and subsequent effects on GAs synthesis in G. lucidum remains an understudied area.

Results  We demonstrated that intracellular ATP deficiency significantly influences GAs accumulation induced 
by alterations in energy metabolism. Intracellular ATP deficiency was consistently observed under all four known 
conditions that induce GAs accumulation: heat stress (HS), nitrogen limitation, treatment with 50 µM methyl 
jasmonate (MeJA), and treatment with 200 µM salicylic acid (SA). Consistent with these findings, silencing the 
ATP synthase beta subunit (ATPsyn-beta) or treating with oligomycin (Oli), an ATP synthase inhibitor, increased 
GAs accumulation and induced intracellular ATP deficiency in G. lucidum. Our results revealed an increase in the 
GAs biosynthetic pathway and increased levels of the GAs precursor acetyl-CoA in mycelia with intracellular ATP 
deficiency. Enhanced fatty acid β-oxidation was identified as the primary source of additional acetyl-CoA, indicating 
that this process, induced by intracellular ATP deficiency, is crucial for GAs accumulation.

Conclusions  This study demonstrated that changes in intracellular ATP content respond to environmental 
perturbations and impact the biosynthesis of GAs, holding substantial implications for production practices. 
Modulating ATP levels could increase GAs yields, cater to market demands, and reduce costs. The research also 
furnishes a scientific foundation for optimizing cultivation conditions, employing genetic engineering to refine 
biosynthetic pathways, and leveraging environmental control to boost production efficiency.
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Background
Fluctuations in environmental parameters, such as 
moisture, temperature, and nutrient availability, typi-
cally exert adverse effects on the life activities of organ-
isms. To survive, all organisms must respond and adapt 
to these altered environmental conditions by regulating 
their metabolism and undergoing physiological changes 
[1–3]. Energy metabolism, a cornerstone of metabolic 
processes, breaks down nutrients to generate the energy 
required for life activities. In response to environmen-
tal changes, organisms initiate compensatory regulatory 
mechanisms through energy metabolism to maintain 
physiological homeostasis [4–8]. Recent studies have 
indicated that energy metabolism plays a significant 
regulatory role in the response of microorganisms to 
environmental changes. For example, in Saccharomyces 
cerevisiae, a mechanism for regulating cytosolic viscos-
ity during periods of heat and starvation has been identi-
fied, potentially triggered by ATP levels [9]. Similarly, in 
Arabidopsis thaliana, hypoxia-induced ATP depletion 
modulates oleoyl-CoA synthesis, initiating a response 
to low-oxygen stress [10]. These findings suggest that 
adjustments in energy metabolism may be crucial for 
organisms in response to environmental changes by 
influencing other biological processes.

Secondary metabolites, traditionally considered non-
essential for growth and development, have recently 
been recognized for their critical roles in regulating the 
survival, reproduction, and environmental adaptation of 
fungi [11]. Notably, secondary metabolites such as lov-
astatin, penicillin, and artemisinin have had a profound 
impact on human civilization, highlighting the impor-
tance of studying secondary metabolism [12, 13]. As a 
result, research into the regulation of secondary metabo-
lism has gained significant interest over the past decade. 
Various physical factors, including temperature varia-
tions, solid-state culture, and pH adjustments, have been 
documented to enhance the accumulation of secondary 
metabolites in fungi. Additionally, chemical, biological, 
and biochemical signals, such as SA and ethylene, have 
also been shown to enhance the biosynthesis of sec-
ondary metabolites in organisms. Studies have further 
revealed that enzymes associated with energy production 
may significantly influence the accumulation of second-
ary metabolites during these induction processes. For 
example, Liu (2021) reported that the inhibition of aconi-
tase activity reduced heat stress-induced biosynthesis of 
GAs in G. lucidum [14]. However, there has been a nota-
ble scarcity of research examining the effects of cofac-
tors, such as ATP and NADH, on secondary metabolism 
in fungi. The role of energy metabolism in modulating 

secondary metabolism in response to environmental 
changes remains largely unexplored.

G. lucidum is a renowned edible and medicinal fungus 
native to East Asia. GAs are among its primary medicinal 
constituents, with their concentration serving as a criti-
cal determinant of the mushroom quality. Thus, enhanc-
ing the content of GAs is of considerable importance in 
production, and understanding the regulatory mecha-
nisms of their biosynthesis and accumulation has become 
a significant research focus. The biosynthesis of Ganod-
eric Acids (GAs) in G. lucidum represents a complex and 
multifaceted metabolic pathway that involves several 
key enzymes. A substantial body of research has conclu-
sively demonstrated that HMG-CoA Reductase (HMGR), 
Squalene Synthase (SQS), and Oxidosqualene Cyclase 
(OSC) serve as rate-limiting enzymes in the synthesis 
of GAs [15, 16]. Moreover, the expression levels of these 
enzymes have been shown to correlate significantly with 
the accumulation of GAs [17]. While many eukaryotic 
organisms are known to possess multiple copies of the 
genes encoding HMGR, SQS, and OSC, current genomic 
studies have revealed the presence of only a single copy of 
each gene in the G. lucidum genome [18–21]. Researches 
also indicate that the biosynthesis and accumulation of 
GAs are closely associated with environmental condi-
tions and are significantly influenced by stimuli such as 
heat shock, low pH, MeJA treatment, and SA treatment, 
demonstrating the environmental sensitivity of GAs bio-
synthesis. Subsequent analyses have revealed that reac-
tive oxygen species signaling and mitochondrial activity 
are also implicated in the regulation of GAs biosynthesis 
during environmental shifts [14, 22, 23]. However, the 
precise roles of energy content and metabolism in modu-
lating GAs biosynthesis in response to various environ-
mental changes remain to be elucidated.

In this study, mycelium of G. lucidum was subjected 
to various environmental stimuli, revealing a correla-
tion between intracellular ATP deficiency and the accu-
mulation of GAs. By knocking down the ATP synthase 
beta subunit (ATPsyn-beta) or treating with Oli, strains 
with ATP deficiency were generated, confirming that 
ATP deficiency could induce GAs accumulation. Our 
analysis of key acetyl-CoA synthesis pathways revealed 
that intracellular ATP deficiency upregulates fatty acid 
β-oxidation. To assess the role of fatty acid β-oxidation 
in GAs accumulation induced by ATP deficiency, 
etomoxir(eto) treatment and co-silencing analysis were 
employed. This study explored the intricate relationship 
between ATP levels and the biosynthesis of GAs within 
G. lucidum, shedding light on a potential regulatory 
mechanism. These findings introduce a novel strategy 
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for enhancing the production of GAs, which are bioac-
tive compounds with a wide range of pharmacological 
activities. This enhancement is crucial for increasing the 
economic value of GAs-derived products, optimizing 
the efficiency of industrial-scale fermentation processes, 
and amplifying the health-promoting properties of these 
medicinal compounds.

Materials and methods
Strain and material culture
The G. lucidum strain G20 (G. lucidum ACCC53264) was 
provided by the China Center for Agricultural Microor-
ganisms Conservation. The strains were cultivated on a 
complete yeast medium (CYM:10  g·L− 1 maltose (bio-
chemical grade, Sangon, Shanghai, China), 20 g·L− 1 glu-
cose (biotech grade, Sangon, Shanghai, China), 2  g·L− 1 
yeast extract (microbiological grade, Sangon, Shanghai, 
China), 2 g·L− 1 peptone (microbiological grade, Sangon, 
Shanghai, China), 0.5  g·L− 1 MgSO₄·7  H₂O (biochemical 
grade, Sangon, Shanghai, China), and 2  g·L− 1 K₂HPO₄ 
(biochemical grade, Sangon, Shanghai, China)) solid 
plate (10  g·L− 1 agar (Reagent Grade, Sangon, Shanghai, 
China)). Subsequently, the mycelia were transferred into 
100 mL of CYM liquid medium. The medium was incu-
bated in a shaking incubator at 28℃ and 150 rpm·min⁻¹ 
for 5 days in the dark. Next, the mycelia were evenly 
broken under aseptic conditions using a cantilever elec-
tric stirrer at 2000 rpm·min⁻¹ for 5 min (NY-20L3, Enpei, 
Changzhou, China). Finally, 2.5 mL of the mycelium 
homogenate was transferred into 100 mL of CYM liquid 
medium and incubated at 28℃ and 150 rpm·min⁻¹ for 5 
days in the dark.

Detection of the intracellular ATP content in G. lucidum
The detection was performed using the ATP Assay Kit 
manufactured by Beyotime Biotechnology (Cat: S0026).

