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PDAC is an aggressive lethal cancer with low primary resection rate and worse prognosis. 

Despite extensive investigations on targeting therapies for PDAC, the only potentially 

curative option remains surgical R0 resection, which means no tumour left in the margins 

after surgery. For locally advanced unresectable PDAC, neo-adjuvant chemoradiation therapy 

may downstage PDAC to become resectable, and contribute to better prognosis with resection. 

Recently, Folfirinox therapy has been shown to be more effective in achieving higher 

resection rates and better prognosis than conventionally used gemcitabine radiation therapy. 

With immunofluorescence methods, we determined high stroma content, increased 

autophagy level and low MVD in PDAC. Neo-adjuvant therapy accelerated stroma formation 

and inhibited autophagy of tumour cells. We also found greater infiltration of TAMs and 

fewer CD8+ T-cells in PDAC tissues, suggesting that PDAC favours an immunosuppression 

state (or environment). Meanwhile, neo-adjuvant therapy may enhance antitumour immunity 

by promoting CD8+ T-cell infiltration, and Folfirinox seems to be more effective than 

gemcitabine radiation. We demonstrated that neo-adjuvant therapy effectively induces 

apoptosis and necroptosis in the tumour cells and that Folfirinox shows higher efficacy than 

gemcitabine radiation in inducing necroptosis, which is consistent with greater infiltration of 

CD8+ T-cells. Western blotting in vitro confirmed the tendency of increased apoptosis and 

necroptosis after chemotherapy treatment on pancreatic cancer cell lines.  



Overall, these results indicate that Folfirinox is more effective than gemcitabine radiation 

in inducing tumour cell death by necroptosis, accompanied by better immune surveillance by 

enhancing CD8+ T-cell infiltration. This suggests that necroptosis facilitates the 

responsiveness of neo-adjuvant chemotherapy in PDAC and may be a potential marker 

associated with better prognosis. 

 

 


