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Abstract: 
 

The HTP protein production and interaction facility of the AFMB offers custom and automated 
protocols (in 96/384 format) covering all the stages of cloning, protein production (in E. coli), 

purification (μg to tens of milligrams) as well as in vitro study of protein-protein, protein-peptide 
or protein-DNA interactions. The facility purified more than 10.000 proteins for research teams, 
French (>10 ANR) or international networks (>10 EU grants). 
We developed and validated protein purification protocols at a pace of >1.000 cultures and 
purifications per week (1, 2). This is used to either improve the soluble level of difficult proteins 
(3) or to purify protein librairies such as transcription factors (4), the 5.000 disulfide rich animal 
toxins of the EU VENOMICS project (5), hundreds of CAZYmes (6) or the full repertoire of 
the 266 human PDZ domains (7). 
To characterize proteins at a pace and scale that is compatible with hundreds of proteins in 
micrograms, several custom-made protocols have been developed such as a new in vitro protein-
DNA interaction assay (HTP SELEX (4)) and HTP quantitative in vitro protein-protein or 
protein-peptide interaction assays (HTP Hold-up (7)) able to determine thousands of affinities 
per day. Using holdup, we published the biggest quantitative dataset for PDZ-pbm interactions 
(8) and were the only ones to identify the human PDZ binders of SARS-CoV-2 (9). 
The most recent developments of the holdup will open the way to the systematic deciphering of 
the Full human- PDZ-pbm quantitative interactome and could be adapted to many more 
interactomes. 
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