Determination of GAs content in G. lucidum via HPLC
Ganoderic acid levels were extracted from dried myce-
lium and measured using previously described methods 
[24–26]. GAs were determined using high-performance 
liquid chromatography (HPLC) instrument (Shimadzu, 
Kyoto, Japan). The monitoring wavelength for ganod-
eric acid was set at 252 nm, and a Shim-pack GISTC18 
column (5  μm, 4.6  mm I.D. × 250  mm) was used. Cali-
bration curves were established using ganoderic acid A, 
specifically (7,15,25R)-7,15-dihydroxy-3,11,23-trioxo-
lanost-8-en-26-oic acid, to evaluate the total ganoderic 
acid production. The standard concentration of ganod-
eric acid A used for calibration was greater than 98%, and 
it was sourced from Solarbio (SG8810, Beijing, China). 
The total ganoderic acid content was calculated based on 
the peak area obtained from the chromatograms and the 
established calibration curves.

Construction of transformants
The specific transformation procedure was as previously 
described [27]. The fungal RNAi vector pAN7-ura3-dual 
was used to construct transformant strains of G. lucidum. 
Fragments of the coding sequences of ATPsyn-β, hcd, 
acd and co-silenced (ATPsyn-β and hcd or acd) were 
amplified by polymerase chain reaction (PCR) using G. 
lucidum cDNA as the template and the primers listed in 
Supplemental Table S1. The amplified fragments were 
ligated into the pAN7-ura3-dual vector and Sanger 
sequenced before transformation into G. lucidum pro-
toplasts. The transformants were screened on CYM 
medium containing 100 µg/mL hygromycin B [28].

To screen for valid silenced strains, mycelia were incu-
bated on CYM plates at 28 °C for 5 days, then collected 
and frozen in liquid nitrogen. The silencing efficiency 
of candidate transformants was detected by quantita-
tive real-time reverse transcriptase PCR (qRT-PCR) 
analysis [29]. Total RNA was extracted from 100  mg of 
mycelium using RNAiso Plus (9109, TaKaRa). cDNA was 
synthesized using the RT MasterMix kit (G488, ABM). 
The transcript levels of related genes were detected 
using SYBR Green qPCR SuperMix (Q321-02, Vazyme) 
according to the manufacturer’s instructions.

Quantitative analysis of gene expression levels through 
real-time fluorescence PCR
In this experiment, the qPCR SYBR Green Master 
Mix kit from Vazyme was utilized to conduct the qRT-
PCR reaction. The qRT-PCR data were processed using 
the 18S rRNA gene of G. lucidum as the endogenous 
control. The relative changes in target gene expres-
sion were determined according to the 2−ΔΔCT method 
[30]. Here, ΔΔCT represents the difference between 
the ΔCt of the treatment group and the ΔCt of the con-
trol group. The relative expression level of the gene of 
interest was calculated using the following formula: 
2− (treatment group ΔCt − control group ΔCt). Specifically, the ΔCt 
for the treatment group was defined as the difference 
between the Ct value of the target gene and the Ct value 
of the 18S rRNA internal reference gene within the same 
sample. Similarly, the ΔCt for the control group is the dif-
ference between the Ct value of the target gene and the 
Ct value of the 18S rRNA internal reference gene within 
that sample. Primer sequence information is provided in 
the supplementary material.

Detection of acetyl-CoA content in G. lucidum
Detection of acetyl-CoA was performed using the immu-
nofluorescence end-point method, as described in the 
Acetyl-CoA detection kit (Cat: MAK039) produced by 
Merck.
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Detection of lipase (LPS) and pyruvate dehydrogenase 
(PDH) activities
The experiment utilized the copper soap lipase (LPS) 
activity detection kit (Cat: BC2340) and the pyruvate 
dehydrogenase (PDH) activity detection kit (Cat: BC038), 
both produced by Shanghai Solarbio Bioscience & Tech-
nology Co., Ltd.

Statistical analysis
All data were obtained from three independent repeated 
experiments, and the final data are presented as the 
mean ± standard deviations (SD). Asterisks indicate sig-
nificant differences between the control and treated sam-
ples as determined by Student’s t-test: * means p < 0.05, 
and ** means p < 0.01. Different asterisks represent differ-
ent levels of significance. Letters (a, b, c, d, etc.) indicate 
significant differences (p < 0.05) between different treat-
ments as determined by Duncan’s multiple range test. 
Different letters represent different levels of significance.

Data availability
All data generated or analyzed during this study are 
included in this published article.

Results
Intracellular ATP decrease induces intracellular GAs 
accumulation in G. lucidum
Previous studies have demonstrated that the accumula-
tion of GAs in G. lucidum can be augmented by expo-
sure to HS, nitrogen starvation (NS), MeJA and SA. To 
explore the interplay between GAs biosynthesis and 
energy metabolism, this study measured both GAs and 
ATP levels in G. lucidum subjected to these stressors. The 
results revealed significant increases in GAs content—by 
170.5%, 46.3%, 52.4%, and 50.7% following HS, NS, MeJA, 
and SA treatments, respectively—aligning with previous 
findings (Fig. 1A through D). Concurrently, the intracel-
lular ATP content, an indicator of energy metabolism 
status, was markedly reduced by 60.0%, 67.0%, 74.5%, 
and 52.0% under the same treatments (Fig.  1E through 
H). These findings lead to the hypothesis that there is a 
potential inverse correlation between the content of GAs 
and the levels of intracellular ATP in G. lucidum when 
subjected to specific environmental stimuli.

To further investigate the proposed correlation 
between intracellular ATP deficiency and the accumula-
tion of GAs in G. lucidum, the fungus was treated with 
Oli, an inhibitor of ATP synthase. Compared with those 
in the control group, the intracellular ATP levels were 
significantly decreased by 68.9%, 91.7%, and 91.1% in 
the 0.5 µM, 1.0 µM, and 2.0 µM Oli treatment groups, 
respectively (Fig.  1I). Concurrently, GAs contents were 
significantly elevated by 66.7%, 62.9% and 72.8% in the 
corresponding Oli-treated groups (Fig. 1J). These results 

indicated that defects in ATP synthesis can cause GAs 
accumulation in G. lucidum.

Given the pivotal role of the ATP synthase beta-subunit 
in modulating intracellular ATP levels, this gene was tar-
geted for RNA interference (RNAi) to elucidate its role 
in the ATP deficiency and GAs accumulation relation-
ship. Two independent RNAi strains, ATPsyn-beta-1i and 
ATPsyn-beta-12i, were successfully generated (Fig.  2A). 
Compared with that in the wild-type (WT) strain, the 
ATP content in the ATPsyn-beta-1i and ATPsyn-beta-
12i strains substantially decreased by 69.3% and 75.2%, 
respectively (Fig. 2B). Similarly, the GAs content in these 
RNAi strains was elevated by 47.8% and 39.1% relative 
to that in the WT strain (Fig. 2C). These findings collec-
tively suggest that a deficiency in intracellular ATP can 
indeed lead to an increase in GAs content in G. lucidum, 
thereby supporting the hypothesis that there is a regula-
tory link between energy metabolism and the biosynthe-
sis of secondary metabolites such as GAs.

To further explore the molecular mechanisms underly-
ing this phenomenon, the transcriptional response of key 
genes in the GAs biosynthetic pathway was examined, 
including HMGR, SQS, and OSC. Quantitative real-time 
PCR (qRT-PCR) analysis revealed that the transcription 
levels of these genes were notably upregulated under 2 
µM Oli treatment (hmgr: 172.5%; sqs: 148.8%; osc: 147.4 
%) (Fig.  2D-F) and following ATPsyn-beta knockdown 
(hmgr: 178.7%, 172.8%; sqs: 151.8%, 155.8%; osc: 139.9%, 
145.9%) (Fig.  2G-I). These findings indicate that intra-
cellular ATP deficiency enhances the transcription of 
enzymes critical to GAs biosynthesis.

Intracellular ATP deficiency changes the activities of the 
major source pathways for acetyl-CoA
GAs are biosynthesized through the mevalonate (MVA) 
pathway, which commences with acetyl-CoA. Com-
bined with the increased transcription of hmgr, sqs, and 
osc, the acetyl-CoA content might be the main reason 
for GAs synthesis being regulated by ATP levels. Thus, 
the effect of intracellular ATP deficiency on acetyl-CoA 
content was investigated. Treatment with 2 µM Oli, an 
inhibitor of ATP synthase, could lead to a substantial 
increase in intracellular acetyl-CoA content by 104.1% 
compared to the control group (Fig. 2J). Similarly, in the 
ATPsyn-beta RNAi strains (ATPsyn-beta-1i and ATPsyn-
beta-12i), which exhibit reduced ATP levels due to the 
knockdown of the ATP synthase beta-subunit, the intra-
cellular acetyl-CoA content increased by 118.3% and 
105.9%, respectively, when compared to the WT strain 
(Fig.  2K). We have revised “These findings demonstrate 
that a deficiency in intracellular ATP results in significant 
acetyl-CoA accumulation in G. lucidum. Additionally, the 
accumulation of acetyl-CoA, a key precursor in the MVA 
pathway, indicated a potential redirection of metabolic 
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flux towards GAs biosynthesis under conditions of ATP 
scarcity.

