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Abstract
Cetuximab is one of the most valuable targeted therapy monoclonal antibodies in the treatment of metastatic
colorectal cancer (CRC). However, the mechanisms affecting cetuximab resistance in CRC treatment remain un-
clear. Metabolism, especially fatty acidmetabolism, has been reported to play an important role in tumor treatment.
The correlation between cetuximab resistance and metabolism and whether it can be a new biomarker to evaluate
the sensitivity of cetuximab in CRC treatment still need to be further explored. In this study, we perform a com-
prehensive analysis to confirm the relationship between fatty acid metabolism and cetuximab resistance, and the
differentially expressed genes (DEGs) related to cetuximab drug resistance in CRC are screened by bioinformatics
technology. We find that acetyl-CoA carboxylase beta (ACACB), ADH1C, CES1, MGLL, FMO5, and GPT are the hub
DEGs, and ACACB is the most important biomarker among them. In addition, we systematically analyze the role of
ACACB in the tumorigenesis of CRC, including tissue expression, CRC cell growth, cetuximab sensitivity, and
potential downstream pathways, by using bioinformatics techniques, in vitro experiments and clinical cohort va-
lidation. Our results confirm that cetuximab resistance is correlated with metabolism. ACACB can lead to decreased
sensitivity to cetuximab in CRC, and its mechanismmay be related to EGFR phosphorylation, which could affect the
activation of the mTOR/Akt signaling pathway and regulation of CDT1-, cyclin D1-, and p21-related cell cycle
modulation.
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Introduction
Colorectal cancer (CRC) is one of the most commonly diagnosed
malignancies worldwide. Although the prognosis of CRC patients
has been significantly improved with the progress and development
of treatment, the prognosis of metastatic CRC (mCRC) patients is
still poor, and the five-year survival rate is less than 20% [1]. Sev-
eral studies have shown that RAS wild-type mCRC patients can
benefit from cetuximab therapy in recent years [2–4]. However,

owing to cetuximab resistance in mCRC, more than 25% of patients
cannot benefit from conversion therapy [5]. Therefore, it is mean-
ingful to explore the potential mechanisms of cetuximab resistance
and find more effective biomarkers that can help identify specific
patients who are sensitive to cetuximab and individualize their
treatment.
CRC is a disease related to certain genes and can even be regarded

as a metabolic disease caused by genetic alterations [6–8]. Previous
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studies have shown that tumor cells are different from normal cells
in metabolic networks [9,10]. Tumor cells have many more reac-
tions active in glycolysis, fatty acid synthesis, and glutamine me-
tabolism [9,10]. In addition, the metabolism of the tumor is
regarded as a potentially effective target for CRC therapy [11]. The
pharmacological mechanism of cetuximab is its unique role as an
antibody against epidermal growth factor receptor (EGFR), which
also plays an important role in tumor metabolism [12]. Few studies
have systematically explored the relationship between cetuximab
resistance and metabolism, although some possible mechanisms of
cetuximab resistance in CRC have been reported [9,10,13].
Acetyl-CoA carboxylase (ACC) is a key and rate-limiting switch in

the first step of fatty acid synthesis and metabolism that can cata-
lyze the conversion of acetyl-CoA to malonyl-CoA, playing an im-
portant role in the occurrence and development of tumors [14,15].
ACC is divided into two subtypes: acetyl-CoA carboxylase alpha
(ACACA) and acetyl-CoA carboxylase beta (ACACB). ACACB is
mainly distributed in the outer membrane of mitochondria, and
increased ACACB expression can be found in tissues with active
oxidation, such as the skeletal muscle, heart and other adipose
tissues. The main role of ACACB is to produce malonyl CoA, which
is an effective inhibitor of carnitine palmityl transferase (CPT-1) and
further effectively inhibits the oxidation of fatty acids [16–18].
However, the role of ACACB in CRC tumorigenesis and cetuximab
resistance remains unknown.
In the present study, we explored the correlation between ce-

tuximab resistance and metabolism, and screened the differentially
expressed genes (DEGs) related to cetuximab drug resistance in
CRC by bioinformatics technology. In addition, we systematically
analyzed the role of ACACB in the tumorigenesis of CRC, including
tissue expression, CRC cell growth, cetuximab sensitivity, and po-
tential downstream pathways, by using bioinformatics techniques,
in vitro experiments, and clinical cohort validation.

Materials and Methods
Acquisition of data
The Cancer Genome Atlas (TCGA) database covers the RNA-se-
quencing and clinical data of almost 33 cancer types. TCGA-COAD
and TCGA-READ datasets were combined in this study to explore
the effect of metabolism-related genes in CRC, and all their corre-
sponding clinical data were downloaded from the University of
California Santa Cruz (https://xenabrowser.net/datapages/). In
addition, GSE56386 was used to explore the molecular mechanism
of cetuximab drug sensitivity in CRC, and all its corresponding data
were downloaded from the Gene Expression Omnibus (GEO) da-
tabase (http://www.ncbi.nlm.nih.gov/geo/). Furthermore, the 896
metabolism-related genes were obtained from previously reported
papers and searched by the keyword “Metabolism”.

Screening of Hub genes
The DEGs between the normal (n=51) and tumor samples (n=599)
were screened by the R package “limma”, with a cut-off value false
discovery rate (FDR)<0.01 and |log 2-fold change (log2FC)|>1.
The DEGs between the cetuximab-sensitive (n=4) and cetuximab-
nonsensitive (n=4) samples were also screened by the R package
“limma”, with a cut-off P value<0.05 and |log2FC|>2.5. A Venn
diagram of 11 DEGs was visualized by the web tool “Venny”
(https://bioinfogp.cnb.csic.es/tools/venny/). The protein-protein
interaction (PPI) networks were constructed by the Search Tool for

the Retrieval of Interacting Genes/Proteins (STRING, http://www.
string-db.org/). CytoHubba of Cytoscape software (version 3.9.0)
was applied to further screen the hub genes of cetuximab drug
sensitivity in CRC. In addition, overall survival analysis of the hub
genes was performed to explore their prognostic values in CRC
patients (TCGA dataset) by the R package “survival”.

Expression difference and functional analysis of ACACB
The different expression levels of ACACB between the normal and
tumor CRC samples were further analyzed in different ways, in-
cluding the bioinformatics analysis of the TCGA pancancer dataset,
Oncomine tool (https://www.oncomine.org/resource/), CCLE tool
(https://sites.broadinstitute.org/ccle/), and the im-
munohistochemistry results in CRC. Furthermore, the limma R
package was applied to screen the DEGs between the high and low
ACACB expression groups in the TCGA dataset. The GO and KEGG
analyses were performed and visualized using the OmicShare tools,
a free online platform for data analysis (https://www.omicshare.
com/tools). The CTRP- and PRISM-derived drug response data were
applied to identify the potential therapeutic agents for CRC with
high ACACB expression.

