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The innate immune system responds to microbial nucleic acids and induces host defense response. Recently,
cyclic guanosine monophosphate—adenosine monophosphate synthase (cGAS) was identified as the cytosolie
double-stranded (ds) DNA sensor responsible for induction of antiviral innate immune response against DNA
viruses. However, little is known about regulatory mechanisms underlying cGAS—triggered signaling. Here I
show that RAB2B, a small GTPase, is critically involved in cGAS-mediated antiviral response. RABZB promotes
¢GAS-mediated production of type I interferon (IFN) induced by cytosolic dsDNA and vaccinia virus. Consistently,
RAB2B suppresses replication of vaccinia virus. After dsDNA stimulation, RABZB colocalizes with stimulator
of interferon genes (STING), the downstream signal mediator of cGAS, on Golgi apparatus and cytoplasmic punciate
structures, and promotes activation of TANK-binding kinase I (TBK1) by STING leading to interferon regulatory
factor 3—dependent transcription of type 1 IFN genes. GTPase activity of RAB2B is required for its localization
on membrane—bound compariments and for binding te an effector protein Golgi-associated RABZB interactor-like
5 (GARILS). GARILS also promotes production of type I IFN induced by dsDNA. These findings indicate that RAB2B
mediates antiviral response against DNA viruses by regulating cGAS-STING-TBK1 signaling axis.
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RN, 2 OcGASE AT LT BRGEISEOH - AR EIHEF & U TRABGTPase 7 7 T U —{ZJR T BRAB2BEFIE L.
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