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Introduction: Pancreatic cancer (PC) will become the 2nd most common cause of cancer-related death by 
2030, with a 12.5% five-year survival rate. Inadequate early detection methods mean most PC patients are 
diagnosed with advanced/metastatic disease. Many patients develop resistance to the current 
chemotherapies, and while immunotherapy is promising in other cancers, the immune “cold” tumour 
microenvironment of PC results in a high resistance to immunotherapy1,2. Thus, understanding the 
mechanisms that drive therapy resistance and, how to circumvent them, is an important step in improving 
PC treatment. Serine/threonine kinase CK2 is a regulator of numerous signalling pathways and cellular 
functions and is upregulated in many cancers including chemotherapy-resistant PC3,4. CK2 inhibition 
upregulates immune response in PC murine models and increases cancer cell sensitivity to chemotherapy 
by inhibiting DNA damage repair pathways5,6.  
Methods: Using the CK2-selective inhibitor CX-4945/Silmitasertib, and well-defined models of PC 
validated in our laboratory, we will investigate CK2 inhibition impact on tumorigenesis, metastasis, 
chemoresistance, and immune infiltration.  
Results: In vitro we observe varied sensitivity to CK2 inhibition across patient-derived cell lines, while 
CK2 subcellular localisation ranged across a microarray of patient-derived xenografts between 
cytoplasmic, nuclear, and endosomal compartments. Examination of chemoresistant tumours revealed an 
increase in nuclear CK2; nuclear accumulation of CK2 is a predictor of poor prognosis7. In vivo 
investigation of CX-4945/Silmitasertib treatment in combination with chemotherapy is ongoing.  
Conclusion: We hypothesise that CK2 inhibition will reduce metastasis and improve survival in PC 
models by sensitising cells to clinically used chemotherapies and promoting activation of the existing 
immune system. 
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