Protocol S1. Selection of non-redundant donor ‘query’ targets for eSGA screen

The list of E. coli donor ‘query’ genes targeted for eSGA screens (Table S1) was based on large-
scale proteomics data generated in house [1,2], where the PPI degree was computed for a given
bait or prey protein against all other proteins in E. coli, and genes were chosen on the basis of
their products having several predicted interactions (high degree), as long as they did not have a
direct interaction with each other. Because one-third of the coding genes of E. coli are not
annotated [2] we made sure that the proteins encoded by any chosen gene had a minimal
evidence of being bona fide. Briefly, four different proteomic approaches were used in the
identification of E. coli proteins, which includes spectral generation from an LTQ tandem mass
spectrometer using the E. coli DY330 whole cell lysate; and (ii-iv) from the affinity purified
cytosolic E. coli proteins using the LC-MS/MS (LCQ and LTQ) and peptide mass fingerprinting
(MALDI-TOF) mass spectrometers. The identified proteins were then ranked based on the
number of experiments showing their presence. For instance, proteins detected in all four
different methods were given a ranking of 1, while those detected in three, two, and one were
ranked as 2, 3, and 4, respectively. From each of these rankings, we chose a selected subset of
non-redundant target query genes that are as functionally divergent as possible not only based on
their interaction connectivity but also on their critical role in E. coli physiology.
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