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Structural and functional analyses of Mmml and Mdml2 in the ERMES complex
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The ERMES complex was recently found to be involved in the tethering system
between ER and mitochondria in yeast. The complex consists of four core components (Mmml, Mmm2, Mdml10,
and Mdml12) and is supposed as a transducer of phospholipids between those two organelle. In this study,
we succeeded in determining the crystal structure of Mdml2. In addition, the functional analyses of Mdml2
and Mdm12-Mmml soluble domain complex were also performed.

The crystal structure of Mdm12 belongs to SMP domain fold, which can accommodate a phospholipid in its
cave structure. Furthermore, in vitro lipid transfer assay using Mdml12 and Mdm12-Mmml complex showed that
the lipid transfer activity of Mdml2 was largely enhanced by forming a hetero oligomeric complex with
Mmml. These observations indicate that ERMES complex transfers phospholipids between the ER and
mitochondrial outer membrane via Mdml2-Mmml complex as a minimal unit.
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Structural and mechanistic insights into
phospholipid transfer by Upsl-Mdm35 in
mitochondria
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