Cell culture and transfection
CRC cell lines (LoVo, HCT116, RKO, HT29, SW48, SW480, SW620,
and NCI-H508) were purchased from the Cell Bank of the Chinese
Academy of Sciences (Shanghai, China). All cells were cultured in
DMEM (HyClone, Logan, USA) with 10% fetal bovine serum (FBS),
100 U/mL penicillin, and 0.1 μg/mL streptomycin under a humi-
dified atmosphere containing 5% CO2 at 37°C. To establish ACACB-
knockdown (ACACB-KD) stable cells, cells were seeded in a 6-well
plate, cultured for 24 h, transfected with ACACB-KD virus or control
virus (Genechem, Shanghai, China), and further treated with pur-
omycin to obtain ACACB-KD stable cell clones. The target and
control sequences were as follows: KD-1: 5′-TCCTGACATACACTG
AATT-3′; KD-2: 5′-CTCGTAGATGTGGAATTAA-3′; and sh-Control:
5′-TTCTCCGAACGTGTCACGT-3′. Finally, mRNA and protein ex-
pression levels were measured to validate the virus transfection
efficiency before the subsequent experiments.

Cell viability assay
After being exposed to gradient concentrations of cetuximab (Merk,
Darmstadt, Germany), cell viability was measured using Cell
Counting Kit 8 (CCK8; Dojindo Molecular Technologies, Tokyo,
Japan) following the manufacturer’s protocol. The IC50 value of
cetuximab was determined using nonlinear regression.

Quantitative RT-PCR (qPCR) analysis
Total RNA was isolated from cell lines and tissues using Trizol
(Invitrogen, Carlsbad, USA) according to the manufacturers’ in-
structions. cDNA was synthesized by using a Reverse Transcription
kit (Invitrogen). qPCR was performed using SYBR Green PCR
Master Mix (Applied Biosystems, Foster City, USA). The sequences
of the primers used for qPCR analysis were as follows: GAPDH
(forward: 5′-TTCAACAGCAACTCCCACTCTT-3′, reverse 5′-TGGTC
CAGGGTTTCTTACTCC-3′) and ACACB (forward: 5′-TCTCCCGCTG
AGTTTGTCAC-3′, reverse 5′-GGACGGGGACGTAATGATCC-3′). In
addition, the microsatellite instability (MSI) status of CRC patients
was determined by a five-Bethesda marker (NR-24, BAT-25, BAT-
26, CAT-25, and MONO-27) panel. The microsatellite instability
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(MSI) status of CRC patients was determined by a five-Bethesda-
marker (NR-24, BAT-25, BAT-26, CAT-25, and MONO-27) panel.
Tumors with instability in two or more of the five markers were
classified as microsatellite instability-high (MSI-H). Those with one
unstable marker were classified as microsatellite instability-low
(MSI-L), whereas tumors with all five stable markers were classified
as microsatellite stability (MSS).

Western blot analysis
Western blot analysis was performed as previously described
[19,20]. Primary antibodies were purchased as follows: GAPDH
(1:5000; Proteintech, Chicago, USA); ACACB (1:1000; Invitrogen);
EGFR (1:1000; Cell Signaling Technology, Beverly, USA); p-EGFR
(Tyr 1068) (1:1000, Cell Signaling Technology); mTOR (1:1000; Cell
Signaling Technology); p-mTOR (Ser 2448) (1:1000; Cell Signaling
Technology); p21 (1:1000; Abcam, Cambridge, UK); CDT1 (1:1000;
Abcam); Akt (1:1000; Cell Signaling Technology); and p-Akt (Ser
473) (1:1000; Cell Signaling Technology). The following HRP-con-
jugated anti-rabbit or anti-mouse IgG secondary antibodies (1:5000;
Proteintech) were used.

Immunohistochemistry (IHC)
All formalin-fixed, paraffin-embedded tumor tissue sections were
acquired from Ruijin Hospital (Shanghai, China). IHC was per-
formed according to standard procedures. Each slide was scored by
two independent pathologists using a semiquantitative method ac-
cording to the German semi-quantitative scoring system [20,21].
Tumors with instability at two or more of the five markers were
classified as microsatellite instability-high (MSI-H). Those with one
unstable marker were classified as microsatellite instability-low
(MSI-L), whereas tumors with all five stable markers were classified
as microsatellite stability (MSS). IHC in this study included EGFR,
FGF2, and ACACB.

Patients and tissue samples
To investigate the correlation between ACACB level and sensitivity
to clinical application of cetuximab and clinical prognosis of pa-
tients, we collected and analyzed the data of mCRC patients treated
with cetuximab at Shanghai Minimally Invasive Surgery Center,
Ruijin Hospital Affiliated to Shanghai Jiao Tong University School of
Medicine from November 2012 to September 2019. This study was
designed as a single-center retrospective cohort analysis, and pa-
tients with CRC who underwent surgery and received cetuximab
were included in the study. Clinical data, pathological results,
imaging data, follow-up efficacy analysis, laboratory-related ex-
perimental results, and pathology results were collected and ana-
lyzed. This study was approved by the Ethics Committee of Ruijin
Hospital, School of Medicine, Shanghai Jiao Tong University, and
all of the enrolled patients signed informed consent forms.

Efficacy evaluation of cetuximab
In this study, the efficacy evaluation (RECIST) criteria version 1.1
guideline for solid tumors was used, and whole-body CT images
were taken before treatment as the baseline, and the images cap-
tured during cetuximab treatment were compared with the baseline
[22]. The sensitivity of cetuximab treatment was evaluated ac-
cording to the evaluation results. The response group included
complete response (CR), partial response (PR), and stable disease
(SD) cases after evaluation; the nonresponse group included pro-

gressive disease (PD) patients after evaluation.

Clinical follow-up
The enrolled patients were followed up through outpatient service,
telephone, WeChat app, etc. The enrolled patients were required to
complete the follow-up project according to the prescribed time.
Patients enrolled in the study were required to complete the base-
line assessment of tumor indicators by whole-body chest, abdomen,
and pelvis enhanced CT or MR before treatment. During treatment,
patients were reexamined for tumor indicators every 3 months by
whole-body chest, abdomen, and pelvis enhanced CT or MR, and
every 6 months in patients who showed complete response without
tumor recurrence trends during the follow-up.

