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Project description:

Global context

The alpha/beta hydrolase domain-containing protein 6 (ABHD®) is an integral membrane serine
hydrolase that modulates the abundance of several bioactive lipid species in both central and
peripheral tissues [1,2]. Recent evidence [3] identifies ABHDG6 as a promising therapeutic target for
the treatment of metabolic dysfunction-associated steatohepatitis (MASH) [4,5] and for preventing
one of its more severe complication, namely hepatocellular carcinoma (HCC) [6].

In this context, we set a collaborative project establishing an integrated translational drug discovery
pipeline dedicated to the identification and validation of novel ABHD6-targeting compounds for
the treatment of MASH and the prevention of MASH-associated HCC. Specifically, the project seeks
to (i) identify potent ligands capable of inhibiting or modulating ABHD6 activity through high-
throughput screening (HTS), (ii) evaluate their therapeutic potential in advanced human cellular

models of MASH, and (iii) structurally characterize their mechanisms of action.

Objectives of the internship

The main objective of the internship will be to contribute the production, preparation and
biochemical characterization of the different samples required for the project, including ABHD6
purified in detergent micelles or reconstituted in lipid nanodiscs. The Master student will then
directly participate to the screening of a 10,000 compounds library via an activity assay that has been
miniaturized in an automated 384-wells HTS format on the PCBIS screening platform. He /she will
be also associated to a structural study of the nanodiscs samples via the acquisition of neutron

scattering data in a campaign expected in March-April 2027 at the ILL institute in Grenoble.
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