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Abstract
fatty acyl-CoA from free long-chain fatty acids and CoA, which is a key step in lipid synthesis and fatty acid

ACSLS5 (acyl-CoA synthetase long-chain family member 5) can catalyze the formation of

B-oxidation. It is reported that ACSLS5 is closely related to tumorigenesis, but its expression characteristics and
biological role in gastric cancer are still unclear. Based on iTRAQ quantitative proteomics screening, ACSL5
was found to be significantly upregulated in gastric cancer tissues. Combined with GEPIA database analysis,
it was further confirmed that ACSLS5 was highly expressed in gastric cancer. The expression level of ACSLS in
gastric carcinoma was significantly increased, and it was significantly correlated with the clinicopathological fea-
tures such as lymph node metastasis and TNM stage. The results of prognostic survival analysis showed that the
OS (overall survival) and FP (first progression) of patients with gastric cancer with high ACSLS5 expression were
poor, and they were significantly correlated in female, poorly differentiated state, TNM III and TNM IV stages.
GSEA gene enrichment analysis showed that 33 pathways were significantly enriched in ACSLS5 high expression
group, which involved fatty acid metabolism, cholesterol metabolism, lipid production, bile acid metabolism and
tricarboxylic acid cycle, respectively. I/n vitro down-regulation of ACSL5 expression can significantly inhibit
the proliferation of gastric cancer cells and change the levels of TG, TC, LDL-C and HDL-C in cells. This study
shows that ACSLS5 is significantly highly expressed in gastric cancer patients and is closely related to the clinical
prognosis of gastric cancer. It may play a cancer-promoting role through multiple intracellular lipid metabolism
pathways. Down-regulation of ACSL5 can significantly inhibit the proliferation of gastric cancer cells and re-

regulate intracellular lipid levels, which provides a research basis for ACSLS5 as a potential clinical diagnosis and

treatment target.
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Table 1 Relationship between ACSLS expression and clinicopathological factors in gastric carcinoma

EUISEN ACSL5#&RE ACSLS{RRIE P 51 8 Pl
Clinicopathological factors High expression of Low expression of Cases P-values
ACSLS ACSL5
Age /year
=60 24 16 40 0.71
<59 13 7 20
Sex
Male 27 13 40 0.19
Female 10 10 20
Histology classification
Adenocarcinoma 34 22 56 0.57
Signet-ring cell
Cagrcinomf 3 ! 4
Histological grade
I 20 10 30 0.425
1T and 11T 17 13 30
Lymph node metastasis
Positive 29 9 38 0.002
Negative 8 14 22
TNM staging
-1 25 8 33 0.013

1I-1v 12 15 27
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Fig.4 Prognostic outcomes of ACSLS overexpression in gastric cancer
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Fig.6 Suppression of ACSL5 attenuates growth and altered the lipids components level in gastric cancer cells
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