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Zoonotic viruses emerging at the animal-human interface have repeatedly caused global health and economic crises. To
enable mechanistic insight into host—virus interactions across mammals, we established protocols to cryopreserve wildlife
and human tissues and generate complex organoid models for comparative functional analyses. Using the Egyptian fruit
bat as a reservoir model for highly pathogenic zoonotic viruses, we uncovered striking differences in cellular responses to
infection compared with human organoids. In bats, constitutive and self-amplifying interferon signaling restricts viral

replication, supporting a model of enhanced antiviral immunity that may underlie their resilience to viral disease.
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