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Correlation between serum exosomal miR-575 and prognosis of ER positive breast cancer patients treated with
tamoxifen adjuvant therapy
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Chinese Medicine, Qionghai Hainan 571400, China;2. Department of Thoracic Surgery,Second Affiliated Hospital of Hainan Medical University,
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Abstract: Objective To investigate the correlation between serum exosomal level of miR-575 and the prognosis of estrogen receptor
(ER) positive breast cancer patients treated with tamoxifen adjuvant therapy. Methods The relationship between miR-575 expression level
and overall survival rate of breast cancer patients was analyzed by bioinformatics. Blood samples collected from 162 patients with ER positive
breast cancer who received tamoxifen adjuvant endocrine therapy were selected as the observation group, and blood samples from 165 non-
cancer volunteers were collected as the control group. The expression level of serum exosomal miR-575 was detected by real-time quantitative
PCR. Patients in the observation group were followed up for at least 5 years. According to tamoxifen resistance , patients were divided into the
resistance group and the sensitive group, and the relationship between the expression level of serum exosomal miR-575 and the disease
progression after operation was analyzed. Univariate and multivariate Cox regression were used to analyze the clinical factors influencing the
prognosis of ER positive breast cancer patients treated with tamoxifen. Receiver operating characteristic (ROC) curve was plotted to calculate
the area under the curve (AUC). Results Bioinformatics analysis showed that the expression level of miR-575 in breast cancer tissues was
significantly higher than that in normal breast tissues (P <0.001). And for ER positive patients,the higher miR-575 expression was associated
with higher Nottingham pathological grade and poor prognosis (P <0.05). The relative expression level of serum exosomal miR-575 of
patients in the observation group was higher than that in the control group [ 1.834 (1.168,2.519) »s. 1.003 (0.901,1.217) ,Z = -8.871,
P <0.001]. In addition, there was a positive correlation between the serum exosomal in the observation group and the relative expression

level of miR-575 in breast cancer tissues (r, =0.726,P <0.001). During the 5-year follow-up,110 patients were resistant to tamoxifen ( the
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resistance group) and 52 patients were sensitive to tamoxifen (the sensitive group). The relative expression level of serum exosomal miR-575
in the resistance group was significantly higher than that in the sensitive group [2. 097 (1.700,3.163) vs. 1. 168(0.947,1.524) ,Z =
-7.164,P < 0.001]. The Kaplan-Meier curve showed that the median time to disease progression in the high miR-575 expression group was

shorter than that in the low miR-575 expression group (P <0.001). Cox regression analysis and ROC curve showed that the high expression of

serum exosomal miR-575 was an independent risk factor for poor prognosis of ER positive breast cancer patients receiving tamoxifen adjuvant

endocrine therapy,and the AUC of serum exosomal miR-575 for predicting the 5-year disease progression was 0.850 (95% CI.0.789 t0 0.910).

Conclusion The high expression level of serum exosomal miR-575 indicates that ER positive breast cancer patients receiving tamoxifen

adjuvant endocrine therapy have poor prognosis,and it is expected to be an important reference index for predicting tamoxifen sensitivity.

Keywords: miR-575 ;estrogen receptor;positive breast cancer;serum exosomal ; tamoxifen ;drug resistance
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