
This invention relates to methods for identifying aggregation-prone regions
in structured (folded) proteins and to related methods for determining the
aggregation propensity of a protein, to computer program code and equipment
for implementing the methods, and to related methods of identifying new
drugs and drug targets as well as protein toxicities. A method of
identifying one or more regions in the amino acid sequence of a protein
which, in the folded protein, are predicted to promote aggregation, the
method comprising: determining, for amino acid positions (i) along said
sequence, a local propensity for aggregation (Ai) at a said amino acid
position, said local propensity for aggregation being determined by a
combination of a hydrophobicity value, an a-helix propensity value, a
-sheet propensity value, a charge value and a pattern value for said amino
acid position; determining local structural stability values for said amino
acid positions, a said local structural stability value comprising a
measure of local structural stability at a said amino position; and
combining said determined local propensities for aggregation at said amino
acid positions and said local structural stability values at said amino
acid positions to identify one or more regions in said amino acid sequence
which, in said folded protein, are predicted to promote aggregation. 




