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Abstract: 
The signal peptide is the most well-known protein sorting signal, signaling entry into the secretory pathway in all 
domains of life. Since it was launched in 1996, the program SignalP has been the most popular method for predict-
ing signal peptides from amino acid sequences. In this talk, I will give a historical overview of the various versions of 
SignalP. Versions 1 to 4 were based on conventional “shallow” feed-forward neural networks, combined with a hidden 
Markov model in versions 2 and 3. In 2019, SignalP 5.0 was introduced based on deep recurrent neural networks com-
bined with a conditional random field, and it is able to distinguish between several types of signal peptides in Bacteria 
and Archaea.

 
In the last part of my talk, I will present a preview of the not yet published SignalP 6.0, which is based on pretrained 
protein language models. This has made it possible, for the first time, to distinguish between all five known types of 
signal peptides in prokaryotes, including the rare Tat/SPII and Sec/SPIII types. Furthermore, SignalP 6.0 is able to 
assign the n-, h-, and c-regions within the signal peptides, enabling detailed analysis of signal peptide properties. In 
addition, SignalP 6.0 does not need information about the organism of origin, making it well suited for analysis of 
metagenomic datasets.