The mechanism of acetyl-CoA accumulation caused 
by intracellular ATP deficiency was further elucidated. 
The main sources of acetyl-CoA are the oxidative decar-
boxylation of pyruvate (a product of glycolysis) and 
the β-oxidation of fatty acids. Thus, the transcription 
of key enzymes involved in the oxidative decarboxyl-
ation of pyruvate, glycolysis and β-oxidation was ana-
lyzed. As the key rate-limiting enzymes involved in the 

glycolysis pathway, the transcription of hexokinase (HK), 
phosphofructokinase (PFK) and pyruvate kinase (PK) 
was detected. Compared to the control, the transcrip-
tion of pk and hk was upregulated in both the ATPsyn-
beta silenced strains and Oli treatments (Fig.  3A, C, D, 
F), whereas pfk was upregulated exclusively following 
ATPsyn-beta silenced (Fig.  3B, E). However, there was 
no significant change in transcription of genes encoding 
subunits of the pyruvate dehydrogenase complex (PDC) 
(Fig. 3G, H, I, L, M, N).

Fig. 1  Contents of intracellular ATP and GAs in G. lucidum under different treatments. (A, E) HS. The G. lucidum WT mycelium was cultured in CYM liquid 
culture medium at 28 °C for 5.5 days, subjected to HS at 42 °C for 12 h, and then incubated at 28 °C for 24 h to measure ATP and GAs. (B, F) Nitrogen limita-
tion. The G. lucidum WT mycelium was cultured in CYM liquid culture medium for 4 days and then transferred to synthetic medium containing glutamine 
as the sole nitrogen source (control: 30 mM; nitrogen limitation: 3 mM), and the mycelium was cultured for 3 days to measure ATP and GAs. (C, G and D, 
H) MeJA/SA treatment. The G. lucidum WT mycelium was cultured in CYM liquid culture medium for 4 days, 50 µM MeJA or 200 µM SA was added, and the 
culture was continued for 3 days to measure ATP and GAs, respectively. Ethanol was added as a control. (I, J) Oli treatment. The G. lucidum WT mycelium 
was cultured in CYM liquid culture medium for 4 days, 0.5 µM, 1 µM or 2 µM Oli (dissolved in DMSO) was added, and the culture was continued for 3 days 
to measure ATP and GAs. Blank: blank control; DMSO: solvent control. (A-H) All experiments were performed in three independent replicates, and the 
results are presented as the means ± SDs, with asterisks indicating significant differences from untreated samples (Student’s t test: ** p < 0.01). (I, J) All ex-
periments were performed in three independent replicates, and the results are presented as the means ± SDs, with different letters indicating significant 
differences (Duncan’s multiple range test, p < 0.05)
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Fig. 2 (See legend on next page.)
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The genes encoding medium-chain acyl-CoA dehydro-
genase (ACD) and 3-hydroxyacyl-CoA dehydrogenase 
(HCD-R2), two of the five key rate-limiting enzymes 
involved in β-oxidation, were upregulated at the tran-
scriptional level (Fig. 4E, F, K, L), while the transcription 
of the triacylglycerol lipase (TGL) gene also increased 
(Fig. 4A, B). Meanwhile, changes in the activity levels of 
key enzymes involved in the oxidative decarboxylation 
of pyruvate and lipolysis were also analyzed. Compared 
to the control group, the intracellular ATP deficiency 
induced a phenotype characterized by a decrease in the 
activity of pyruvate dehydrogenase and an increase in 
total lipase activity (Figs.  3O and J and 4C and D). The 
above results demonstrate that both the oxidative decar-
boxylation of pyruvate and fatty acid β-oxidation can 
respond to intracellular ATP deficiency, suggesting that 
fatty acid β-oxidation may be a primary contributor to 
acetyl-CoA accumulation under such conditions.

To confirm the role of fatty acid β-oxidation in acetyl-
CoA accumulation under energetic stress, acd and hcd-r2 
were selected for further analysis. Co-silenced transfor-
mants of ATPsyn-beta and acd, as well as ATPsyn-beta 
and hcd-r2, were generated (Fig.  5C, D). Using qRT-
PCR, we obtained the silencing efficiency of two trans-
formants (ATPsyn-ACD-4i and ATPsyn-ACD-8i) for the 
ATPsyn-beta and acd co-silenced genotypes (Fig.  5C), 
and two transformants (ATPsyn-HCD-3i and ATPsyn-
HCD-5i) for the ATPsyn-beta and hcd co-silenced 
genotypes (Fig.  5D). Upon measuring the acetyl-CoA 
content, knockdown of acd or hcd-r2 mitigated the 
acetyl-CoA accumulation induced by intracellular ATP 
deficiency (Fig.  6E, F). These results indicate that fatty 
acid β-oxidation plays an important role in acetyl-CoA 
accumulation under conditions of intracellular ATP 
deficiency.

Fatty acid β-oxidation plays an important role in GAs 
accumulation induced by decreased intracellular ATP
To further clarify the role of fatty acid β-oxidation in 
GAs accumulation induced by decreased intracellu-
lar ATP, eto., a fatty acid β-oxidation pathway inhibitor, 
was used to treat the mycelia of ATPsyn-beta silenced 

transformants, WT and Si control. Following the addi-
tion of 10 µM eto. to the culture medium, the GAs con-
tent of the WT remained unchanged. However, the GAs 
content increase in the ATPsyn-beta-1i and ATPsyn-beta-
12i strains was significantly reversed by 36.9% and 30.5%, 
respectively, and returned to WT levels in the absence 
of eto. treatment (Fig.  5A, B). In the WT strain group 
treated with 2 µM Oli, the addition of 10 µM eto. reduced 
the induced GAs content to the level of the control group 
by 31.2% (Fig.  5B). These results indicate that fatty acid 
β-oxidation in G. lucidum plays a crucial role in GAs 
accumulation induced by intracellular ATP deficiency.

Because key fatty acid β-oxidation enzymes ACD and 
HCD responded to intracellular ATP deficiency, co-
silenced transformants of ATPsyn-beta and HCD were 
used to further confirm the role of fatty acid β-oxidation 
in GAs accumulation induced by intracellular ATP defi-
ciency (Fig. 6). The transcription levels of genes involved 
in GAs biosynthesis and the contents of GAs were ana-
lyzed. The results showed that the transcription levels 
of the genes in the co-silenced strains were similar to 
those in the WT strain, indicating that silenced acd or 
hcd abolished the accumulation of acetyl-CoA and GAs 
caused by ATPsyn-beta silenced. Moreover, co-silencing 
reversed the transcriptional upregulation of genes encod-
ing key enzymes involved in GAs biosynthesis induced 
by ATPsyn-beta silenced, as measured by qRT‒PCR, 
resulting in levels comparable to those of the WT strains. 
These results further indicated that fatty acid β-oxidation 
is involved in GAs accumulation induced by intracellular 
ATP deficiency.

In summary, these results indicate that intracellular 
ATP deficiency leads to the accumulation of intracellu-
lar GAs in G. lucidum and that the fatty acid β-oxidation 
pathway significantly contributes to increasing ace-
tyl-CoA levels and increasing the transcription of key 
enzyme-encoding genes involved in GAs biosynthesis. 
These findings underscore the pivotal role of the fatty 
acid β-oxidation pathway in the cellular response to 
energy deficiency and its impact on secondary metabolite 
production.

