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Targeting inflammatory polarization of macrophages and cell surface calreticulin
in hemophagocytic lymphohistiocytosis
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Hemophagocytic lymphohistiocytosis SHLH) is a life-threatening hematologic
disorder of severe hyper-inflammation caused by uncontrolled proliferation of activated immune
cells. We expected to reveal essential common axis for HLH development, and provide the clue for the
targeted treatments for a significant population of HLH patients.
By focusing on type 1 polarization of macrophages, we confirmed that calreticulin in a cell surface
form is induced on macrophages during type 1 inflammatory polarization. Pharmacological and genetic
inhibition of Hifla and Nos2 signaling, critical factors for type 1 polarization, did not block type
I polarization of macrophages iIn HLH mice, suggesting the existence of other critical factor for
type | polarization. As calreticulin functions as a perforin inhibitor, future study will be needed
to investigate whether calreticulin-perforin axis could play a central role at synapse between
phagocytes-effectors and HLH pathogenesis.
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