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Transcription factor SREBP1 participates in the pathogenesis of colorectal
cancer by promoting the expression of SLC16A8 and regulating acidic
tumor microenvironment
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[ Abstract] Objective:To study the molecular mechanism that transcription factor SREBPI involves in the process of colorectal
cancer (CRC) by promoting the expression of SLC16A8 and regulating acidic tumor microenvironment. Methods: The expression of
SLC16A8 in CRC and the association between SLC16A8 on poor prognosis were analyzed by bioinformatics database. The expression of
SLC16A8 in CRC cells were detected by quantitative real-time reverse-transcription (RT-qPCR). CCK-8 was used to analyze cell pro-
liferation ,and Transwell was used to analyze cell invasive ability. A functional enrichment analysis was carried out with Metascape data-
base. The levels of lactic acid in supernatant was monitored with lactate kit. Bioinformatics method was used to screen transcription fac-
tor which could bind to SLC16A8 and potential transcription factor binding sites,and dual luciferase reporter assay was utilized to the
correlation between SREBP1 protein and SLC16A8. UALCAN portal was used to analysis SREBP1 mRNA expression, relationship be-
tween the expression of SREBP1 and prognosis was analyzed by Kaplan-Meier Plotter. GEPIA2 was used to analysis the relationship be-
tween the expression of SREBP1 and SLC16A8. The effect of overexpression of SREBPI on the expression of SLC16A8 protein were an-
alyzed by Western blot. Rescue experiments were used to analyse whether SREBP1 promotes lactate transport through positive regulating

SLC16A8. Results: CRC patients with high expression of SLC16A8 indicate poor prognosis (P <0.05) ,and SLC16A8 was highly ex-

ELTIH: W47tk A ES B (22SXQT0069 ,22SXQT0070 ,22SXQT0063 ) ; JI| b BE 2% Fi 4% 24 35 H ( CBY23-QA-Y53) ; /U JI| 44 % 4F 1) #i
BT E (022049)

EEZ® . HWY (1987 - ) , %, Wit , FIABEI, E-mail:312684052@ qq. com

WIREE . ¥k, 1, E-mail:1041910523@ qq. com



H38 % 6
730 2023 4F6 J]

JIldt E Z Bz 2 4R ( http : //noth. cbpt. enki. net)
JOURNAL OF NORTH SICHUAN MEDICAL COLLEGE

Vol. 38 ,No. 6
Jun. 2023

pressed in CRC tissues and cell lines (P <0.05). Overexpression of SLC16A8 enhanced cell proliferation and invasion. GO enrichment

analysis data further indicated that its functions were involved in the lactic acid transport and angiogenesis,and SLC16A8 could promote

the levels of lactic acid in supernatant. The double Luciferase test confirmed that SREBP1 could bind directly to SLC16A8. SREBP1 was

highly expressed in CRC tissue and was correlated with poor patient prognosis (P <0.05) SREBPI could promote the expression of
SLC16A8 protein,and SREBP1 could promote lactate transport by positively regulating SLC16A8. Conclusion : SLC16A8 promoted CRC

cell proliferation and invasion by regulating acidic tumor microenvironment,and transcription factor SREBP1 involves in the process of

CRC by upregulating the expression of SLC16A8.
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