(See figure on previous page.)
Fig. 2  Screening of ATPsyn-beta-silenced transformants and effects of ATPsyn-beta silenced or Oli treatment on the contents of intracellular ATP, GAs, and 
acetyl-CoA and the biosynthesis of GAs. (A) Relative expression levels of ATPsyn-beta in WT and ATPsyn-beta-silenced transformants. The relative expres-
sion levels of ATPsyn-beta were determined via RT‒qPCR. The 18S rRNA gene was used as a qRT‒PCR reference gene, and the relative gene expression 
level of the WT was defined as 1.0. Si control: Empty vector control transduction for the knockdown vector. (B) Intracellular ATP content in WT and ATPsyn-
beta-silenced transformants. (C) GAs content in WT and ATPsyn-beta-silenced transformants. (D-F) Relative expression levels of key mevalonate (MVA) 
pathway enzymes in WT treated with 2 µM Oli and the control. The G. lucidum WT mycelium was cultured in CYM liquid culture medium for 4 days, after 
which 2 µM Oli (dissolved in DMSO) or DMSO was added, and the culture was continued for 3 days. Blank: Blank control; DMSO: Solvent control. Changes 
in the acetyl-CoA content in G. lucidum. (G-I) Relative expression levels of key MVA pathway enzymes in WT and ATPsyn-beta-silenced transformants. The 
18S rRNA gene was used as a qRT‒PCR reference gene, and the relative gene expression level of the WT was defined as 1.0. (J) Effects of the addition of 2 
µM Oli in WT on the content of acetyl-CoA in G. lucidum. The Oli treatment method is the same as Fig. 2D. Blank: Blank control; DMSO: Solvent control. (K) 
Acetyl-CoA content in WT and ATPsyn-beta-silenced transformants. (L) Synthetic pathway of ganoderic acid [31]. All the experiments were performed in 
three independent replicates, and the results are presented as the means ± SDs, with different letters indicating significant differences (Duncan’s multiple 
range test, p < 0.05)
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Discussion
Energy metabolism provides energy and helps adjust 
life activities to survive environmental challenges. In 
response to environmental changes, energy metabolism 
is restructured to maintain cellular energy homeostasis, 
affecting the efficiency of many biological processes due 
to altered energy status and metabolite levels, including 
the biosynthesis of some secondary metabolites. How-
ever, little is known about how energy metabolic restruc-
turing regulates life activities during environmental 
challenges. GAs represent a class of secondary metabo-
lites of significant interest in the context of G. lucidum. 

The biosynthesis of these compounds was reported to be 
regulated by many environmental effectors. However, the 
mechanisms of accumulation of this secondary metabo-
lite in response to different environmental stimuli remain 
unclear. Jiang et al. used proteomics and metabolomics to 
show that MeJA treatment induces metabolic rearrange-
ment, inhibiting normal glucose metabolism, energy sup-
ply, and protein synthesis, while promoting the synthesis 
of secondary metabolites, including GAs [34]. Previ-
ous studies have demonstrated that four environmental 
stresses—nitrogen deficiency, heat stress, MeJA treat-
ment, and salicylic acid treatment—significantly enhance 

Fig. 3  Effects of ATPsyn-beta silenced or Oli treatment on pyruvate decarboxylation and glycolysis in G. lucidum. (A-C) Relative transcription levels of 
key glycolytic enzymes in WT treated with 2 µM Oli exogenously and in the control. The 18S rRNA gene was used as a qRT‒PCR reference gene, and the 
relative gene expression level of the WT was defined as 1.0. The Oli treatment method is the same as that in Fig. 2D. Blank: Blank control; DMSO: Solvent 
control. (D-F) Relative transcription levels of key glycolytic enzymes in WT and ATPsyn-beta-silenced transformants. The 18S rRNA gene was used as a 
qRT‒PCR reference gene, and the relative gene expression level of the WT was defined as 1.0. (G-I) Relative transcription levels of pyruvate dehydrogenase 
enzyme-related subunit genes in WT treated with 2 µM Oli exogenously and the control. Blank: Blank control; DMSO: Solvent control. The 18S rRNA gene 
was used as a qRT-PCR reference gene, and the relative gene expression level of the WT was defined as 1.0. (J) PDC1 enzyme activity in WT treated with 2 
µM Oli and control. The Oli treatment method was the same as that described in Fig. 2D. Blank: Blank control; DMSO: Solvent control. (K-M) Relative tran-
scription levels of pyruvate dehydrogenase enzyme-related subunit genes in WT and ATPsyn-beta-silenced transformants. The 18S rRNA gene was used 
as a qRT‒PCR reference gene, and the relative gene expression level of the WT was defined as 1.0. (N) PDC1 enzyme activity in WT and GLATPsyn-beta-si-
lenced transformants of G. lucidum. (O) Schematic diagram of yeast cytoplasmic glycolysis [32]. All the experiments were performed in three independent 
replicates, and the results are presented as the means ± SDs, with different letters indicating significant differences (Duncan’s multiple range test, p < 0.05)
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the synthesis of GAs in G. lucidum [35–38]. Our experi-
mental results further show that these stresses lead to a 
marked increase in GAs in G. lucidum, accompanied by 
a decrease in ATP content. This suggests that when G. 
lucidum encounters environmental stress, it undergoes 
metabolic rearrangement that inhibits energy metabo-
lism, which may represent a common adaptive strategy. 
We linked this process to GAs accumulation by showing 
that intracellular ATP deficiency enhances the activity 
of the MVA pathway and increases the acetyl-CoA con-
tent by activating the fatty acid β-oxidation pathway. Our 
findings highlight the role of energy metabolism in the 
regulation of secondary metabolism, providing insights 
into how the cellular energy status can influence the pro-
duction of valuable secondary metabolites.

ATPsyn-beta is a component of the ATP synthase 
complex catalytic core and plays an important role in 
maintaining energy homeostasis in cells [39, 40]. Dis-
ruption of ATPsyn-beta impairs ATP synthase activity, 

which may not only decrease ATP levels as previously 
reported [41], but also play a key role in other biological 
processes, such as glucose metabolism and lipid metabo-
lism [14, 42]. Given its critical role in biological metabo-
lism, RNAi-mediated knockdown of ATPsyn-beta has 
been shown to increase the mortality rate of Euscelidius 
variegatus and delay larval development [43]. Guan et 
al. found that ATPsyn-beta may play a protective role in 
AGEs-related renal fibrosis through siRNA-mediated 
downregulation of ATPsyn-beta [40]. Furthermore, over-
expressed ATPsyn-beta may improve immune responses 
in plants by controlling physiological metabolism and 
fundamental cellular processes [42]. In this study, it was 
found that intracellular ATP deficiency is inversely cor-
related with GAs accumulation in G. lucidum. As shown 
in Fig. 2, both ATPsyn-beta gene silenced and Oli treat-
ment upregulated the transcription of key genes, sub-
sequently increasing GAs accumulation. These findings 
indicate that inhibiting ATP synthase could reprogram 

Fig. 4  Effects of ATPsyn-beta silenced or Oli treatment on lipolysis and fatty acid beta oxidation in G. lucidum. (A) Relative transcription levels of tgl in WT 
treated with 2 µM Oli and the control. The Oli treatment method is the same as that in Fig. 2D. Blank: Blank control; DMSO: Solvent control. (B) Relative 
transcription levels of tgl in WT and ATPsyn-beta-silenced transformants. (C) LPS enzyme activity in WT treated with 2 µM Oli and the control. The Oli treat-
ment method is the same as that in Fig. 2D. Blank: Blank control; DMSO: Solvent control. (D) LPS enzyme activity in WT and ATPsyn-beta-silenced transfor-
mants. (E, G, I, K, M) Relative transcription levels of key fatty acid beta oxidation enzymes in WT treated with 2 µM Oli and the control. The Oli treatment 
method was the same as that described in Fig. 2D. Blank: Blank control; DMSO: Solvent control. (F, H, J, L, N) Relative transcription levels of key fatty acid 
beta oxidation enzymes in WT and ATPsyn-beta-silenced transformants. (O) Classical fatty acid β oxidation cycle in eukaryotes [33]. All the experiments 
were performed in three independent replicates, and the results are presented as the means ± SDs, with different letters indicating significant differences 
(Duncan’s multiple range test, p < 0.05)
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energy metabolism and carbon metabolism. In addition, 
our study also observed a significant imbalance between 
the decreased levels of ATP and the increased levels of 
GAs (Fig. 1). The emergence of this phenomenon could 
possibly be attributed to the existence of an unknown 
feedback regulatory mechanism in GAs synthesis [44]. 
Another possibility is that the abrupt depletion of ATP 
forces cells to prioritize the remaining energy for main-
taining basic cellular processes, thereby creating a dis-
crepancy between the levels of ATP and GAs [45].

GAs are biosynthesized from the precursor acetyl-
CoA, proceeding through the MVA pathway, followed by 
a series of enzymatic modifications. However, the MVA 
pathway is characterized by a relatively low flux toward 
acetyl-CoA in organisms. Scott et al. (2021) reported that 
increased acetyl-CoA supply in Saccharomyces cerevisiae 
could enhance MVA pathway activity [46]. Therefore, the 
level of acetyl-CoA is considered a critical factor affecting 

GAs biosynthesis and accumulation. High levels of acetyl-
CoA accumulation were observed in both ATPsyn-beta 
gene-silenced strains and oligomycin-treated cultures, 
both of which exhibited high GAs production. Thus, 
identifying the primary source of acetyl-CoA is crucial 
for understanding how metabolic flux, triggered by ATP 
insufficiency, directs synthesis toward GAs. Reports indi-
cate that glycolysis and the fatty acid oxidation pathway 
can be stimulated to counteract energy depletion [47]. 
Additionally, acetyl-CoA is derived primarily from the 
oxidative decarboxylation of pyruvate and β-oxidation of 
fatty acids during ATP biosynthesis [48]. However, our 
findings show that intracellular ATP deficiency enhances 
the activity of the glycolytic and fatty acid β-oxidation 
pathways, but does not significantly impact the oxidative 
decarboxylation of pyruvate.