Statistical analysis
In this study, R software (version: 3.6.3) was used to analyze the
number of surviving cells in the cell line and draw the graph. All the
results were calculated by R software. Data are expressed as the
mean±SD. Two-sided unpaired Student’s t test, two-way ANOVA,
the Kaplan-Meier method, the χ2-test, and the log-rank test were used
to analyze the data. P<0.05 was considered statistically significant.

Results
ACACB is a co-hub gene related to metabolism as well as
cetuximab resistance in CRC
A total of 128 metabolism-related genes were screened between the
normal and tumorous tissues of CRC patients in the TCGA dataset
and visualized by the volcano plot and heatmap (Figure 1A,B).
Thirty-five metabolism-related genes were also screened between
the cetuximab-sensitive and nonsensitive samples in GSE56386 and
visualized by the volcano plot and heatmap (Figure 1C,D). Eleven of
them were both metabolism-related DEGs and cetuximab drug re-
sistance-associated DEGs, visualized in the Venn diagram (Figure
1E). The correlation among these 11 gene expressions is visualized
(Figure 1F,G). The PPI networks indicated the following hub genes:
ACACB, ADH1C, CES1, MGLL, FMO5, and GPT (Figure 2A–C). In
addition, the overall survival analysis of these 6 hub genes showed
that only ACACB is related to the prognosis of CRC (P=0.032), as
shown in Figure 2D.

ACACB is highly expressed in CRC
The pancancer analysis in TCGA datasets indicated lower expres-
sion of ACACB in tumor tissue, including colon and rectal cancers
(Figure 3A). However, the data from different cancer centers by the
Oncomine tool showed opposite results between CRC tissue and
normal colon tissue, showing decreased ACACB expression in tu-
mor tissues (Figure 3B,C). In addition, based on the CCLE database,
ACACB is expressed in almost all cancer cell lines, including CRC
cell lines (Figure 3D). Considering the controversial results, to fur-
ther confirm the expression of ACACB in CRC, we collected 74
paired CRC tumors and normal tissues from our center for im-
munohistochemistry analysis. The results indicated that ACACB
was significantly overexpressed in CRC tissues (Figure 3E,F).

ACACB promotes CRC cell growth and cetuximab
resistance in CRC cell lines
Further analysis of the mRNA and protein expression levels of
ACACB in LoVo, SW480, SW620, RKO, HT29, HCT116, SW48, and
NCI-H508 cell lines was performed. The results indicated that the
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HCT116, SW620, and NCI-H508 cell lines had the highest expres-
sion levels of ACACB (Figure 4A,B). In addition, NCI-H508 is a
KRAS-WT and BRAF-WT CRC cell line. Based on these results, to

further explore the effect of ACACB on CRC cell growth and ce-
tuximab resistance in CRC cell lines, two shRNAs were synthesized
to knock down ACACB, and stable knockdown cell lines (KD#1 and

Figure 1. Identification and analysis of the differentially expressed genes related to metabolism and cetuximab resistance in CRC (A,B) Volcano
map and Heatmap of metabolism-related differentially expressed genes (DEGs) between the tumor and normal colon tissues in the TCGA datasets.
(C,D) Volcano map and heatmap of the metabolism-related DEGs between the cetuximab responders and nonresponders in the GSE56386 dataset.
(E) Venn diagram identifying the 11 co-DEGs between the TCGA and GSE56386 datasets. (F,G) Correlation network plots of the 11 DEGs.

Figure 2. Screening of the co-hub genes related to metabolism and cetuximab resistance in CRC (A,B) The PPI network plots of the 11 co-DEGs by
STRING (A) and Cytoscape (B). (C) The bar plot showing the rank of 11 co-DEGs by the DMNC algorithm of Cytoscape. (D) Kaplan-Meier survival
plots of the 6 co-hub DEGs in TCGA datasets.
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Figure 3. Expression of ACACB in CRC (A) The ACACB expression levels between normal and tumor tissues in the TCGA pancancer datasets. (B)
The ACACB expression levels between the normal and tumor tissues in CRC determined by the Oncomine tool. (C) ACACB expression levels in
different kinds of cancer cell lines. (D) Representative immunohistochemistry images of ACACB in CRC and corresponding normal tissues from our
center (magnification: ×4, ×10, and ×20, respectively). (E) The semi-quantitative immunohistochemistry results of ACACB in paired CRC tissues
from our center. Data are presented as the mean±SD. Unpaired Student’s t test, **P<0.01.
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KD#2) were generated according to the manual in HCT116, SW620
and NCI-H508 cell lines (Figure 4C). CCK8 and colony formation
results showed that the knockdown of ACACB decreased cancer cell
proliferation and blocked colony formation in the HCT116, SW620,
and NCI-H508 cell lines (Figure 4D,E). To confirm the correlation
between ACACB expression and cetuximab sensitivity, the IC50

values for cetuximab were measured, and the results also revealed
that the IC50 values of cetuximab in the HCT116, SW620, and NCI-
H508 cell lines were all decreased after the knockdown of ACACB
(Figure 4F), which indicated increased sensitivity to cetuximab.
These data revealed that the variation in ACACB level had an ob-
vious effect on CRC cell growth and sensitivity to cetuximab.

Functional enrichment and pathway analysis of ACACB
in CRC
To better understand the underlying mechanism of ACACB in tu-
morigenesis and cetuximab sensitivity in CRC, DEG analysis of the
TCGA dataset was performed between the high (n=300) and low
(n=299) ACACB expression subcohorts. Based on these DEGs, GO
and KEGG pathway enrichment analyses were further performed.
Cell Component (CC), Biological Process (BP), and Molecular
Function (MF) were all covered in the GO function analysis. The
results showed that the organelle and membrane were enriched for
CC; biological regulation, metabolic system, and immune system for
BP; catalytic and transcription regulator activity for MF (Figure 5A).
In addition, the results of the KEGG pathway analysis indicated that
ABC transporters, EGFR tyrosine kinase inhibitor resistance, focal

adhesion, mTOR signaling pathway, etc., were enriched (Figure 5B,C).
Furthermore, oxidative phosphorylation, ECM receptor interaction,
cell cycle, ABC transporters, mTOR signaling pathway, glutathione
metabolism, Wnt signaling pathway, and JAK stat signaling path-
way were also enriched by GSEA (Figure 5D). These results further
confirmed that ACACB is correlated with both tumor metabolism
and cetuximab resistance.

