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Figure S18. The “loading-transferring” mode of MCR-1.
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LPS modification mediated by MCR-1 might be guaranteed by a two-step process, which
requires the LPS substrate to be loaded into binding pocket and transferred to the catalytic
domain. During the first-half reaction, the Apo state MCR-1 interacts with the PE donor at the
outer leaflet of the inner membrane and accepts a PEA group in the catalytic domain,
transforming into the active state to interact with LPS. Next, LPS binds with the MCR-1 loading
cavity at the linker domain, which is inserted into the lipid bilayer, followed by transfer to the
catalytic domain exposed at the interface between the inner membrane and periplasm. During
the second-half reaction, the PEA group at the catalytic domain was added to the 1’- or 4-
phosphate group of LPS to form PEA-LPS, which was then released back into the inner

membrane, and MCR-1 switched to the Apo state again.



