PRO Workshop issues/questions:
1. Discussion points:


· The relationship between splicing forms, genetic variants and whole proteins needs to be appropriately specified (Judy).

· Communities use the term “isoform” for alternative splicing, but not for genetic variants. The “isoform” term issue is not settled with respect to sequence variants, SNP, genetic variants of different sources. (Judy)

· Is phosphorylation transformation or is it derivation?

· Is has_agent appropriate for proteins with respect to SO? Or ever?

· Should we use disposition instead of function for GO_MF connections?  The use is relevant to disease and lacks…

· How to use contributes_to vs. participates_in? GO suggests contributes_to to indicate the relationship between a protein and a function when the function is actually directly attributable to a complex.  PRO has followed this convention.  However, the connection between a protein (or complex) and a process is also indirect (the direct participation is with a step of the process).  Up to now, we’ve been using participates_in, but perhaps contributes_to is better?  What to do about GO_BP that are single-step processes (such as GO:0043688 : conversion of aspartyl-tRNA to asparaginyl-tRNA )?
· The formal definitions provided for each protein form (using connections to other ontologies) might not yield a unique protein (that is, multiple proteins can fit the definition). The definition must provide both necessary and sufficient conditions/properties.
· What subset of inter-ontology links should PRO focus on?  For example, should it be PRO part_of GO_complex?  Or should it be GO_complex has_part protein?  That is, what set of relations would provide a definition of a specific protein form?

2. Clarification points

· Definitions for role/function/disposition?

· Inheritance of ancestral properties to extant proteins? Inheritance of variants? Of derivatives (or transformants)?

· Related to above, if there is no inheritance between a protein and its phosphorylated form, then is lacks_<whatever> necessary?

· When to use NOT vs. lacks? NOT= doesn’t have a quality that is expected to be there, while lacks=doesn’t have a quality that is not necessary expected to be there.  For example, a mutant lacks a function, while an ortholog NOT has_function
· Are naturally occurring fusion proteins considered in PRO? (Alan)

3. Resolved

· In ProEvo, what exactly does structure mean, and how can a sequence be a subset of a structure?

The metaclasses used in the diagram were misleading. The diagram has been modified and simplified.

· [Q08999, Taxon ID….] provided in PRO definition leads to confusion.

The information in brackets should be left out, and can be placed in “examples.”

· So contains a term “polypeptide structural domain” that currently has no subterms.  It is possible that actual defined protein domains can be listed here. Currently, such a listing is part of PRO.  Should it be moved to SO?

So will not contain nodes at this level of granularity.

· To unify terminology, should we use has_ancestral_quality instead of has_ancestral_property?

Neither. Instead, use the same type of terminology as for the extant proteins, but introduce an evidence code that indicates inference from evolution.

