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The  question  of  how  to  choose  the  “correct”  conformation  has  been  a  headache  for  QSAR 
community for years. Several studies have looked into the problem, describing the variance of the 
calculated descriptors for different conformations but none of the proposed solutions has been 
widely adopted. In current work, the effect of the geometry on the resulting QSAR models is 
being studied. For this purpose conformational search was conducted on a set of HIV protease 
inhibitors  and  activities  for  all  conformers  according  to  previously  published  model1 were 
calculated.  The results  indicate that  when choosing the conformation with the least  prediction 
error  the  statistics  of  the  new  model  improve  significantly  yet  this  kind  of  “geometry 
optimisation” is almost impossible to detect.  This opens up a possibility to use this method to 
develop models that appear to be great but are in essence useless. An interesting observation about 
the outliers of the original model was that they remained outliers also in the new model. Whether 
this is a potential way to identify the model's applicability domain remains a topic of the further 
study.
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