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The mechanism of SCRN2 regulating the invasion of high-grade serous ovarian carcinoma

CHAI Jinghan, DING Huiqing (Health Science Center of Ningbo University, Ningbo 315211, Zhejiang, China)
[Abstract]lObjective To investigate the expression characteristics, pro-metastatic function, and potential molecu-
lar mechanisms of Secernin-2 (SCRN2) in high-grade serous ovarian carcinoma (HGSOC), and to evaluate the inhibi-
tory effect of doxorubicin on SCRN2-mediated metastasis. Methods A transcriptional regulatory network was con-
structed by the TCGA database to identify immune-related master regulators. The expression level of SCRN2 was de-
tected in HGSOC clinical samples, and its association with patient survival was assessed by the GSE63885 dataset.
The SCRN2-overexpressing and knockdown cell models were constructed, and the effects on tumor cell proliferation
and metastatic ability were evaluated by tail vein injection in vivo and the CCK-8 assay. Spatial transcriptomic data
(GSE263920) were used to analyze the expression pattern of SCRN2 in tumor regions and adjacent immune cells, and
examine pathway enrichment. The activation level of the transforming growth factor 1 (TGFBI) signaling pathway
was evaluated. The effect of the chemotherapeutic drug doxorubicin on SCRN2 expression and its related metastatic
ability was evaluated. Results SCRN2 was highly expressed in HGSOC and was significantly associated with dis-
tant metastasis and poor prognosis (P << 0.05). Overexpression of SCRN2 promoted in vivo tumor cell metastasis and
proliferation, while knockdown of SCRNZ inhibited the formation of metastatic foci. Mechanistic studies showed that
SCRN?2 upregulated and activated the TGFp1 signaling pathway, remodeled the immune microenvironment, and en-
hanced tumor growth advantages (all P << 0.05). Doxorubicin effectively downregulated SCRN2 expression and sig-
nificantly inhibited SCRN2-mediated metastatic capacity (all P << 0.05). Conclusions SCRN2 serve as a key pro-
metastatic factor in HGSOC, regulating tumor metastasis and the immune microenvironment through activation of

the TGFB1 pathway. Its high expression is a potential marker of poor prognosis in HGSOC. Meanwhile, doxorubicin
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may serve as an effective therapeutic agent, suggesting that SCRN2 has significant potential for clinical translation.
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