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Complexity of progranulin mechanisms
of action in cancer

Andrea Morrione

Director of the Molecular Mechanisms of Cancer Signal Transduction Program, Sbarro Institute
Cancer Research and Molecular Medicine at Temple University, Philadelphia.

Background: Mesothelioma is an aggressive disease with limited therapeutic
options. The growth factor progranulin plays a critical role in several cancer models,
where it regulates tumor initiation and progression. Recent data from our laboratories
have demonstrated that progranulin and its receptor, EphA2, constitute an oncogenic
pathway in bladder cancer by promoting maotility, invasion and in vivo tumor formation.
Progranulin and EphA2 are expressed in mesothelioma cells but their mechanisms of
action are not well defined. In addition, there are no data establishing whether the
progranulin/EphA2 axis is tumorigenic for mesothelioma cells.

Conclusion: Collectively, our results highlight the complexity of progranulin
oncogenic signaling in mesothelioma, where progranulin modulate functional cross-
talks between multiple RTKs, thereby suggesting the need for combinatorial
therapeutic approaches to improve treatments of this aggressive disease
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