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In 1988, Richard D. Cramer, III and co-workers, using a simplified approach of the 
Goodford’s pioneeristic work1, GRID, in conjunction with the Herman Wold and his son 
Svante excellent statistical approach to the multivariate regression method, partial least 
square or projection on latent structures2-4 (PLS), published the very first paper on 
Comparative Molecular Field Analysis5 (CoMFA) and opened the frontiers of the three-
dimensional quantitative structure-activity relationships (3-D QSARs). Since those days 4-
D6,7, 5-D 8 and 6-D QSAR9 appeared on the scientific scenario as modification of the original 
CoMFA protocol. Although others 3-D QSAR methods have been reported10 since his first 
appearance the development was slowed down from a patent restriction in the use of MIFs in 
connection with PLS analysis and since today the use of the 3-D QSAR was dominated by 
commercial closed-source packages. A survey on the 3-D QSAR and CoMFA keywords 
using SciFinder Scholar reported 2833 and 2141 papers, respectively, revealing that 3-D 
QSAR is still alive. As matter of fact, in 2009 Open3DQSAR11 the first open-source 3-D 
QSAR software, was made available and in the same year we reported the development of 3-
D QSAR models using only open source software. On 17 June 2011 the patent restriction was 
over and from that date a new 3-D QSAR era is expected. In view of this event some time 
ago we started a project aimed to build a 3-D QSAR server just using free and open source 
software. Herein, I will describe the first 3-D QSAR web server ever assembled and publicly 
available: www.3d-qsar.com. In its very first final version the new server will be available 
with more than 100 model based on either ligand based (LB) or structure based (SB) 
alignment methodologies. The user will be allowed to model the desired ligand and to 
retrieve the predicted biological affinity for the chosen model. The server will also contains 
classical QSAR models and COMBINE like models both developed with free and open 
source software. 
Future development will see the inclusion of scoring function methods using the VALIDATE 
and VALIDATE II paradigms, the possibility of uploading a series of molecules to develop 
new 3-D QSAR models on the fly and to make virtual screening runs. 
Finally the application of our 3-D QSAR protocol to VEGFR2 inhibitors will be illustrated as 
a case study. 
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