Downstream pathway analysis of ACACB in CRC cell
lines in vitro
Based on the results of the functional enrichment and pathway
analysis of ACACB, further explorations of related signaling path-
ways were performed to confirm the potential mechanisms between
ACACB expression and cetuximab sensitivity in different CRC cell
lines. Western blot analysis showed that p-EGFR, p-mTOR, p-Akt,
CDT1, and cyclin D1 were downregulated and p21 was upregulated
in HCT116 cells after ACACB knockdown (Figure 6A). In SW620
cells, p-mTOR, p-Akt, CDT1, and cyclin D1 were downregulated,
while p21 was upregulated. EGFR was not expressed in SW620 cells
(Figure 6B). In NCI-H508 cells, p-EGFR, p-mTOR, p-Akt, and CDT1
were downregulated, while p21 was upregulated (Figure 6C). These
results suggested that the knockdown of ACACB could inhibit
EGFR-related pathways.

ACACB expression and prognostic analysis of mCRC
patients treated with cetuximab
The conversion rate of the tumor was analyzed, and the results

Figure 4. ACACB promotes CRC cell growth and cetuximab resistance in CRC cell lines (A) The relative mRNA expression levels of ACACB in
different CRC cell lines were measured by real-time PCR and presented as fold changes relative to LoVo cell lines. (B) Western blot analysis of
ACACB in different CRC cell lines. GAPDH served as a loading control. (C) Verification of the knockdown efficiency of ACACB in HCT116, SW620,
and NCI-H508 cell lines. (D) The effect of ACACB on cell proliferation was measured in vitro by CCK8 assay in HCT116, SW620, and NCI-H508 cell
lines. (E) Representative images showing the results of the colony formation assay in control and ACACB-knockdown HCT116, SW620, and NCI-
H508 cell lines. (F) Line charts showing the viability and IC50 values of cetuximab in the HCT116, SW620, and NCI-H508 cell lines. Experiments were
repeated three times in each group. Data are presented as the mean±SD. *P<0.05, ***P<0.001, and ns, not significant.
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showed that the ACACB-negative group showed better tumor re-
gression after cetuximab treatment (Figure 7A). According to the
IHC score of ACACB expression, we divided them into three groups:
0–3 points, 4–8 points, and 9–12 points. In addition, histograms
were drawn and compared for the number and proportion of cases
in the response group-sustained effective group, response group-

acquired drug resistance group, and nonresponse group. Figure 7B
shows that with the increase in the ACACB immunohistochemical
score, that is, the increase in ACACB expression, the proportion of
the corresponding nonresponsive group is increased. These results
suggested that tumors with higher ACACB expression have a higher
possibility of cetuximab resistance.

Figure 5. Functional enrichment and pathway analysis of ACACB in CRC (A) GO enrichment analysis of the DEGs between the high and low
ACACB expression groups in the TCGA datasets. (B) The top 40 enriched KEGG pathways of the DEGs between the high and low ACACB
expression groups in the TCGA datasets. (C) All the KEGG pathway annotations. (D) GSEA enrichment analysis between the high and low ACACB
expression groups.
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In the cohort, there were 12 patients in the ACACB-negative
group; among them, 6 patients died during the follow-up period.
There were a total of 17 patients in the ACACB-positive group, and
among them, 7 patients died. Themean survival time of the ACACB-

negative group was 41.25±18.32 months, and the median survival
time was 39 months (12 to 83 months). The mean survival time of
the ACACB-positive group was 31.24±13.71 months, and the
median survival time was 29 months (4 to 60 months; P=0.037).

Figure 6. Downstream pathway analysis of ACACB in CRC cell lines (A) Western blot analysis of ACACB, EGFR, p-EGFR, mTOR, p-mTOR, Akt, p-
Akt, CDT1, cyclin D1, and p21 in the HCT116 cell line. (B) Western blot analysis of ACACB, mTOR, p-mTOR, Akt, p-Akt, CDT1, cyclin D1, and p21 in
the SW620 cell line. (C) Western blot analysis of ACACB, EGFR, p-EGFR, mTOR, p-mTOR, Akt, p-Akt, CDT1, cyclin D1, and p21 in the NCI-H508 cell
line. GAPDH served as a loading control.

Figure 7. ACACB expression and prognostic analysis of mCRC patients treated with cetuximab (A) Conversion rates in ACACB-negative and
ACACB-positive groups. (B) The proportions of ACACB expression in the cetuximab nonresponse, acquired drug resistance, and response groups.
(C) Overall survival curves in ACACB-negative and ACACB-positive groups. (D) Progression-free survival curves in ACACB-negative and ACACB-
positive groups.
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The mean progression-free survival (PFS) of the ACACB-negative
group was 14.25±10.21 months, and the median PFS was
11 months (3–40 months). The mean PFS of the ACACB-expressing
group was 10.41±5.83 months, and the median PFS was 8 months
(4 to 22 months; P=0.321) (Figure 7C,D).
The above results suggested that compared with the ACACB-po-

sitive group, the survival benefit of the ACACB-negative group was
statistically significant. Moreover, a trend of benefit for PFS was
found in the ACACB-negative group. This result showed that
ACACB could be an indicator to evaluate cetuximab resistance and
assist physicians in assessing clinical outcomes.

ACACB is positively correlated with cetuximab
resistance
A total of 32 valid samples were well preserved after the screening,
which were from 29 patients from the sample database in our
center. Among them, the specimens of 26 patients were from pri-
mary lesions, and the specimens of 3 patients were from both pri-
mary and metastatic lesions. The 32 samples were divided into the
ACACB-positive group and ACACB-negative group according to
IHC, and there were 13 cases in the ACACB-negative group and 19
cases in the ACACB-positve group. The clinical demographics of
these two groups are shown in Table 1.
The IHC results showed that in the ACACB-negative group, FGF2

was not expressed in 10 cases and was expressed in 3 cases; in the
ACACB-positive group, FGF2 was not expressed in 5 cases and was
expressed in 14 cases (P=0.005). The status of EGFR, MSI, KRAS,
NRAS, PIK3CA2, and BRAF was not significantly different between
the two groups (Table 2).
These results suggested that there were significant differences in

some part of IHC results between the ACACB-negative group and
ACACB-positive group. FGF2, which is associated with immune
infiltration, may have a certain correlation with ACACB.

