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pathogen recognition receptors (PRRs), and trigger immune responses. PRRs also sense the aberrant DNAs or
RNAs released by host cells, inducing autoimmune diseases. Stimulator of interferon genes (STING) has recently
been uncovered as a hub signaling protein on ER, mediating the cytosolic sensing of DNAs and CDNs in innate

immunity. Here, we summarize the recent advances of the STING signaling, and highlight the important issues for

future investigations.
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Cytosolic DNA sensors bind to microbial DNAs, RNAs or cyclic di-GMP/AMP, which initiate the STING-TBK1-IRF3 signaling axis and ultimately
induce the expression of type I interferons. RNF5 catalyzes the K48-linked poly-ubiquitination (orange colored) of STING and promotes its proteasome
mediated degradation, thus attenuating innate antiviral responses. Cytosolic DNAs trigger the K27-linked poly-ubiquitination (green colored) of STING
catalyzed by AMFR. This unique poly-ubiquitin chain serves as a platform to recruit TBK1, thus facilitating its translocation to perinuclear microsome.
TRIM32 or TRIMS56 catalyzes the K63-linked poly-ubiquitination (blue colored) of STING and potentiates the STING signaling. In the early phase of
virus infection, RNF26 catalyzes the K11-linked poly-ubiquitination (purple colored) of STING and promotes the induction of type I interferons. Acti-
vated TBK1 could also phosphorylate STING and enhance the association between STING and IRF3. In contrast, the dissociated ULK1 phosphorylates
STING and suppresses IRF3 activation.

Bl BRIz R UIZIRIRESTING T SMAMIE S @
Fig.1 Phosphorylation and ubiquitination of the STING-mediated antimicrobial signaling pathway
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