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研究摘要：
Current evidence indicates that microRNAs are widely down-regulated in various tumors including colorectal carcinoma, liver cancer and lung cancer, and function as tumor suppressors through inhibiting cancer cell growth, invasion and migration. Here, we demonstrated that miR-210-3p level was significantly reduced in the bladder cancer compared to paratumor tissues, and attempt to reveal the regulatory role of miR-210-3p in bladder cancer progression. Exogenous overexpression of miR-210-3p inhibited the proliferation, migration and invasion of bladder cancer cells in vitro. In addition, the nude mouse xenograft model showed that miR-210-3p over-expressing inhibited bladder cancer growth and liver metastasis whereas silencing miR-210-3p caused an opposite outcome, which is mainly regulated by targeting fibroblast growth factor receptor-like 1 (FGFRL1). We also demonstrated that the expression of FGFRL1 in bladder cancer specimens were negatively correlated with miR-210-3p level, and FGFRL1 overexpression rescued the cell proliferation and invasion inhibited by ectopic expression of miR-210-3p. Moreover, knockdown of FGFRL1 was able to mimic the cell growth and metastasis effects induced by miR-210-3p over-expressing in bladder cancer cells. Together, these results indicate that miR-210-3p plays an important role in the regulation of bladder cancer growth and metastasis in vitro and in vivo through targeting FGFRL1.
当前证据表明，microRNAs 在包括结直肠癌、肝癌和肺癌在内的多种肿瘤中广泛下调，通过抑制癌细胞生长、侵袭和迁移发挥肿瘤抑制因子作用。本研究中，我们证明了与肿瘤旁组织相比，膀胱癌中 miR-210-3p 水平显著降低，并试图揭示 miR-210-3p 在膀胱癌进展中的调控作用。体外实验中，外源性过表达 miR-210-3p 抑制了膀胱癌细胞的增殖、迁移和侵袭。此外，裸鼠异种移植模型显示，过表达 miR-210-3p 抑制了膀胱癌的生长和肝转移，而沉默 miR-210-3p 则产生相反的结果，这主要是由靶向成纤维细胞生长因子受体样 1（FGFRL1）调节的。我们还证明了膀胱癌标本中 FGFRL1 的表达与 miR-210-3p 水平呈负相关，FGFRL1 过表达可挽救由 miR-210-3p 异位表达抑制的细胞增殖和侵袭。 此外，敲低 FGFRL1 能够模拟 miR-210-3p 在膀胱癌细胞中过表达所诱导的细胞生长和转移效应。这些结果共同表明，miR-210-3p 通过靶向 FGFRL1 在体外和体内调节膀胱癌的生长和转移中发挥着重要作用。
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We sincerely appreciate your careful reading of our paper and the questions you raised. Your attention to detail is
crucial for the integrity of scientific research, and we take these issues very seriously. Regarding the overlapping
images in Figure 4D and Figure 6D that you mentioned, we have conducted a comprehensive investigation into
theissue of the seemingly overlapping images in Figure 4D and Figure 6D. After carefully reviewing our original
data and experimental records, we have determined that this is indeed an unintentional error committed during
the process of figure composition. The same image was mistakenly used in both figures, and the description was
incorrect. We deeply apologize for this oversight. The correct versions of Figure 4D and Figure 6D will be
immediately submitted to the journal for correction. In addition, this research did not receive any funding
support, so there was no funding statement marked in the paper. We understand that these errors may have
raised your doubts about the reliability of our research, but we assure you that they do not reflect the overall
quality and integrity of our research. We are committed to maintaining the highest standards of scientific
research and will be more vigilant in the future to prevent such errors from occurring again. Thank you again for

your attention and feedback.
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Animage in Figure 4D and in Figure 6D seem to overlap, but are described differently.
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This type of issue is sometimes seen in papers that have been outsourced, often in papers about microRNA and
authored by people affiliated with hospitals in China. To reassure readers, would the authors kindly provide
evidence of the ethics approval from the "regional ethics committee” as well as the approval by "the University

Committee on the Use and Care of Animals at Zhengzhou University."
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Also, 1 did not see a funding statement in this paper. Who funded this research?
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Asimilar issue seems to have affected Figure 7D.
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