Identification of potential therapeutic agents for CRC
with high ACACB expression
Furthermore, two different methods based on the CTRP and PRISM
datasets were applied to screen potential therapeutic agents with
higher drug sensitivity in CRC patients with high ACACB expres-
sion. Drug response analysis between samples with high ACACB
expression (top 10%) and samples with low ACACB expression
(bottom 10%) was performed to identify key compounds with
lower AUC values (log2FC>0.10). The correlation analysis between
the AUC value and ACACB expression level was used to further
screen compounds with negative correlation coefficients based on
the CTRP (Figure 8A) and PRISM datasets (Figure 8B). Finally, four
CTRP-derived compounds (including 1S,3R-RSL-3, ML210, ML162,
and RITA) and two PRISM-derived compounds (including
LY2606368 and panobinostat) were identified as potential ther-
apeutic agents for CRC.

Discussion
Cetuximab is the most valuable EGFR-related targeted drug for the
treatment of CRC. Cetuximab could bind to EGFR and play a role in
blocking the binding sites between EGFR and endogenous ligands,
thereby reducing abnormal intracellular signaling activation and
transduction, inhibiting cell growth, inducing tumor cell apoptosis,
and reducing the number of matrix metalloproteinases and VEGF
[23]. CELIM, OPUS, and APEC studies have been the most classic

phase II clinical studies that can evaluate the efficacy of cetuximab
[2,3,24]. In China, the phase IV RCT BELIEF study showed that the
R0 resection rate, objective response rate, overall survival rate, and
progression-free survival (PFS) rate were significantly increased in
patients with newly diagnosed unresectable KRAS wild-type liver-
limited disease (LLD) treated with FOLFOX or FOLFIRI combined
with cetuximab [25,5]. However, some patients still have drug re-
sistance before cetuximab application or acquire drug resistance
after cetuximab application [24,4]. In the COIN study, the results
suggested that cetuximab combined with oxaliplatin did not in-
crease the resection rate of LLD patients [3]. Therefore, identifying
specific patients sensitive to cetuximab and individualizing the
treatment can not only maximize the clinical efficacy of antitumor
therapy but also enable patients to gain more benefits from treat-

Table 1. Clinical characteristics of patients

ACACB negative
(n=12)

ACACB positive
(n=17)

P

Gender 0.945

Male 10 14

Female 2 3

Age (years) 59.00±10.65 60.59±12.38 0.722

BMI (kg/m2) 21.86±3.48 24.04±3.87 0.132

Primary tumor location 0.353

Left colon 9 15

Right colon 3 2

Primary tumor location 0.876

Colon 6 9

Rectum 6 8

Tumor differentiation 0.550

High 0 0

Moderate 7 8

Poor 5 9

Pathological T stage 0.640

T1 0 0

T2 0 1

T3 3 3

T4 9 13

Pathological N stage 0.196

N0 2 7

N1 3 1

N2 7 9

Pathological M stage 0.269

M0* 2 6

M1# 10 11

Tumor sage 0.507

I 0 0

II 1 2

III 1 4

IV 10 11

BMI: body mass index.
*Without metastasis or heterochronous metastasis in the initial evaluation.
#With metastasis in the initial evaluation.
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ment. More precise indicators are needed to evaluate cetuximab
sensitivity, as cetuximab resistance can be found in some CRC pa-
tients with RAS wild-type.
It was also found that ACC allosteric inhibitors could restore drug

sensitivity to squamous cell carcinoma of the head and neck that
had developed cetuximab resistance, which further confirmed that
ACC phosphorylation plays a key role in cetuximab resistance [26].
In addition, when being treated based on theWarburg effect, cancer
cells may shift their metabolic pathway from glycol-dependent to
adipogenesis by phosphorylation of acetyl-CoA carboxylase (ACC)
[27]. ACC has been divided into two subtypes, ACACA and ACACB.
ACACB has been studied in metabolic syndrome, obesity, and dia-
betes-related diseases [28]. Meanwhile, ACACB is also a target of
metformin, which has also been reported to have a certain in-
hibitory effect on CRC [29]. In Li’s study, ACACB was found to be
highly expressed in laryngocarcinoma and even related to tumor
stage and degree of laryngocarcinoma cell differentiation [30].
Moreover, Valvo et al. [31] demonstrated that BRAFV600E can
downregulate ACACB level and sh-ACACB could increase tumor
growth and vemurafenib resistance. ACACB may be a new treat-
ment strategy for overcoming resistance to BRFRV600E inhibitors in
papillary thyroid carcinoma. Although some cellular studies have
confirmed the correlation between ACC and cetuximab resistance,
no further study has been conducted to explore the correlation be-
tween ACACB expression and the development of CRC. In addition,
whether ACACB plays a key role in mechanisms related to cetux-
imab resistance remains to be further explored. Therefore, this
study was the first to systematically analyze the role of ACACB in
the tumorigenesis and cetuximab resistance of CRC.
As a member of the fibroblast growth factor family, which in-

teracts with fibroblast growth factors to activate distinct in-
tracellular signaling PI3K/Akt pathways, FGF2 can promote mitosis
and vascular activity and is often associated with tumor growth to a

certain extent in the field of oncology and has also been regarded as
a tumor risk factor [32,33]. In breast cancer, FGF2 is also positively
correlated with epidermal growth factor (EGF) and insulin-like
growth factor (IGF) [34]. In addition, Nguyen’s study [35] showed
that high expression of FGF2 in the serum of patients with tumor
metastasis is correlated with its clinical status, the extent of disease,
and mortality risk. Our previous study demonstrated a certain cor-
relation between FGF2 and ACACB [36], but the specific correlation
between them needs to be further studied. Moreover, Marshall et al.
[37] showed that FGFR2 and FGFR3 are commonly expressed in
head and neck squamous cell carcinoma (HNSCC) cells and are
activated by autocrine FGF2. In addition, the FGFR/Akt/SOX2 sig-
naling axis has been reported to regulate pancreatic cancer stem-
ness properties, which means that FGFR could be a therapeutic
target for aggressive cancers [38–40]. Aytatli et al. [40] suggested
that AZD4547, an orally bioavailable FGFR inhibitor, could inhibit
FGFR and its downstream targets in recombinant FGF2 to treat
HNSCC cells.
Based on bioinformatics and our comprehensive analysis, we

