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Introduction

Pancreatic cancer (PC) has a dismal 5-year survival rate of only 13%', which can be attributed to its rapid
metastatic spread and resistance to therapies. Here, used innovative Translating-Ribosome-Affinity-Purification
followed by RNA-sequencing (TRAP-seq) to assess the deregulated translatome of metastatic PC and identify
potential novel therapeutic targets.

Methods

Mouse models of PC are driven by a Kras“’*” mutation and either loss of Tip53 (KPfIC; poorly metastatic) or a
gain-of-function mutation in 7rp53 (KPC; highly metastatic)’. TRAP-seq of primary tumours identified 200 genes
that were translationally deregulated. From these, a candidate gene that was exclusively upregulated in the
translating mRNAs of the KPC TRAP tumours, when compared to the KPflC TRAP tumours was selected as a
novel target for further investigation.
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Results

In vitro metastasis models were used to investigate candidate gene function. Excitingly, KPC cancer cells with
target knockdown exhibited a reduced capacity to migrate and invade as well as grow in suspension, when
compared to control. Moreover, target knockdown in vivo exhibited a significant reduction in liver metastasis in an
intrasplenic transplant model. This was further corroborated by an almost complete depletion of liver metastases
and significant increase in survival in mice bearing target knockdown tumours, which was further enhanced upon
combination with chemotherapy.

Conclusion

Together, these findings suggest that the novel gene identified using TRAP-seq is required for the highly metastatic
phenotype typically observed in the KPC model. Future investigations in patient-derived models may provide
further insight into potential co-targeting to improve chemotherapeutic response and reduce metastasis.
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