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Figure 1 | Plots of isotropic B factors 
calculated for protein structures solved in 
both the native and methylated states. (a) 
Putative HopJ protein VP0580 (Protein Data 
Bank (PDB) identifiers 2QHQ (methylated) 
and 2QM2 (native)). (b) Flavodoxin FldA 
(PDB identifier 2ARK (methylated)). (c) Gfo/
Idh/MocA family oxidoreductase SP1482 
(PDB identifier 2HO3 (methylated) and 
2H05 (native)). (d) Extracellular domain of 
arabinofuranosyltransferase DIP0159 (PDB 
identifier 2IDL (methylated)).

A pilot project to generate affinity 
reagents to human proteins

To the editor: There is a great need to generate protein-spe-
cific affinity reagents to explore the human proteome. High-
throughput methods to generate renewable antibodies or other 
affinity reagents are still unproven, and therefore there is a need 
to explore systematic production of well-characterized sets of 
protein binders, to ultimately generate antibodies or other affin-
ity reagents to all human proteins as a sustainable resource.

This was the background for a workshop organized by the 
Structural Genomics Consortium1, the Human Protein Atlas 
program2 and the EU ProteomeBinders network program3, 
and held in Stockholm in March 2008. Representatives of sci-
entists and funders from more than 20 countries met to discuss 
demonstration projects to investigate the possibility of system-
atically generating renewable protein binders. The workshop 
participants agreed to launch a pilot study to generatein a 
decentralized and coordinated mannerprotein binders to the 
human SH2-containing proteins, taking advantage of a strong 
biological community with a commitment to take part in the 
binder evaluation. The first objective was to generate antigens 
to 22 of the human SH2-containing proteins based on the avail-
ability of both soluble protein domains1 and partially unfolded 
recombinant protein fragments (protein epitope signature tags 
or PrESTs) selected because of their low homology to other 
human proteins2. In this way, it will be possible to compare the  
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the validation phase, or who want to be informed about the prog-
ress of the study can contact us or any of the 17 members of the 
steering committee (Supplementary Table 2 online).

Note: Supplementary information is available on the Nature Methods website.
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generation of renewable affinity reagents using alternative anti-
gens and different approaches. At present, soluble domains have 
been generated to 20 and PrEST fragments to 11 of the protein 
targets (Supplementary Table 1 online). These purified protein 
antigens, now available in milligram quantities, have been dis-
tributed to research groups willing to generate affinity reagents 
within the framework of the pilot project. These affinity reagents 
will subsequently be validated and compared in a centralized 
manner using, for example, protein arrays, western blots and 
immunohistochemistry analyses.

To date, seven research groups in Europe, Asia, North America 
and Australia, working with different technologies to generate 
renewable affinity reagents, spanning from hybridoma technol-
ogy to recombinant protein scaffolds, have joined the project. A 
second workshop will be held in March 2009 to summarize and 
evaluate the first phase of the pilot project. All research groups 
interested in participating either in the binder generation or in 
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