showed that the mechanism of cetuximab resistance is correlated
with metabolism and that ACACB plays a key role. ACACB ex-
pression was high in tumor tissues, and different expression levels
of ACACB could be found in different tumor cell lines. Moreover,
ACACB is an independent prognostic factor. In addition, the in vitro
results showed that knockdown of ACACB could decrease CRC cell
proliferation and cetuximab resistance in different CRC cell lines.
Thus, ACACB expression could promote CRC cell growth and ce-
tuximab resistance in vitro. Meanwhile, based on the functional
enrichment and pathway analysis of ACACB, we found that many
classic pathways in CRC tumorigenesis (such as EGFR tyrosine ki-
nase inhibitor resistance, focal adhesion, and the mTOR signaling
pathway) may be downstream pathways of ACACB in CRC. After
further investigation, we found that EGFR phosphorylation could
affect the activation of the mTOR/Akt signaling pathway, and reg-
ulation of CDT1-, cyclin D1-, and p21-related cell cycle modulation
could be the potential mechanism of ACACB in CRC. To make the
study more scientific and persuasive, we further utilized our own
CRC clinical cohorts for validation and found that lower expression
of ACACB showed higher sensitivity to cetuximab. Moreover,
ACACB expression may change from low to high in cetuximab-
sensitive patients who acquire resistance after treatment with ce-
tuximab (Supplementary Figure S1). In addition, IHC statistical re-
sults suggested that ACACB might be correlated with FGF2. The
results of our study suggest that the expression of ACACB is cor-
related with FGF2, which may be related to the mechanism of me-
tabolism leading to cetuximab resistance. These results suggest that
FGF2 may be a key factor in addressing cetuximab resistance in
collaboration with ACACB. In conclusion, we believe that ACACB
could be a novel metabolism-related biomarker in the prediction of
the response to cetuximab therapy in CRC. Finally, we identified six
compounds (1S,3R-RSL-3, ML210, ML162, RITA, LY2606368, and
panobinostat) as potential therapeutic agents for CRC patients with
high ACACB expression, which needs to be further verified.
According to this study, we believe that ACACB can be regarded

as an effective biomarker for evaluating cetuximab resistance,
which can help clinicians further evaluate the use of cetuximab-
targeted therapy for CRC patients. With a more accurate assessment
of resistance, patients can be more accurately treated with transla-
tional therapy, leading to better clinical benefits for patients.

Table 2. Immunohistochemical analysis data of patients

ACACB negative
(n=13)

ACACB positive
(n=19)

P

EGFR Expressed 10 13 0.599

Non-expressed 3 6

MSI MSI-H* 1 1 0.751

MSI-L# 2 5

MSS@ 10 13

KRAS Mutation 2 2 0.683

Wild-type 11 17

NRAS Mutation 1 2 0.787

Wild-type 12 17

PIK3CA20 Mutation 0 0 –

Wild-type 13 19

BRAF Mutation 0 0 –

Wild-type 13 19

FGF2 Expressed 3 14 0.005

Non-expressed 10 5

*Micro satellite instability-high.
#Micro satellite instability-low.
@Micro satellite stability.
–: Data not available.
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The mechanism of cetuximab resistance is correlated with meta-
bolism, and ACACB plays a key role. ACACB could regulate the
sensitivity of CRC cells to cetuximab, whichmight be related to EGFR
phosphorylation, the activation of the mTOR/Akt signaling pathway,
and the regulation of CDT1, cyclin D1, and p21 which are related to
cell cycle modulation. Patients with higher expression of ACACB
showed a worse clinical prognosis, which is consistent with the re-
sults of bioinformatics analysis. Cetuximab-sensitive patients who
get acquired resistance after cetuximab administration may have
increased expression of ACACB. ACACB could be a novel biomarker
in the prediction of response to cetuximab therapy in CRC.
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Supplementary data is available at Acta Biochimica et Biophysica
Sinica online.

Funding
This work was supported by the grants from the National Natural
Science Foundation of China (Nos. 81871984 and 82103207), the
Multicenter trial of Shanghai Jiao Tong University School of Med-
icine (No. DLY201504), Shanghai Municipal Key Clinical Specialty
(No. Shslczdzk00102), and Research Physician Program of
Shanghai Jiao Tong University School of Medicine (No. 826304).

Conflict of Interest
The authors declare that they have no conflict of interest.

References
1. Allemani C, Matsuda T, Di Carlo V, Harewood R, Matz M, Nikšić M,

Bonaventure A, et al. Global surveillance of trends in cancer survival

2000–14 (CONCORD-3): analysis of individual records for 37,513,025

Figure 8. Identification of potential therapeutic agents for CRC with high ACACB expression (A) The differential drug response and correlation
analysis of four CTRP-derived compounds. (B) The differential drug response and correlation analysis of two PRISM-derived compounds.

1681ACACB is a biomarker for CTX therapy in metastatic CRC

Hong et al. Acta Biochim Biophys Sin 2022



patients diagnosed with one of 18 cancers from 322 population-based

registries in 71 countries. Lancet 2018, 391: 1023–1075

2. Kohne C, Bokemeyer C, Heeger S, Sartorius U, Rougier P, Van Cutsem E.

Efficacy of chemotherapy plus cetuximab according to metastatic site in

KRAS wild-type metastatic colorectal cancer (mCRC): analysis of CRYS-

TAL and OPUS studies. J Clin Oncol 2011, 29: 3576

3. Cheng AL, Cornelio G, Shen L, Price T, Yang TS, Chung IJ, Dai GH, et
al. Efficacy, tolerability, and biomarker analyses of once-every-2-weeks

cetuximab plus first-line FOLFOX or FOLFIRI in patients with KRAS or all

RAS wild-type metastatic colorectal cancer: the phase 2 APEC study. Clin

Colorectal Cancer 2017, 16: e73–e88

4. Ye LC, Liu TS, Ren L, Wei Y, Zhu DX, Zai SY, Ye QH, et al. Randomized

controlled trial of cetuximab plus chemotherapy for patients with KRAS

wild-type unresectable colorectal liver-limited metastases. J Clin Oncol

2013, 31: 1931–1938

5. Modest DP, Martens UM, Riera-Knorrenschild J, Greeve J, Florschütz A,

Wessendorf S, Ettrich T, et al. FOLFOXIRI plus panitumumab as first-line

treatment of RAS wild-type metastatic colorectal cancer: the randomized,

open-label, phase II VOLFI study (AIO KRK0109). J Clin Oncol 2019, 37:

