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Reciprocal search workflow to identify isopeptides with MaxQuant and Skyline.
The workflow consists of four steps: (1) model reaction between TG2 and gluten
peptide(s) followed by tryptic hydrolysis, clean-up and untargeted nLC-MS/MS
analysis, (2) definition of tryptic TG2-derived lysine peptides as potential isopeptide
modification sites, (3) the search for isopeptides by configuring the TG2-
modifications in MaxQuant and search against the a-gliadin fasta file and (4) the

reciprocal search for isopeptides by configuring the gluten peptide(s) as modification

search for
isopeptides

configure variable
TG2-derived
modifications in
MaxQuant
[

configure
PepQ-
specific

peptidase

e ™
MaxQuant-

search against
the a-gliadin
fasta file for

PepQ with TG2-
modification:

PFPQPQLPY

CGSH108N16021

/
~

s

~

manual data
curation and Tiz

reciprocal
search for
isopeptides

configure PepQ
as modification
in MaxQuant

r

configure
trypsin to
cut TG2

i

MaxQuant-
search against
the TG2 fasta

file for TG2-
derived lysine
peptides with

PepQ as
modification:

DLYLENPEIKIR

~

\V|suaI|zat|on )

in MaxQuant and search against the TG2 fasta file.

\_ J
/manual data )

curation and Tiz
\visualization S

J