In addition, our observations revealed that the changes 
in the transcription and enzymatic activity of PDC1 were 

Fig. 5  Effects of eto. treatment GAs content in G. lucidum, and screening of ATPsyn-ACD and ATPsyn-HCD co-silented transformants. (A) GAs contents in 
WT and ATPsyn-beta-silenced transformants treated with 10 µM eto. and the control. G. lucidum WT mycelium was cultured in CYM liquid culture medium 
for 4 days, followed by the addition of 10 µM eto. The mixture was added, and the culture was continued for 3 days to measure the GAs content. DMSO 
was used as a control. (B) G. lucidum WT mycelium was cultured in CYM liquid culture medium for 4 days, followed by the addition of 10 µM eto, or 2 
µM Oli was added, and the culture was continued for 3 days to measure the GAs content. (C, D) Screening of ATPsyn-ACD and ATPsyn-HCD co-silented 
transformants. G. lucidums’ ATPsyn-ACD and ATPsyn-HCD double-silented transformants were screened via qRT-PCR. Using G. lucidum’s 18S rRNA as the 
qRT-PCR reference gene, the relative gene expression level of the WT was defined as 1.0. All experiments were performed in three independent replicates, 
and the results are presented as the means ± SDs, with different letters indicating significant differences (Duncan’s multiple range test, p < 0.05) and aster-
isks indicating significant differences from untreated samples (Student’s t test: * * p < 0.01)
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not consistent. This discrepancy suggests that the avail-
ability of mRNA for PDC is not the sole limiting factor 
in PDC1 activity. Enzyme activity is likely regulated by a 
multitude of factors beyond mRNA levels [49]. In condi-
tions of energy deficiency, cells may employ post-trans-
lational modifications to regulate PDC1 activity. These 
modifications may include phosphorylation, acetylation, 
or ubiquitination, which can alter the activity, stability, or 
localization of the enzyme [50]. Oli, as an ATP synthe-
sis inhibitor, disrupts the normal production of ATP [51]. 
PDC is a critical link between glycolysis and the tricar-
boxylic acid (TCA) cycle. The decrease in PDC1 activity 
could be a cellular strategy to conserve energy. By reduc-
ing the rate at which pyruvate enters the TCA cycle, the 
cell can lower the metabolic intensity of the entire respi-
ratory chain, thereby adapting to the state of energy defi-
ciency [52, 53]. Thus, the elevated levels of acetyl-CoA 
observed under conditions of intracellular ATP defi-
ciency in G. lucidum may be predominantly attributed 
to the fatty acid β-oxidation pathway. Further results 
showed that the increase in acetyl-CoA content was pre-
vented in co-silenced transformants of ATPsyn-beta and 
genes involved in fatty acid β-oxidation. This indicates 
that acetyl-CoA, a product of fatty acid β-oxidation, 
serves as a substrate for other secondary metabolic path-
ways, facilitating GAs biosynthesis in G. lucidum. These 
results were consistent with previous reports and indi-
cated that intracellular ATP deficiency could upregulate 
the fatty acid β-oxidation pathway, increase acetyl-CoA 
accumulation, and subsequently increase the MVA 
pathway in G. lucidum [46, 54, 55]. These results fur-
ther establish that energy homeostasis is a key regula-
tory mechanism for environmental stress in secondary 

metabolism, particularly for pathways with acetyl-CoA as 
the initial substrate.

Energy metabolism is a biological process that involves 
adjusting a series of metabolic pathways in cells to sup-
port complex life activities. This study revealed that G. 
lucidum activates the intracellular β-oxidation pathway 
under conditions of ATP deficiency, producing more 
acetyl-CoA and entering the tricarboxylic acid cycle to 
produce ATP. At the same time, part of acetyl-CoA enters 
the MVA pathway, promoting the synthesis of GAs. 
Thus, this study offers a new perspective for investigating 
energy homeostasis and metabolic rearrangement mech-
anisms in fungi.

Conclusions
This study investigated the role of energy metabolism in 
regulating secondary metabolism in G. lucidum, particu-
larly under environmental stress. Researchers have dis-
covered an evident correlation between energy metabolic 
restructuring induced by intracellular ATP deficiency 
and the biosynthesis and accumulation of secondary 
metabolites, including GAs.

Furthermore, inhibition of the ATP synthase beta sub-
unit can reprogram cellular energy and carbon metabo-
lism, leading to upregulation of the MVA pathway and 
an increase in acetyl-CoA content. This metabolic shift 
was driven primarily by the activation of the fatty acid 
β-oxidation pathway, which in turn increased GAs pro-
duction. The findings also suggested that the level of 
acetyl-CoA is a critical factor affecting GAs biosynthesis. 
High acetyl-CoA accumulation, observed in ATPsyn-beta 
gene silenced strains and in cultures treated with Oli, was 
correlated with increased GAs production. This indi-
cated that intracellular ATP deficiency could stimulate 

Fig. 6  Effects of ATPsyn-acd or ATPsyn-hcd co-silenced on the contents of intracellular ATP, GAs, acetyl-CoA and biosynthesis of GAs. (A, B) Intracellular ATP 
contents in WT, ATPsyn-acd and ATPsyn-hcd co-silenced transformants. (C, D) GAs contents in WT, ATPsyn-acd or ATPsyn-hcd co-silenced transformants. (E, 
F) Acetyl-CoA contents in WT, ATPsyn-acd or ATPsyn-hcd co-silenced transformants. (G-L) Relative expression levels of key MVA pathway enzymes in WT, 
ATPsyn-acd or ATPsyn-hcd co-silenced transformants. All experiments were performed in three independent replicates, and the results are presented as 
means ± SDs, with different letters indicating significant differences (Duncan’s multiple range test, p < 0.05)
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metabolic pathways to counteract energy depletion, redi-
recting metabolic flux towards the synthesis of valuable 
secondary metabolites.

To conclude, this study established a link between 
energy homeostasis and the regulation of secondary 
metabolism, emphasizing the potential of targeting 
energy metabolism pathways to enhance the production 
of bioactive compounds in G. lucidum. These results pro-
vide new insights into the mechanisms by which the cel-
lular energy status influences secondary metabolism and 
offer a promising strategy for improving the yield of bio-
synthesized products in fungi.

Supplementary Information
The online version contains supplementary material available at ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​
g​/​​1​0​.​​1​1​8​6​​/​s​​1​2​9​3​4​-​0​2​5​-​0​2​6​6​8​-​2.

Supplementary Material 1

Acknowledgements
Not applicable.

Author contributions
WDL conceived and designed the study. WDL, SNY, YK, QQC, YFL, and YS 
conducted the experiments and analyzed the data. WDL and YS drafted 
the manuscript. LS, and, MWZ supervised the research and revised the 
manuscript. All authors read and approved the final manuscript.

Funding
This work was financially supported by China Agriculture Research System of 
MOF and MARA (NO. CARS20).

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

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Author details
1Key Laboratory of Agricultural Environmental Microbiology, Ministry of 
Agriculture; Microbiology Department, College of Life Sciences, Nanjing 
Agricultural University, Nanjing, Jiangsu 210095, China
2Tai’an Academy of Agricultural Sciences, Tai’an, Shandong 271000, China

Received: 17 November 2024 / Accepted: 31 January 2025

References
1.	 Krasensky J, Jonak C. Drought, salt, and temperature stress-induced meta-

bolic rearrangements and regulatory networks. J Exp Bot. 2012;63(4):1593–
608. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​9​3​​/​j​​x​b​/​e​r​r​4​6​0.

2.	 Olin-Sandoval V, Yu JSL, Miller-Fleming L, Alam MT, Kamrad S, Correia-Melo C, 
et al. Lysine harvesting is an antioxidant strategy and triggers underground 
polyamine metabolism. Nature. 2019;572(7768):249–53. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​
3​8​​/​s​​4​1​5​8​6​-​0​1​9​-​1​4​4​2​-​6.

3.	 Reguera M, Peleg Z, Abdel-Tawab YM, Tumimbang EB, Delatorre CA, 
Blumwald E. Stress-induced cytokinin synthesis increases drought tolerance 
through the coordinated regulation of carbon and nitrogen assimilation in 
rice. Plant Physiol. 2013;163(4):1609–22. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​0​4​​/​p​​p​.​1​1​3​.​2​2​7​7​
0​2.