3401–3411

6. Pavlova NN, Thompson CB. The emerging hallmarks of cancer metabo-

lism. Cell Metab 2016, 23: 27–47

7. Asgari Y, Zabihinpour Z, Salehzadeh-Yazdi A, Schreiber F, Masoudi-Nejad

A. Alterations in cancer cell metabolism: the Warburg effect and meta-

bolic adaptation. Genomics 2015, 105: 275–281

8. Liang H, Lin Z, Ye Y, Luo R, Zeng L. ARRB2 promotes colorectal cancer

growth through triggering WTAP. Acta Biochim Biophys Sin 2020, 53: 85–93

9. Ménard S, Tagliabue E, Campiglio M, Pupa SM. Role of HER2 gene

overexpression in breast carcinoma. J Cell Physiol 2000, 182: 150–162

10. Koboldt DC, Fulton RS, McLellan MD, Schmidt H, Kalicki-Veizer J,

McMichael JF, Fulton LL, et al. Comprehensive molecular portraits of

human breast tumours. Nature 2012, 490: 61–70

11. Koundouros N, Poulogiannis G. Reprogramming of fatty acid metabolism

in cancer. Br J Cancer 2020, 122: 4–22

12. Luwor RB, Lu Y, Li X, Mendelsohn J, Fan Z. The antiepidermal growth

factor receptor monoclonal antibody cetuximab/C225 reduces hypoxia-

inducible factor-1 alpha, leading to transcriptional inhibition of vascular

endothelial growth factor expression. Oncogene 2005, 24: 4433–4441

13. Hashmi S, Wang Y, Suman DS, Parhar RS, Collison K, Conca W, Al-

Mohanna F, et al. Human cancer: Is it linked to dysfunctional lipid

metabolism? Biochim Biophys Acta (BBA) - Gen Subj 2015, 1850: 352–

364

14. Kuhajda FP. Fatty-acid synthase and human cancer: new perspectives on

its role in tumor biology. Nutrition 2000, 16: 202–208

15. Samuel VT, Shulman GI. Nonalcoholic fatty liver disease as a nexus of

metabolic and hepatic diseases. Cell Metab 2018, 27: 22–41

16. McGarry JD, Leatherman GF, Foster DW. Carnitine palmitoyltransferase I.

The site of inhibition of hepatic fatty acid oxidation by malonyl-CoA. J Biol

Chem 1978, 253: 4128–4136

17. Fullerton MD, Galic S, Marcinko K, Sikkema S, Pulinilkunnil T, Chen ZP,

O′Neill HM, et al. Single phosphorylation sites in ACC1 and ACC2 regulate

lipid homeostasis and the insulin-sensitizing effects of metformin. Nat

Med 2013, 19: 1649–1654

18. Bengtsson C, Blaho S, Saitton DB, Brickmann K, Broddefalk J, Davidsson

O, Drmota T, et al. Design of small molecule inhibitors of acetyl-CoA

carboxylase 1 and 2 showing reduction of hepatic malonyl-CoA levels in

vivo in obese Zucker rats. BioOrg Medicinal Chem 2011, 19: 3039–3053

19. Lu GD, Shen HM, Ong CN, Chung MCM. Anticancer effects of aloe-

emodin on HepG2 cells: Cellular and proteomic studies. Prot Clin Appl

2007, 1: 410–419

20. Mi L, Zhu F, Yang X, Lu J, Zheng Y, Zhao Q, Wen X, et al. The metastatic

suppressor NDRG1 inhibits EMT, migration and invasion through inter-

action and promotion of caveolin-1 ubiquitylation in human colorectal

cancer cells. Oncogene 2017, 36: 4323–4335

21. Koo CL, Kok LF, Lee MY, Wu TS, Cheng YW, Hsu JD, Ruan A, et al.
Scoring mechanisms of p16INK4a immunohistochemistry based on either

independent nucleic stain or mixed cytoplasmic with nucleic expression

can significantly signal to distinguish between endocervical and en-

dometrial adenocarcinomas in a tissue microarray study. J Transl Med

2009, 7: 25

22. Eisenhauer EA, Therasse P, Bogaerts J, Schwartz LH, Sargent D, Ford R,

Dancey J, et al. New response evaluation criteria in solid tumours: Re-

vised RECIST guideline (version 1.1). Eur J Cancer 2009, 45: 228–247

23. Sobrero AF, Maurel J, Fehrenbacher L, Scheithauer W, Abubakr YA, Lutz

MP, Vega-Villegas ME, et al. EPIC: phase III trial of cetuximab plus ir-

inotecan after fluoropyrimidine and oxaliplatin failure in patients with

metastatic colorectal cancer. J Clin Oncol 2008, 26: 2311–2319

24. Folprecht G, Gruenberger T, Bechstein W, Raab HR, Weitz J, Lordick F,

Hartmann JT, et al. Survival of patients with initially unresectable col-

orectal liver metastases treated with FOLFOX/cetuximab or FOLFIRI/ce-

tuximab in a multidisciplinary concept (CELIM study). Ann Oncol 2014,

25: 1018–1025

25. Xu J, Ren L, Wei Y, Zheng P, Ye L, Feng Q, Lin Q, et al. Effects of beyond

KRAS mutations on the efficacy of cetuximab plus chemotherapy for pa-

tients with unresectable colorectal liver-limited metastases(BELIEF): a

retrospective biomarker analysis from a Chinese population. Ann Oncol

2016, 27(Suppl 6): S541

26. Luo J, Hong Y, Lu Y, Qiu S, Chaganty BKR, Zhang L, Wang X, et al.
Acetyl-CoA carboxylase rewires cancer metabolism to allow cancer cells

to survive inhibition of the Warburg effect by cetuximab. Cancer Lett

2017, 384: 39–49

27. Wakil SJ, Abu-Elheiga LA. Fatty acid metabolism: target for metabolic

syndrome. J Lipid Res 2009, 50: S138–S143

28. Peng WF, Bai F, Shao K, Shen LS, Li HH, Huang S. The key genes un-

derlying pathophysiology association between the type 2-diabetic and

colorectal cancer. J Cell Physiol 2018, 233: 8551–8557

29. Currie E, Schulze A, Zechner R, Walther TC, Farese Jr. RV. Cellular fatty

acid metabolism and cancer. Cell Metab 2013, 18: 153–161

30. Li K, Zhang C, Chen L, Wang P, Fang Y, Zhu J, Chen S, et al. The role of
acetyl-coA carboxylase2 in head and neck squamous cell carcinoma. Peer

J 2019, 7: e7037

31. Valvo V, Iesato A, Kavanagh TR, Priolo C, Zsengeller Z, Pontecorvi A,

Stillman IE, et al. Fine-tuning lipid metabolism by targeting mitochondria-

associated acetyl-CoA-carboxylase 2 in BRAFV600E papillary thyroid car-

cinoma. Thyroid 2021, 31: 1335–1358

32. Harada K, Ferdous T, Cui D, Kuramitsu Y, Matsumoto T, Ikeda E, Okano

H, et al. Induction of artificial cancer stem cells from tongue cancer cells

by defined reprogramming factors. BMC Cancer 2016, 16: 548

33. Johnatty SE, Beesley J, Chen X, Spurdle AB, Defazio A, Webb PM, Goode

EL, et al. Polymorphisms in the FGF2 gene and risk of serous ovarian

cancer: results from the ovarian cancer association consortium. Twin Res

Hum Genet 2009, 12: 269–275

34. Slattery ML, John EM, Stern MC, Herrick J, Lundgreen A, Giuliano AR,

Hines L, et al. Associations with growth factor genes (FGF1, FGF2,

PDGFB, FGFR2, NRG2, EGF, ERBB2) with breast cancer risk and survival:

