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G protein-coupled receptors and more specifically chemokines receptors are widely implicated in several oncological indications. They can play a role in many
processes such as tumor growth, angiogenesis, chemotaxis, and metastasis. Thus, they have great potential as drug targets in immuno-oncology.

Our project is to develop a tissue selective and conformational specific drug candidate against a chemokine receptor implicated in hepatocarcinoma. The GPCR of
interest for this study is RDO6 (anonymous name). RDO6 is highly expressed in the liver and is known to be involved in several cancers, notably liver cancer, where it
has already been considered a key factor in the progression of HCC.

To achieve this goal, the first step was to obtain the antigen of interest (RD06 stabilized in physio-pathological conditions) and use it for antibody discovery. G.CLIPS
Biotech has developed an enabled technology to produce in vitro specific conformations and native lipid environments on purified membrane proteins. This
innovative technology overcomes one of the problems encountered in the development of antibodies targeting membrane proteins. In this study, a combination of
different propriety methods was used: (1) Purification of recombinant RD0O6 with G.mixes® in bicelles and verification of the conformations of the protein with
G.Select®; (2) Reconstitution of RD0O6 in nanodiscs in a specific environment representing liver and lipids raft, and finally ;(3) Pharmacological profiling of benchmark
ligand on the receptor in different environment and conformation; (4) Preliminary yeast display experiment on the antigens obtained above for antibody discovery.
Our data show that our technology can unlock selection of conformation/environment sensitive ligand/drug candidates. This finding pave the way towards de-risked
candidates on efficiency/ toxicity balance and open opportunities towards development of innovative and selective therapies for unmet medical needs.

1- G. Select assay : structural and conformational stabilization of the membrane protein in different and specific environments with G.mixes

G. Select assay: This assay uses proprietary mixes (G. mixes) to identify the best conditions for the receptor extraction, purification and
structural/conformational stabilization.

G.CLIPS proprietary technology G. mixes reflect physio-pathological environments.
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The selection of the right G.mix is crucial for the receptor purification, stabilization and basal activation state.
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conformational and environment sensitive antibodies.

G.mixes enable Iin vitro stabilization of target membrane proteins such as RDO6 In specific conformations to a given environment,
reflecting a particular pathophysiological state. These mixes were designed to stabilize the RDO6 protein in a more or less active at basal,
ligand-free state. The nanodiscs enable the GPCR to be reconstituted in a membrane bilayer even closer to its native conformation. We
were able to show that environment play a role in pharmacological behavior of the target and candidates. Both G.Validation assay and
yeast display experiment confirmed the power of our technology in selecting pathology specific (conformational and environment) drug
candidates. Theses finding pave the way towards new innovative drugs and mechanism of function in immuno-oncology to answer
patient's unmet medical needs.
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