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bloodstream isolates from patients with relapsed GNB-BSI. GNB-BSI isolates. Increased antibiotic tolerance shown in red, decreased tolerance in green.

i

Stress Response: = E. coli T

Determine how these molecular changed affect antibiotic resi:
and antibiotic tolerance. mm Kiebsiellaspp. E. Coli . .
=1 S, marcescens B Species | Mutation type | Gene Product n Funct
‘Amino acid/Protein Synthesis: al 4 air
B3 P. aerugenosa b i
M et h (0] d S ’ Missense  gpml 2:;: 'i";'ﬁ:f;g‘:;zz E'"de"e"de”' G410V CHO metabolism
48 isolate DNA Replication 4 phosphoglyt

N

N P Missense mtA  PTS system mannitol-specific EIICB component A122V  CHO metabolism
Patients pairs in AT
« The Bloodstream Infection Biorepository (BSIB) prospectively genotyping E Frameshift | mnmc  [RNA Simethyiaminomethyl-2-thiouridine S30fs  acid/Protein
enrolled adult, hospitalized, non-neutropenic patients with analysis biosynthesis bifunctional protein MnmC Synihesis
monomicrobial GNB-BSI at Duke from 2002-2015. oth LCIEE E. coli Missense yedl  Inner membrane protein Yed! A122V Unknown
y er: 4 -
Bacterial Isolates st . [Ribosomal protein S18}-alanine N- V130 st Amﬂ';'g )
« Clinical isolates were obtained from the BSIB. This collection of » ME acetyltransferase o :‘;‘mheg:‘"
recurrent GNB-BSI patients was previously studied by Bock et al Unknown 1 Mi =15 ide-inducibl o
(Clin Infect Dis, Aug 2022, In press, PMID 35929656) ] ; . . Cur:z:?n:fe oxy! iydrogen peroxide-inducible genes activator 00T  Stress response
Definitions 30 18 o 10 20 30 40 YaWVe " trap  Coupling protein TraD Q638-P640  Conjugation
. . Percent of total SNPs deletion
+ Recurrent GNB-BSI: 22 episodes of GNB-BSI with the same . : Amino
bacterial species episodes of episodes of Fi 2: Distributi  singl leotid ' hi SNP . S — argn Acetyiornithine/succinyldiaminopimelate g5, acid/Protein
+ Relapsed GNB-BSI: Recurrent GNB-BSI due to same bacterial strain recurrent recurrent blgure .' istribution of single-nucleotide polymorphisms ( ) varies Pair 2 [0 9 aminoransferase synthesis
+ Reinfection GNB-BSI: Recurrent GNB-BS! due to a differentbacterial | ~ GNB-BSI GNB-BSI Yy species Phosahoenol CHO Metabol
" Missense el osphoenolpyruvate-protein VassE letabolism
strain ) due to due to phosphotransferase
Whole Ge_nome Seguenclng . ) ) relapse reinfection — ) ) ) CHO
« Bacterial genomic DNA was extracted with the Qiagen Bacterial DNA . [ gatC  PTS system galactitol-specific EIIC component Insertion  Metabolism
Isolation Kits. Genomic DNA was prepared for Illumina short-read " . Pair 3 Sl
sequencing and Oxford Nanopore long read sequencing. Libraries Figure 1. Most eplsodes of I m— Missense lapB  LPS assembly protein B R375W (e s
prepared for sequencing on lllumina NextSeq 2000 using lllumina recurrent GNB-BSI are due to Decreased resistance
DNA Prep kit with unique dual indexes. Libraries were prepared for  relapsed infection with the same — Table 1: SNPs associated with alterations in antibiotic tolerance in E. coli
sequencing using the Rapid Barcoding Kit and the FLO-MIN106D bacterial strain.
chemistry. —— —
Determination of relapsed vs reinfection GNB-BSI — C I -
« Allisolates underwent pulsed-field gel electrophoresis (PFGE) as an No change in resistance O C u S I 0
initial screen to determine relapse vs. reinfection
« PGFE results consistent with relapse underwent WGS
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