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Mammalian At?8 homologs consist of LC3 proteins and GABARAPs, all of which
are known to be involved in canonical autophagy. In contrast, the roles of Atg8 homologs in
noncanonical autophagic processes are not fully understood. Here we show a uni?ue role of GABARAPs,
in particular Gate-16, in IFN-y -mediated antimicrobial responses. Cells that lacked GABARAPs but
not LC3 proteins and mice that lacked Gate-16 alone were defective in the IFN-y -induced clearance
of vacuolar pathogens such as Toxoplasma. Gate-16 but not LC3b specifically associated with the
small GTPase Arfl to mediate uniform distribution of interferon-inducible GTPases. The lack of
GABARAPs reduced Arfl activation, which led to formation of interferon-inducible GTPase-containing
aggregates and hampered recruitment of interferon-inducible GTPases to vacuolar pathogens. Thus,
GABARAPs are uniquely required for antimicrobial host defense through cytosolic distribution of
interferon-inducible GTPases.
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