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Table 2. Antimicrobial susceptibility of Enterobacterales and resistant subsets from US medical centers (2020-2022) CO NC ‘ LIS | ONS

® ® ® ® o
Antimicrobial Spectrum of Plazomicin and Other % Susceptible per 2023 CLSI criteria (no. of isolates)

® ® ® ® ® e Amikacin’s spectrum of activity against CRE and MDR Enterobacterales was
Am I “oglyCOSIdes agal “St M u Itld rug- ReSISta“t Enterobacterales MDR CRE drastically reduced when interpretative criteria based on PK/PD parameters

Antimicrobial agent (5,725) (452) (63) AME Producers (474) currently used to establish breakpoints to other antimicrobials were applied.

a“d carbape“em-ReSiSta“t E“te ro baCte rales Dlazomicin 06 3 ¢ 93 1 9 14 5732 Plazomicin is markedly more active than amikacin, gentamicin, or tobramycin

against CRE and MDR Enterobacterales causing infections in US medical centers.

Whe“ Applyi ng New BreakPOints Amikacin 95 0 69 9 619 72 8 e Among a wide spectrum of classes of agents tested, plazomicin is the most active

agent against AME-producing Enterobacterales isolates causing infections in US
Gentamicin 90.7 33.6 57. 11.4 medical centers.
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Aztreonam 35.6 12.6 4.8 ' F LN d | ng

| nt rOd u Ct|o n Table 1. Aminoglycoside susceptibility rates based on 2022 CLSI/FDA and 2023 CLSI criteria Ceftriaxone 82.7 4.9 32

This study was supported by Cipla Therapeutics.
% Susceptible / % Resistant Ceftazidime 86.1 . 7.9

e In March 2023, the Clinical and Laboratory Standards Institute (CLSI) lowered

the Enterobacterales susceptible/resistant breakpoints for amikacin from All Enterobacterales| MDR Enterobacterales AME Producers Cefepime 88.2 , 9.5
<16/264 mg/L to <4/=16 mg/L and gentamicin and tobramycin from <4/=16 mg/L (n=5,725) (n=452) CRE (n=63) (n=474)

to <2/>8 mg/L. Piperacillin-tazobactam 88.3 . 4.8 : AC k N OW‘ e dge M e ntS

Aminoglycosides are frequently used to treat infections caused by multidrug- Aminoglycoside | CLSI 2022 CLSI 2023 CLSI2022 @ CLSI 2023 CLSI 2022 CLSI 2023 CLSI 2022 CLSI 2023 , a
resistant (MDR) and carbapenem-resistant Enterobacterales (CRE). Imipenem 92.9 ° The authors thank all the participant centers for their work in providing isolates.

We evaluated the activity of plazomicin and the impact of CLSI breakpoint Plazomicin 96.3/0.9 93.1/3.5 92.1/6.3 97.3/1.7
changes on the susceptibility rates of Enterobacterales collected from US

medical centers. Amikacin 99.6/0.2 | 95.0/1.3 | 95.1/2.4 | 69.9/13.5 | 77.8/9.5 |61.9/27.0| 94.9/2.1 |72.8/10.8] | Levofloxacin 31.6

Meropenem 98.8
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Results

Plazomicin was active against 96.3% of isolates and retained potent activity
against MDR (93.1%S) and CRE (92.1%S) isolates (Table 1 and 2 and Figure 1
to 3).
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The highest variations in susceptibility rates due to breakpoint changes were
observed with amikacin, especially among MDR (95.1%S to 69.9%S) and CRE

(77.89%S to 61.9%S; Table 1 and 2 and Figure 1 to 3). . @ elemel'lt

Against all Enterobacterales, amikacin susceptibility rates decreased from 99.6%S

to 95.0%S; susceptibility to gentamicin and tobramycin decreased 0.8% and -

2.6%, respectively (Table 1 and Figure 1). @ SCAN ME

Gentamicin and tobramycin showed limited activity against MDR and CRE with Helio S. Sader, MD, Ph.D., FIDSA
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