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PK/PD model types

Hetero-resistance

\®, &,
@ Knet ‘ Knet

Mouton et al., 1997 Antimicrobial Agents Chemotherapy
Meagher et al., 2004 Antimicrobial Agents Chemotherapy

= Population analysis profiles (PAPs)
= Sequencing

Adaptation

Mouton et al., 1997 Antimicrobial Agents Chemotherapy
Tam et al., 2005 Journal of Antimicrobial Chemotherapy

= RT-qPCR

= Transcriptomics a:)
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Mat. & Med.

Strains

«* Two clinical MDR Acinetobacter baumannii isolates obtained
before and after colistin treatment:

o AB121 pmbS (MIC = 0.5 mg/L)
o AB122 pmbR (MIC = 64 mg/L)

1 Jaidane et al., 2018 International Journal of Antimicrobial Agents @
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Bacterial samples preparation

Time-kill curves for transcriptomics
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Example for AB121
WGCNA

Weighted Gene Correlation Networks for Analysis 22

= Dataset preparation (with DESeq2 3)
Normalization and thresholding by variance (>90% quantile to reduce noise) - from 3799 to 363 genes -

1Zhang et al., 2005 Statistical applications in genetics and molecular biology

2 Langfelder et al., 2008 BMC bioinformatics 13 -
3 Love et al., 2014 Genome Biology
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AB 121 pmbS - 91 genes allocated to this module S5t

Gene expressions per pathway ke
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Potential resistance mechanism
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Study of PMB fixation to bacterial
membrane by confocal microscopy
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Conclusion - Resistance mechanisms
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Conclusion —Resistance mechanisms
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Conclusion —Modelling
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* PK/PD model choice

v’ Transcriptomics may orient the
selection of model structure

v’ Results need to be expanded
(Proteomics)
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