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Development of nano-therapeutic agents to overcome immune checkpoint inhibitor
resistance due to tumor stroma of intractable cancer

KINOH, HIROAKI
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In this study, the possibility of penetrating the cancer stromal cell
barrier (ECM) by combining epirubicin micelles, which are in Phase Il clinical trials, with other
approved anti-cancer drugs for pancreatic cancer was tested in an orthotopic mouse model. The
results showed that ECM degradation was observed with the two-drug combination of epirubicin
micelles and immune checkpoint inhibitors. In addition, a three-drug combination including
gemcitabine was confirmed to cure the KPC model of a highly malignant K-ras/p53 mutant strain.
Re-treatment of cured mice or using a liver metastasis model suppressed recurrence and metastasis.
This suggests that this could be a new treatment for recurrent pancreatic cancer.
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The combination of Epi/m, aPD1 and gemcitabine eradicated orthotopic pancreatic tumors
(KPC model) (CR = 90%) Kinoh et al paper in preperation
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