4.	 Araújo WL, Ishizaki K, Nunes-Nesi A, Larson TR, Tohge T, Krahnert I, et al. Iden-
tification of the 2-hydroxyglutarate and isovaleryl-CoA dehydrogenases as 
alternative electron donors linking lysine catabolism to the electron transport 
chain of Arabidopsis mitochondria. Plant Cell. 2010;22(5):1549–63. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​
o​​r​g​/​​1​0​.​​1​1​0​5​​/​t​​p​c​.​1​1​0​.​0​7​5​6​3​0.

5.	 Fischer E, Sauer U. A novel metabolic cycle catalyzes glucose oxidation and 
anaplerosis in hungry Escherichia coli. J Biol Chem. 2003;278(47):46446–51. ​h​t​
t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​7​4​​/​j​​b​c​.​M​3​0​7​9​6​8​2​0​0.

6.	 Franchini AG, Egli T. Global gene expression in Escherichia coli K-12 during 
short-term and long-term adaptation to glucose-limited continuous culture 
conditions. Microbiol (Reading). 2006;152:2111–27. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​9​9​​/​
m​​i​c​.​0​.​2​8​9​3​9​-​0.

7.	 Morano KA, Grant CM, Moye-Rowley WS. The response to heat shock and 
oxidative stress in Saccharomyces cerevisiae. Genetics. 2012;190(4):1157–95. ​h​t​
t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​5​3​4​​/​g​​e​n​e​​t​i​c​​s​.​1​1​​1​.​​1​2​8​0​3​3.

8.	 Ralser M, Wamelink MM, Kowald A, Gerisch B, Heeren G, Struys EA, et al. 
Dynamic rerouting of the carbohydrate flux is key to counteracting oxidative 
stress. J Biol. 2007;6(4):10. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​8​6​​/​j​​b​i​o​l​6​1.

9.	 Persson LB, Ambati VS, Brandman O. Cellular Control of Viscosity Counters 
Changes in temperature and energy availability. Cell. 2020;183(6):1572–85. ​h​t​
t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​c​e​l​l​.​2​0​2​0​.​1​0​.​0​1​7. e16.

10.	 Schmidt RR, Fulda M, Paul MV, Anders M, Plum F, Weits DA, et al. Low-oxygen 
response is triggered by an ATP-dependent shift in oleoyl-CoA in Arabidopsis. 
Proc Natl Acad Sci U S A. 2018;115(51):E12101–10. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​7​3​​/​p​​n​
a​s​.​1​8​0​9​4​2​9​1​1​5.

11.	 Keller NP. Fungal secondary metabolism: regulation, function and drug 
discovery. Nat Rev Microbiol. 2019;17(3):167–80. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​3​8​​/​s​​4​1​5​
7​9​-​0​1​8​-​0​1​2​1​-​1.

12.	 Bills GF, Gloer JB. Biologically active secondary metabolites from the Fungi. 
Microbiol Spectr. 2016;4(6). ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​2​8​​/​m​​i​c​r​​o​b​i​​o​l​s​p​​e​c​​.​F​U​N​K​-​0​0​0​
9​-​2​0​1​6.

13.	 Fox EM, Howlett BJ. Secondary metabolism: regulation and role in fungal 
biology. Curr Opin Microbiol. 2008;11(6):481–7. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​m​i​b​.​
2​0​0​8​.​1​0​.​0​0​7.

14.	 Liu R, Zhu T, Yang T, Yang Z, Ren A, Shi L, et al. Nitric oxide regulates ganoderic 
acid biosynthesis by the S-nitrosylation of aconitase under heat stress in 
Ganoderma Lucidum. Environ Microbiol. 2021;23(2):682–95. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​
.​​1​1​1​1​​/​1​​4​6​2​-​2​9​2​0​.​1​5​1​0​9.

15.	 Cui M, Zhao Y, Zhang X, Zhao W. Abscisic acid-mediated cytosolic Ca2 + mod-
ulates triterpenoid accumulation of Ganoderma Lucidum. J Zhejiang Univ Sci 
B. 2023;24(12):1174–79. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​6​3​1​​/​j​​z​u​s​.​B​2​3​0​0​2​7​9.

16.	 Zhang WX, Ding YQ, Jiang YM. Hyperoxic storage increases the content of the 
active components in the post-harvest Ganoderma lucidum fruiting body. 
2023; 202, 112389. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​p​o​​s​t​h​​a​r​v​b​​i​o​​.​2​0​2​3​.​1​1​2​3​8​9

17.	 Li HJ, He YL, Zhang DH, Yue TH, Jiang LX, Li N, et al. Enhancement of ganod-
eric acid production by constitutively expressing Vitreoscilla hemoglobin 
gene in Ganoderma Lucidum. J Biotechnol. 2016;227:35–40. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​
.​​1​0​1​6​​/​j​​.​j​b​​i​o​t​​e​c​.​2​​0​1​​6​.​0​4​.​0​1​7.

18.	 Zhao MW, Liang WQ, Zhang DB, Wang N, Wang CG, Pan YJ. Cloning and 
characterization of squalene synthase (SQS) gene from Ganoderma Lucidum. 
J Microbiol Biotechnol. 2007;17(7):1106–12.

19.	 Shang CH, Zhu F, Li N, Ou-Yang X, Shi L, Zhao MW, et al. Cloning and 
characterization of a gene encoding HMG-CoA reductase from Ganoderma 
lucidum and its functional identification in yeast. Biosci Biotechnol Biochem. 
2008;72(5):1333–9. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​2​7​1​​/​b​​b​b​.​8​0​0​1​1.

20.	 Shang CH, Shi L, Ren A, Qin L, Zhao MW. Molecular cloning, characterization, 
and differential expression of a lanosterol synthase gene from Ganoderma 
Lucidum. Biosci Biotechnol Biochem. 2010;74(5):974–8. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​2​7​
1​​/​b​​b​b​.​9​0​8​3​3.

21.	 Cai SQ, Xiao H, Wang XZ, Lin SJ, Zhong JJ. Bioconversion of a ganoderic acid 
3-hydroxy-lanosta-8,24-dien-26-oic acid by a crude enzyme from Ganoderma 
Lucidum. 2020; 95, 12–6. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​p​r​​o​c​b​​i​o​.​2​​0​2​​0​.​0​5​.​0​0​2

22.	 Liu R, Shi L, Zhu T, Yang T, Ren A, Zhu J, et al. Cross talk between nitric oxide 
and Calcium-Calmodulin regulates Ganoderic Acid Biosynthesis in Gano-
derma lucidum under heat stress. Appl Environ Microbiol. 2018;84(10). ​h​t​t​p​​s​:​/​​/​
d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​2​8​​/​A​​E​M​.​0​0​0​4​3​-​1​8.

https://doi.org/10.1186/s12934-025-02668-2
https://doi.org/10.1186/s12934-025-02668-2
https://doi.org/10.1093/jxb/err460
https://doi.org/10.1038/s41586-019-1442-6
https://doi.org/10.1038/s41586-019-1442-6
https://doi.org/10.1104/pp.113.227702
https://doi.org/10.1104/pp.113.227702
https://doi.org/10.1105/tpc.110.075630
https://doi.org/10.1105/tpc.110.075630
https://doi.org/10.1074/jbc.M307968200
https://doi.org/10.1074/jbc.M307968200
https://doi.org/10.1099/mic.0.28939-0
https://doi.org/10.1099/mic.0.28939-0
https://doi.org/10.1534/genetics.111.128033
https://doi.org/10.1534/genetics.111.128033
https://doi.org/10.1186/jbiol61
https://doi.org/10.1016/j.cell.2020.10.017
https://doi.org/10.1016/j.cell.2020.10.017
https://doi.org/10.1073/pnas.1809429115
https://doi.org/10.1073/pnas.1809429115
https://doi.org/10.1038/s41579-018-0121-1
https://doi.org/10.1038/s41579-018-0121-1
https://doi.org/10.1128/microbiolspec.FUNK-0009-2016
https://doi.org/10.1128/microbiolspec.FUNK-0009-2016
https://doi.org/10.1016/j.mib.2008.10.007
https://doi.org/10.1016/j.mib.2008.10.007
https://doi.org/10.1111/1462-2920.15109
https://doi.org/10.1111/1462-2920.15109
https://doi.org/10.1631/jzus.B2300279
https://doi.org/10.1016/j.postharvbio.2023.112389
https://doi.org/10.1016/j.jbiotec.2016.04.017
https://doi.org/10.1016/j.jbiotec.2016.04.017
https://doi.org/10.1271/bbb.80011
https://doi.org/10.1271/bbb.90833
https://doi.org/10.1271/bbb.90833
https://doi.org/10.1016/j.procbio.2020.05.002
https://doi.org/10.1128/AEM.00043-18
https://doi.org/10.1128/AEM.00043-18


Page 13 of 13Liu et al. Microbial Cell Factories           (2025) 24:62 

23.	 Shi L, Yue S, Gao T, Zhu J, Ren A, Yu H, et al. Nitrate reductase-dependent 
nitric oxide plays a key role on MeJA-induced ganoderic acid biosynthesis in 
Ganoderma Lucidum. Appl Microbiol Biotechnol. 2020;104(24):10737–53. ​h​t​t​p​​
s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​0​7​​/​s​​0​0​2​5​3​-​0​2​0​-​1​0​9​5​1​-​y.

