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The manuscript describes a new file format to store protein sequences including valuable 

information about variants, post-translational modifications and other processing events, which are 

usually not captured by common FASTA formats. 

 

Given the lack of a widely accepted standardized file format for protein sequences and their 

additional features, the PEFF database format will be of high value to the proteomics community. 

 

While the format is mostly well described, there are still several shortcomings which I outlined 

below. Therefore, I recommend revision of the manuscript. 

 

 

Currently available file/sequence formats:  

Earlier attempts to develop formats to describe proteoforms should shortly be acknowledged. For 

example: "Protein Ontology (PRO): enhancing and scaling up the representation of protein entities" 

and some work by H Schlüter (e.g. 10.1186/1752-153X-3-11). 

 

 

Definition of a subformat with specific (exact?) proteoforms: 

This part is rather unclear as a description is missing of what the authors mean with a proteoform 

database. Must the proteoforms be uniquely defined (no ambiguity, only fixed amino acids, ...)? 

Then this will imply additional rules and restrictions such as for the amino acids and PTMs 

(multiple described at once). This is only remotely mentioned when describing the ModResUnimod 

key. For example, is it allowed to have a modification at multiple places described in one key value 

pair (e.g. (100,5075|UNIMOD:21|Phospho)) in a proteoform database? 

 

In order to make the different types of databases clearer, why not further distinguish fixed and 

"flexible" proteoform databases? In the latter, single proteoforms with ambiguities in e.g. PTM 

position could be described. 

 

I suggest to also mention the combinatorial explosion arising from the many combinations in the 

"open" database format. This format will then describe the space of possible and not actually known 

proteoforms. It seems that the purpose of such a file will be very different from e.g. 

reporting/collecting a "real" proteome. 

 

Features that seem to be missing:  

How to describe N/C-terminal modifications? 

What about cross-links in general? 

Is there a reason to avoid the RESID database for PTMs? 

What about new proteoforms that are not part of any database, should they be described through a 

custom database? Is there a naming procedure for that, i.e. to provide Prefix, DbVersion, DbSource, 

...? 



 

Further comments: 

1.2 What do the authors mean with exact proteoforms? This has to be related with the 

ProteoformDB tag. There, they write "specific proteoforms". Definitions of the terms will help. 

 

3.3.3: Proper handling of parenthesis requires them to be in the form "(...)". Only an opening or 

closing parenthesis will cause trouble. 

   

 

3.4.1 mentions the ProForma nomenclature and the authors are rather optimistic about the 

conversion between the formats. For instance, disulfide bonds can be used in ProForma as its 

description proposes a way to describe cross-links. I also doubt that translation from ProForma to 

PEFF does occur without loss of information. The following items are at least very difficult to 

translate: mass shifts, sequences not characterized in a database and chemical formulae. Instead, 

the authors should emphasize the differences of the purpose when comparing ProForma with PEFF. 

ProForma is meant to describe actually measured proteoforms and does not relate to annotated 

databases such as UniProt. On the other hand, PEFF is useful to describe possible proteoforms and 

handle or even merge databases with details about the proteins not captured so far. 
 


