Role of APOBEC3B as a Predictor of Intratumoral siRNA Therapy Response in Lung Cancer Tumors with Passive Smoking
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Abstract
Non-small cell lung cancer (NSCLC) is known to carry heavy mutation load. Besides smoking, APOBEC family plays a key role in the mutation process of NSCLC passive in non smoking patience. Among APOBEC family,  APOBEC3B is also reported to be upregulated and predicts bad prognosis in NSCLC. However, targeting APOBEC3B high NSCLC is still a big challenge in passive smoking group. Here our study on the lung cancer patients in three different smoking groups confirmed that APOBEC 3 family is involved in mutagenesis upregulation in passive smoking group. We further studied the APOBEC3B inhibition effects on the lung cancer tumor suppression. Interestingly we observed the APOBEC3B gene knock-down through siRNA has a negative impact on cell proliferation and cell growth in A549 cell line and showed tumor suppression in the lung cancer tumor in mice. Together, using combination approaches of  patience cohort , lung cancer cell line and mouse model, this work provides evidence that APOBEC3B upregulation and APOBEC mutation count can be used as novel predictive markers in guiding NSCLC checkpoint in immunotherapy and its knock-down by siRNA can be considered as a potential therapy for further study. 

