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HIV-1 engages an endosomal machinery that includes the
sorting complex ESCRT-III to promote virus budding.
ESCRT-III components such as CHMP3 have highly acidic
N-terminal and highly basic C-terminal halfs, suggesting a
model in which CHMP proteins are regulated through
electrostatic interactions. Consistent with this model, we
find that progressively longer truncations into the acidic
domain of CHMP3 lead to an increasingly potent anti-
HIV budding activity, whereas the full-length molecule
has no dominant-negative activity. We also find that the
anti-HIV activity of CHMP3 mutants correlates strictly
with their ability to interact with the isolated acidic
domain in GST pulldown assays. Together, our results
imply that the acidic domain of CHMP3 interacts with the
N-terminal basic domain in an autoinhibitory manner,
and that the exposure of the basic domain accounts for the
profound anti-HIV activity of mutant CHMP proteins.
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