The Breast Cancer Health Disparities Study. Breast Cancer Res Treat 2013,

140: 587–601

35. Nguyen M, Watanabe H, Budson AE, Richie JP, Hayes DF, Folkman J.

1682 ACACB is a biomarker for CTX therapy in metastatic CRC

Hong et al. Acta Biochim Biophys Sin 2022

https://doi.org/10.1016/S0140-6736(17)33326-3
https://doi.org/10.1200/jco.2011.29.15_suppl.3576
https://doi.org/10.1016/j.clcc.2016.08.005
https://doi.org/10.1016/j.clcc.2016.08.005
https://doi.org/10.1200/JCO.2012.44.8308
https://doi.org/10.1200/JCO.19.01340
https://doi.org/10.1016/j.cmet.2015.12.006
https://doi.org/10.1016/j.ygeno.2015.03.001
https://doi.org/10.1093/abbs/gmaa151
https://doi.org/10.1002/(SICI)1097-4652(200002)182:2&lt;150::AID-JCP3&gt;3.0.CO;2-E
https://doi.org/10.1038/nature11412
https://doi.org/10.1038/s41416-019-0650-z
https://doi.org/10.1038/sj.onc.1208625
https://doi.org/10.1016/j.bbagen.2014.11.004
https://doi.org/10.1016/S0899-9007(99)00266-X
https://doi.org/10.1016/j.cmet.2017.08.002
https://doi.org/10.1016/S0021-9258(17)34693-8
https://doi.org/10.1016/S0021-9258(17)34693-8
https://doi.org/10.1038/nm.3372
https://doi.org/10.1038/nm.3372
https://doi.org/10.1016/j.bmc.2011.04.014
https://doi.org/10.1002/prca.200600798
https://doi.org/10.1038/onc.2017.74
https://doi.org/10.1186/1479-5876-7-25
https://doi.org/10.1016/j.ejca.2008.10.026
https://doi.org/10.1200/JCO.2007.13.1193
https://doi.org/10.1093/annonc/mdu088
https://doi.org/10.1093/ANNONC/MDW370.89
https://doi.org/10.1016/j.canlet.2016.09.020
https://doi.org/10.1194/jlr.R800079-JLR200
https://doi.org/10.1002/jcp.26440
https://doi.org/10.1016/j.cmet.2013.05.017
https://doi.org/10.7717/peerj.7037
https://doi.org/10.7717/peerj.7037
https://doi.org/10.1089/thy.2020.0311
https://doi.org/10.1186/s12885-016-2416-9
https://doi.org/10.1375/twin.12.3.269
https://doi.org/10.1375/twin.12.3.269
https://doi.org/10.1007/s10549-013-2644-5


Elevated levels of an angiogenic peptide, basic fibroblast growth factor, in

the urine of patients with a wide spectrum of cancers. JNCI J Natl Cancer

Institute 1994, 86: 356–361

36. Yu C, Hong H, Lu J, Zhao X, Hu W, Zhang S, Zong Y, et al. Prediction of

target genes and pathways associated with cetuximab insensitivity in

colorectal cancer. Technol Cancer Res Treat 2018, 17: 153303381880690

37. Marshall ME, Hinz TK, Kono SA, Singleton KR, Bichon B, Ware KE, Marek

L, et al. Fibroblast growth factor receptors are components of autocrine

signaling networks in head and neck squamous cell carcinoma cells. Clin

Cancer Res 2011, 17: 5016–5025

38. Quan MY, Guo Q, Liu J, Yang R, Bai J, Wang W, Cai Y, et al. An FGFR/

AKT/SOX2 signaling axis controls pancreatic cancer stemness. Front Cell

Dev Biol 2020, 8: 287

39. Gavine PR, Mooney L, Kilgour E, Thomas AP, Al-Kadhimi K, Beck S,

Rooney C, et al. AZD4547: an orally bioavailable, potent, and selective

inhibitor of the fibroblast growth factor receptor tyrosine kinase family.

Cancer Res 2012, 72: 2045–2056

40. Aytatli A, Barlak N, Sanli F, Caglar HO, Gundogdu B, Tatar A, Ittmann M,

et al. AZD4547 targets the FGFR/Akt/SOX2 axis to overcome paclitaxel

resistance in head and neck cancer. Cell Oncol 2022, 45: 41–56

1683ACACB is a biomarker for CTX therapy in metastatic CRC

Hong et al. Acta Biochim Biophys Sin 2022

https://doi.org/10.1093/jnci/86.5.356
https://doi.org/10.1093/jnci/86.5.356
https://doi.org/10.1177/1533033818806905
https://doi.org/10.1158/1078-0432.CCR-11-0050
https://doi.org/10.1158/1078-0432.CCR-11-0050
https://doi.org/10.3389/fcell.2020.00287
https://doi.org/10.3389/fcell.2020.00287
https://doi.org/10.1158/0008-5472.CAN-11-3034
https://doi.org/10.1007/s13402-021-00645-6

	ACACB is a novel metabolism-related biomarker in the prediction of response to cetuximab therapy in&#6;metastatic colorectal cancer 
	Introduction
	Materials and Methods
	Acquisition of data
	Screening of Hub genes
	Expression difference and functional analysis of ACACB
	Cell culture and transfection
	Cell viability assay
	Quantitative RT-PCR (qPCR) analysis
	Western blot analysis
	Immunohistochemistry (IHC)
	Patients and tissue samples
	Efficacy evaluation of cetuximab
	Clinical follow-up
	Statistical analysis

	Results
	 is a co-hub gene related to metabolism as well as cetuximab resistance in CRC n CRC
	ACACB is highly expressed in CRC
	ACACB promotes CRC cell growth and cetuximab resistance in CRC cell lines
	Functional enrichment and pathway analysis of ACACB in CRC
	Downstream pathway analysis of ACACB in CRC cell lines  in vitro
	ACACB expression and prognostic analysis of mCRC patients treated with cetuximab
	ACACB is positively correlated with cetuximab resistance
	Identification of potential therapeutic agents for CRC with high ACACB expression

	Discussion
	Supplementary Data


