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[ Abstract] Organ transplantation faces the challenge of a shortage of donors. Although xenotransplantation holds
great potential, it is limited by rejection. Extracellular histones, as key members of damage-associated molecular patterns,
have been proven in recent years to play a crucial role in transplant rejection by activating innate immunity, regulating the
coagulation-inflammation network, and modulating adaptive immune responses. However, the specific functions and key
mechanisms remain to be clarified. Therefore, this article reviews the structural characteristics of histones, their release
pathways, the biological functions of extracellular histones, and their potential roles in xenotransplantation. It summarizes
the latest research progress of extracellular histones in xenotransplantation, analyzes the shortcomings of existing research
and the direction for future research, with the expectation of providing references for the application of extracellular
histones in xenogeneic kidney transplantation.
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Figure 1 Mechanism of extracellular histone damage
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