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[Abstract] Objective To investigate the regulatory

[WeFS B BE] 2025-02-18; [{E[EEHE] 2025-12-23 effect of 5-hydroxytryptamine receptor 2C (HTR2C) on

[EETIH] W% HRE2EAHETH (82002888) oral squamous cell carcinoma (OSCC) through the Ga, -
[ —1E#&] 5Kk, #it, Email: zhenyuzhang7@outlook.com Yes-associated protein (YAP) signaling pathway. Me-
HESMEE] TFIE, BB, 1, Email: jiangyuchenl6@126. thods The TCGA database was used to analyze the ex-

com pression of HTR2C in OSCC and normal oral tissues
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and its relationship with the overall survival rate of patients. The expression level of HTR2C was detected in OSCC tumor
microarrays through immunohistochemistry, and the correlation between HTR2C and clinicopathological features was
analyzed. HTR2C knockdown HN12 and UM1 cell lines were constructed, and the effects of HTR2C knockdown or its in-
hi-bitor (Puerarin) on the proliferation, migration, and invasion of OSCC cells were evaluated through cell counting kit-8,
colony formation, wound healing, and Transwell assays. Western blot analysis, quantitative real-time polymerase chain

reaction, and immunofluorescence were used to detect the expression and activation of the HTR2C-Go,_,,-YAP signaling

g/l
pathway. The effect of HTR2C on the growth of OSCC was verified by using a subcutaneous xenograft model of OSCC
in nude mice. Results HTR2C was significantly overexpressed in OSCC tissues, and its high expression was significant-
ly associated with the poor prognosis of patients (P<0.05). In vitro experiments demonstrated that the knockdown of
HTR2C or use of Puerarin significantly inhibited the proliferation and clonal formation, migration, and invasion abilities
of OSCC cells (P<0.01), and the inhibitory effect of puerarin was dose-dependent. Mechanism studies showed that
HTR2C knockdown inhibited YAP phosphorylation at Tyr357 and promoted YAP phosphorylation at Ser127 by reducing
the phosphorylation of focal adhesion kinase and Cofilin, thereby inhibiting YAP transcriptional activity and decreasing
the expression of its downstream target genes CYR61, CTGF, and AURKA (P<0.05). In vivo experiments confirmed that
inhibiting the expression of HTR2C by using Puerarin could significantly inhibit the growth of OSCC xenograft tumors (P<
0.000 1). This effect was achieved by regulating the YAP signaling pathway. Conclusion The high expression of
HTR2C in OSCC was significantly associated with poor prognosis. HTR2C may regulate the proliferation, migration, in-
vasion, and tumorigenesis of OSCC cells by activating the Ga,,,-YAP signaling pathway. This study suggests that HTR2C
may be a potential therapeutic target for OSCC. However, further clinical research is needed to validate its findings.
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(Ser3) . P-actin $it 14 % & ; Puerarin 42t Bl 5 119
HNI12 #1 UM1 4 i 5 5 739 55 HTR2C, YAP, p-
YAP (Ser127). B-actinPiiRiF & ; K5 i i BRAR
A ALY (horseradish peroxidase, HRP) fH Ik
P M3 5E 4k 2% & )% (enhanced chemilumines-
cence, ECL) i & et
1.7 SEF 5O 7 A BEEE W (quantitative
real-time polymerase chain reaction, qRT-PCR)
HTR2C # AR B R HN12 A1 UM 4H ff A K
Z 80%~90% I B, HE A LG RNA 5 5% 5
& H. #F DNA (complementary DNA, cDNA) ,
SYBR Green K YAP | & 75 2 b 2RR (1 1ML 45 A=
%75 5 7 61 (cysteine-rich angiogenic inducer
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Fig 2 Expression of HTR2C in OSCC and its correlation with prognosis
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Fig 3 Knocking down HTR2C in vitro can significantly inhibit the proliferation, migration and invasion of OSCC cells
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Fig 5 HTR2C inhibitor significantly inhibited the proliferation, migration and invasion of OSCC cells
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Fig 6 HTR2C inhibitor effectively inhibited the growth of subcutaneous xenograft tumors in vivo
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