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Preclinical study of in situ vaccine immunotherapy for hepatocellular carcinoma
targeting TLR9 and RIG-1
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There is _an urgent need for potent cancer immunotherapy for gastrointestinal

malignancies. In situ vaccine, intratumoral injection of stimulator of innate immunity, allows for
the development of vaccines in patients themselves. The aim of this study was to unveil the
antitumor activity of in situ vaccine using novel TLR9 agonist K3-SPG in the preclinical models of
gastrointestinal malignancies. Transplantable subcutaneous mouse models for colon and pancreatic
cancers were established. In these models, K3-SPG suppressed tumor growth, prolonged survival and
synergized with PD-1 blockade. K3-SPG in situ vaccine clearly induced immunological memory and
suppressed untreated tumor at the opposite side of treated one. We excluded analysis of
hepatocellular carcinoma (HCC) model and utilization of RIG-1 agonist both of which were originally
included in the experiment plans, because of technical difficulty in establishing HCC model and
because of the potent antitumor activity of K3-SPG alone.
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