24.	 Xia J, He X, Yang W, Song H, Yang J, Zhang G, et al. Unveiling the distribution 
of chemical constituents at different body parts and maturity stages of Gano-
derma lingzhi by combining metabolomics with desorption electrospray 
ionization mass spectrometry imaging (DESI). Food Chem. 2024;436:137737. ​
h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​f​o​​o​d​c​​h​e​m​.​​2​0​​2​3​.​1​3​7​7​3​7.

25.	 Sułkowska-Ziaja K, Galanty A, Szewczyk A, Paśko P, Kała K, Apola A, et al. Effect 
of Methyl Jasmonate Elicitation on Triterpene production and evaluation 
of cytotoxic activity of Mycelial Culture extracts of Ganoderma Applanatum 
(Pers.) Pat. Volume 12. Basel, Switzerland: Plants; 2023. p. 294. 2​h​t​t​p​s​:​/​/​d​o​i​.​o​r​g​/​
1​0​.​3​3​9​0​/​p​l​a​n​t​s​1​2​0​2​0​2​9​4.

26.	 Zhou DX, Kong XM, Huang XM, Li N, Feng N, Xu JW. Breeding a new 
Ganoderma lucidum strain with increased contents of individual ganoderic 
acids by mono-mono crossing of genetically modified monokaryons. Front 
Microbiol. 2024;15:1410368. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​3​3​8​9​​/​f​​m​i​c​b​.​2​0​2​4​.​1​4​1​0​3​6​8.

27.	 Han J, Wang S, Chen X, Liu R, Zhu J, Shi L, et al. NAD+-dependent Glsirt1 has 
a key role on secondary metabolism in Ganoderma Lucidum. Microbiol Res. 
2022;258:126992. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​m​i​​c​r​e​​s​.​2​0​​2​2​​.​1​2​6​9​9​2.

28.	 Mu D, Shi L, Ren A, Li M, Wu F, Jiang A, et al. The development and application 
of a multiple gene co-silencing system using endogenous URA3 as a reporter 
gene in Ganoderma Lucidum. PLoS ONE. 2012;7(8):e43737. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​
1​3​7​1​​/​j​​o​u​r​​n​a​l​​.​p​o​n​​e​.​​0​0​4​3​7​3​7.

29.	 Ren A, Li MJ, Shi L, Mu DS, Jiang AL, Han Q, et al. Profiling and quantifying 
differential gene transcription provide insights into ganoderic acid biosyn-
thesis in Ganoderma lucidum in response to methyl jasmonate. PLoS ONE. 
2013;8(6):e65027. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​3​7​1​​/​j​​o​u​r​​n​a​l​​.​p​o​n​​e​.​​0​0​6​5​0​2​7.

30.	 Livak KJ, Schmittgen TD. Analysis of relative gene expression data using 
real-time quantitative PCR and the 2(-Delta Delta C(T)) method. Methods. 
2001;25(4):402–8. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​0​6​​/​m​​e​t​h​.​2​0​0​1​.​1​2​6​2.

31.	 Yuan K, He W, Yang Yl, Zhu WY, Peng C, An T, et al. Research Progress on 
Biosynthesis and metabolic regulation of Ganoderic acids. Biotechnol Bull. 
2021;37(8):46–54. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​3​5​6​​0​/​​j​.​c​​n​k​i​​.​b​i​o​​t​e​​c​h​.​​b​u​l​​l​.​1​9​​8​5​​.​2​0​2​1​-​0​7​3​
4.

32.	 Sokolov SS, Balakireva AV, Markova OV, Severin FF. Negative feedback of 
Glycolysis and oxidative phosphorylation: mechanisms of and reasons for it. 
Biochemistry. Biokhimiia. 2015;80(5):559–64. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​3​4​​/​S​​0​0​0​6​2​9​
7​9​1​5​0​5​0​0​6​5.

33.	 Rogers GW, Nadanaciva S, Swiss R, Divakaruni AS, Will Y. Assessment of fatty 
acid beta oxidation in cells and isolated mitochondria. Curr Protocols Toxicol. 
2014;60. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​0​2​​/​0​​4​7​1​​1​4​0​​8​5​6​.​​t​x​​2​5​0​3​s​6​0. 25.3.1–25.3.19.

34.	 Jiang AL, Liu YN, Liu R, Ren A, Ma HY, Shu LB, et al. Integrated Proteomics and 
Metabolomics Analysis provides insights into Ganoderic Acid Biosynthesis 
in response to Methyl Jasmonate in Ganoderma Lucidum. Int J Mol Sci. 
2019;20(24):6116. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​3​3​9​0​​/​i​​j​m​s​2​0​2​4​6​1​1​6.

35.	 Wang Z, Chen J, Ding J, Han J, Shi L. GlMPC activated by GCN4 regulates 
secondary metabolism under nitrogen limitation conditions in Ganoderma 
Lucidum. mBio. 2023;14(5):e0135623. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​2​8​​/​m​​b​i​o​.​0​1​3​5​6​-​2​3.

36.	 Cao PF, Wu CG, Dang ZH, Shi L, Jiang AL, Ren A, et al. Effects of Exogenous 
Salicylic Acid on Ganoderic Acid Biosynthesis and the expression of key 
genes in the Ganoderic Acid Biosynthesis Pathway in the Lingzhi or Reishi 
Medicinal Mushroom, Ganoderma Lucidum (Agaricomycetes). Int J Med 
Mushrooms. 2017;19(1):65–73. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​6​1​5​​/​I​​n​t​J​​M​e​d​​M​u​s​h​​r​o​​o​m​s​.​v​
1​9​.​i​1​.​7​0.

37.	 Shi L, Gong L, Zhang X, Ren A, Gao T, Zhao M. The regulation of methyl 
jasmonate on hyphal branching and GA biosynthesis in Ganoderma Lucidum 
partly via ROS generated by NADPH oxidase. Fungal genetics and biology. 
Volume 81. FG & B; 2015. pp. 201–11. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​f​g​b​.​2​0​1​4​.​1​2​.​0​0​
2.

38.	 Liu R, Zhang X, Ren A, Shi DK, Shi L, Zhu J, et al. Heat stress-induced reactive 
oxygen species participate in the regulation of HSP expression, hyphal 
branching and ganoderic acid biosynthesis in Ganoderma Lucidum. Microbiol 
Res. 2018;209:43–54. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​m​i​​c​r​e​​s​.​2​0​​1​8​​.​0​2​.​0​0​6.

39.	 Deng J, Wang P, Chen X, Cheng H, Liu J, Fushimi K, et al. FUS interacts 
with ATP synthase beta subunit and induces mitochondrial unfolded 

protein response in cellular and animal models. Proc Natl Acad Sci U S A. 
2018;115(41):E9678–86. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​7​3​​/​p​​n​a​s​.​1​8​0​6​6​5​5​1​1​5.

40.	 Guan SS, Sheu ML, Wu CT, Chiang CK, Liu SH. ATP synthase subunit-β down-
regulation aggravates diabetic nephropathy. Sci Rep. 2015;5:14561. ​h​t​t​p​​s​:​/​​/​d​
o​i​​.​o​​r​g​/​​1​0​.​​1​0​3​8​​/​s​​r​e​p​1​4​5​6​1.

41.	 Tran L, Langlais PR, Hoffman N, Roust L, Katsanos CS. Mitochondrial ATP 
synthase β-subunit production rate and ATP synthase specific activ-
ity are reduced in skeletal muscle of humans with obesity. Exp Physiol. 
2019;104(1):126–35. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​1​3​​/​E​​P​0​8​7​2​7​8.

42.	 Huang Q, Chen C, Wu X, Qin Y, Tan X, Zhang D, et al. Overexpression of ATP 
synthase subunit Beta (Atp2) confers enhanced Blast Disease Resistance in 
Transgenic Rice. J Fungi (Basel). 2023;10(1). ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​3​3​9​0​​/​j​​o​f​1​0​0​1​0​0​0​
5.

43.	 Abbà S, Galetto L, Ripamonti M, Rossi M, Marzachì C. RNA interference of 
muscle actin and ATP synthase beta increases mortality of the phytoplasma 
vector Euscelidius Variegatus. Pest Manag Sci. 2019;75(5):1425–34. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​
o​​r​g​/​​1​0​.​​1​0​0​2​​/​p​​s​.​5​2​6​3.

