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Fig. 1 Estimation of fT>MICi: Simulated free plasma nacubactam PK profile, (A); calculated aztreonam MICi transition after administration of nacubactam based on the dose-response curve, (B); free plasma aztreonam PK profile (solid orange line) and aztreonam MICi transition (blue dashed line) were superimposed, (C). The fT>MICi (%) is the percentage of time that the free plasma aztreonam concentration exceeded the MICi.
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中程度の精度で自動的に生成された説明]Fig. 2 MIC curve between the aztreonam MIC and the nacubactam concentration (n≥3): NDM-1-positive K. pneumoniae ATCC BAA-2473, (A); IMP-6-positive K. pneumoniae MSC 21664, (B); OXA-48-positive K. pneumoniae MSC 21444, (C).
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Fig. 3 PK profiles of nacubactam (A) and aztreonam (B) in neutropenic mice (mean ± S.D., n=3).


[bookmark: _Hlk90553007]Fig. 4 In vivo dose fractionation study of aztreonam/nacubactam against a [image: グラフ, ヒストグラム

自動的に生成された説明]neutropenic murine model of thigh infection with NDM-1-positive K. pneumoniae ATCC BAA-2473 (mean ± S.D., n=3). 
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Fig. 5 In vivo dose-ranging study of aztreonam/nacubactam against a neutropenic murine model of thigh infection with IMP-6-positive K. pneumoniae MSC 21664 (A) and OXA-48-positive K. pneumoniae MSC 21444 (B) (mean ± S.D., n=3).
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Fig. 6 PK/PD analysis and target fT>MICi values of aztreonam with/without nacubactam.
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Fig. 7 Relationship between nacubactam CT values and the R2 value for the %fT>CT against NDM-1-positive K. pneumoniae ATCC BAA-2473 (A) and IMP-6-positive K. pneumoniae MSC 21664 (B) and OXA-48-positive K. pneumoniae MSC 21444 (C). Circles (○), triangles (Δ), and squares (□) represent the combination with aztreonam dose at 1200 mg kg-1 day-1, 2400 mg kg-1 day-1, and 4800 mg kg-1 day-1, respectively.
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