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A key class of membrane proteins contains one or more transmembrane (TM) helices, 
traversing the membrane lipid bilayer. Various properties such as the length, 
arrangement and topology or orientation of TM helices, are closely related to a protein’s 
functions. Although a range of methods have been developed to predict TM helices and 
their topologies, no single method consistently outperforms the others. In addition, 
topology prediction has much lower accuracy than helix prediction, and thus requires 
continuous improvements. Results: We develop a method based on support vector 
machines (SVM) in a hierarchical framework to predict TM helices first, followed by their 
topology. By partitioning the prediction problem into two steps, specific input features 
can be selected and integrated in each step. We also propose a novel scoring function 
for topology models based on membrane protein folding process. When benchmarked 
against other methods in terms of performance, our approach achieves the highest 
scores at 86% in helix prediction (Q2) and 91% in topology prediction (TOPO) for the 
high-resolution data set, resulting in an improvement of 6% and 14% in their respective 
categories over the second best method. Furthermore, we demonstrate the ability of our 
method to discriminate between membrane and non-membrane proteins, with higher 
than 99% in accuracy. When tested on a small set of newly solved structures of 
membrane proteins, our method overcomes some of the difficulties in predicting TM 
helices by incorporating multiple biological input features.  