44.	 Li T, Wang Q, Yang Y, Song D. The mechanism of polysaccharide synthesis of 
Sanghuangporus Sanghuang based on multi-omic analyses and feedback 
inhibition. Carbohydr Polym. 2023;321:121288. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​c​a​​r​b​
p​​o​l​.​2​​0​2​​3​.​1​2​1​2​8​8.

45.	 Dai L, Wang B, Wang T, Meyer EH, Kettel V, Hoffmann N. The TOR complex 
controls ATP levels to regulate actin cytoskeleton dynamics in Arabidopsis. 
Proc Natl Acad Sci USA. 2022;119(38):e2122969119. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​7​3​​/​p​​
n​a​s​.​2​1​2​2​9​6​9​1​1​9.

46.	 Wegner SA, Chen JM, Ip SS, Zhang Y, Dugar D, Avalos JL. Engineering acetyl-
CoA supply and ERG9 repression to enhance mevalonate production in 
Saccharomyces cerevisiae. J Ind Microbiol Biotechnol. 2021;48:9–10. ​h​t​t​p​​s​:​/​​/​d​o​
i​​.​o​​r​g​/​​1​0​.​​1​0​9​3​​/​j​​i​m​b​/​k​u​a​b​0​5​0.

47.	 Pratelli G, Carlisi D, D’Anneo A, Maggio A, Emanuele S, Palumbo Piccionello 
A, et al. Bio-waste products of Mangifera indica L. reduce adipogenesis and 
exert antioxidant effects on 3T3-L1 cells. Antioxid (Basel). 2022;11(2). ​h​t​t​p​​s​:​/​​/​d​
o​i​​.​o​​r​g​/​​1​0​.​​3​3​9​0​​/​a​​n​t​i​o​x​1​1​0​2​0​3​6​3.

48.	 Hou L, Guo S, Wang Y, Nie X, Yang P, Ding D, et al. Neuropeptide ACP facili-
tates lipid oxidation and utilization during long-term flight in locusts. Elife. 
2021;10. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​7​5​5​4​​/​e​​L​i​f​e​.​6​5​2​7​9.

49.	 Marín-Hernández Á, Rodríguez-Zavala JS, Jasso-Chávez R, Saavedra E, 
Moreno-Sánchez R. Protein acetylation effects on enzyme activity and meta-
bolic pathway fluxes. J Cell Biochem. 2022;123(4):701–18. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​
0​0​2​​/​j​​c​b​.​3​0​1​9​7.

50.	 Guo B, Zhang F, Yin Y, Ning X, Zhang Z, Meng Q, et al. Post-translational 
modifications of pyruvate dehydrogenase complex in cardiovascular disease. 
iScience. 2024;27(9):110633. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​1​6​​/​j​​.​i​s​c​i​.​2​0​2​4​.​1​1​0​6​3​3.

51.	 Nava GM, Carrillo-Garmendia A, González-Hernández JC, Madrigal-Perez LA. 
Mitochondrial respiration quantification in yeast whole cells. J Visualized 
Experiments: JoVE. 2024;21310.3791/67186.

52.	 Wang X, Shen X, Yan Y, Li H. Pyruvate dehydrogenase kinases (PDKs): an 
overview toward clinical applications. Biosci Rep. 2021;41(4):BSR20204402. ​h​t​
t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​0​4​2​​/​B​​S​R​2​0​2​0​4​4​0​2.

53.	 Zhang W, Zhang SL, Hu X, Tam KY. Targeting Tumor Metabolism for Cancer 
Treatment: is pyruvate dehydrogenase kinases (PDKs) a viable anticancer 
target? Int J Biol Sci. 2015;11(12):1390–400. ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​7​1​5​0​​/​i​​j​b​s​.​1​3​3​2​
5.

54.	 Lu Z, Jia X, Chen Y, Han X, Chen F, Tian S, et al. Identification and characteriza-
tion of key charged residues in the cofilin protein involved in Azole Suscep-
tibility, apoptosis, and virulence of aspergillus fumigatus. Antimicrob Agents 
Chemother. 2018;62(5). ​h​t​t​p​​s​:​/​​/​d​o​i​​.​o​​r​g​/​​1​0​.​​1​1​2​8​​/​A​​A​C​.​0​1​6​5​9​-​1​7.

55.	 Luo W, Dai J, Liu J, Huang Y, Zheng Z, Xu P, et al. PACAP attenuates hepatic 
lipid accumulation through the FAIM/AMPK/IRβ axis during overnutrition. 
Mol Metab. 2022;65:101584. ​h​t​t​p​s​:​​​/​​/​d​o​​i​.​​o​r​​g​​/​​1​0​​.​1​0​​​1​​​6​/​j​​.​m​o​l​​​m​e​t​​.​​​2​0​2​2​.​1​0​1​5​8​4.

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

https://doi.org/10.1007/s00253-020-10951-y
https://doi.org/10.1007/s00253-020-10951-y
https://doi.org/10.1016/j.foodchem.2023.137737
https://doi.org/10.1016/j.foodchem.2023.137737
https://doi.org/10.3390/plants12020294
https://doi.org/10.3390/plants12020294
https://doi.org/10.3389/fmicb.2024.1410368
https://doi.org/10.1016/j.micres.2022.126992
https://doi.org/10.1371/journal.pone.0043737
https://doi.org/10.1371/journal.pone.0043737
https://doi.org/10.1371/journal.pone.0065027
https://doi.org/10.1006/meth.2001.1262
https://doi.org/10.13560/j.cnki.biotech.bull.1985.2021-0734
https://doi.org/10.13560/j.cnki.biotech.bull.1985.2021-0734
https://doi.org/10.1134/S0006297915050065
https://doi.org/10.1134/S0006297915050065
https://doi.org/10.1002/0471140856.tx2503s60
https://doi.org/10.3390/ijms20246116
https://doi.org/10.1128/mbio.01356-23
https://doi.org/10.1615/IntJMedMushrooms.v19.i1.70
https://doi.org/10.1615/IntJMedMushrooms.v19.i1.70
https://doi.org/10.1016/j.fgb.2014.12.002
https://doi.org/10.1016/j.fgb.2014.12.002
https://doi.org/10.1016/j.micres.2018.02.006
https://doi.org/10.1073/pnas.1806655115
https://doi.org/10.1038/srep14561
https://doi.org/10.1038/srep14561
https://doi.org/10.1113/EP087278
https://doi.org/10.3390/jof10010005
https://doi.org/10.3390/jof10010005
https://doi.org/10.1002/ps.5263
https://doi.org/10.1002/ps.5263
https://doi.org/10.1016/j.carbpol.2023.121288
https://doi.org/10.1016/j.carbpol.2023.121288
https://doi.org/10.1073/pnas.2122969119
https://doi.org/10.1073/pnas.2122969119
https://doi.org/10.1093/jimb/kuab050
https://doi.org/10.1093/jimb/kuab050
https://doi.org/10.3390/antiox11020363
https://doi.org/10.3390/antiox11020363
https://doi.org/10.7554/eLife.65279
https://doi.org/10.1002/jcb.30197
https://doi.org/10.1002/jcb.30197
https://doi.org/10.1016/j.isci.2024.110633
https://doi.org/10.1042/BSR20204402
https://doi.org/10.1042/BSR20204402
https://doi.org/10.7150/ijbs.13325
https://doi.org/10.7150/ijbs.13325
https://doi.org/10.1128/AAC.01659-17
https://doi.org/10.1016/j.molmet.2022.101584

	﻿ATP deficiency triggers ganoderic acids accumulation via fatty acid β-oxidation pathway in ﻿Ganoderma lucidum﻿
	﻿Abstract
	﻿﻿﻿﻿﻿Background
	﻿Materials and methods
	﻿Strain and material culture
	﻿Detection of the intracellular ATP content in ﻿G. lucidum﻿
	﻿Determination of GAs content in ﻿G. lucidum﻿ via HPLC
	﻿Construction of transformants
	﻿Quantitative analysis of gene expression levels through real-time fluorescence PCR
	﻿Detection of acetyl-CoA content in ﻿G. lucidum﻿
	﻿Detection of lipase (LPS) and pyruvate dehydrogenase (PDH) activities
	﻿Statistical analysis
	﻿Data availability

	﻿Results
	﻿Intracellular ATP decrease induces intracellular GAs accumulation in ﻿G. lucidum﻿
	﻿Intracellular ATP deficiency changes the activities of the major source pathways for acetyl-CoA
	﻿Fatty acid β-oxidation plays an important role in GAs accumulation induced by decreased intracellular ATP

	﻿Discussion
	﻿Conclusions
	﻿References


