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Table 2. Dalbavancin Use Characteristics

Table 3. Clinical Endpoints

Conclusion. While our results suggest dalbavancin is well tolerated, questions 
about relapse rates in the treatment of complicated S. aureus infections remain. Further 
research is needed to evaluate clinical outcomes for dalbavancin compared to standard 
of care antibiotics and to better elucidate whether relapses were related to true anti-
biotic failure versus other complexities of the S. aureus infections.

Disclosures. All Authors: No reported disclosures

1269. Differences in Interpretative Breakpoints Between CLSI, FDA and EUCAST 
Impact Reporting of Susceptibility and Resistance to Cefiderocol
Yoshinori Yamano, PhD1; Miki Takemura, MSc1; Christopher Longshaw, PhD2; 
Roger Echols, MD3; 1Shionogi & Co., Ltd., Osaka, Osaka, Japan; 2Shionogi Europe, 
London, England, United Kingdom; 3Infectious Disease Drug Development 
Consulting LLC, Easton, Connecticut

Session: P-58. Novel Agents

Background. Cefiderocol (CFDC) is a siderophore cephalosporin with broad 
coverage of aerobic Gram-negative (GN) bacteria. Provisional breakpoints (BP) were 
approved by CLSI in 2018, with FDA and EUCAST providing clinical BP in 2019 and 
2020, respectively; however, BPs differ markedly between organizations, reflecting dif-
ferences in labelling, PK/PD standards and availability of clinical study data during 
regulatory review. Here we compare susceptibility rates based on these different BPs.

Methods. Susceptibility rates for each bacterial species were determined using 
CFDC BP from each organization and the MICs of 28,629 GN clinical isolates from 

3 consecutive years of SIDERO-WT surveillance studies (2014–17). The analysis used 
all isolates and sub-grouped isolates based on meropenem (MEM) susceptibility (CLSI 
BP) or carbapenemase production.

Results. Within the overall Enterobacterales group, ≥98.5% isolates were inter-
preted as susceptible to CFDC regardless of BP used. However, the proportion of sus-
ceptible differed significantly (82.5–98.6%) when applied to MEM-non-susceptible 
(NS) isolates. Similarly, against most carbapenemase producers, susceptibility ranged 
from 80 to 100%, however for NDM producers, only 51% of isolates were defined as 
susceptible by FDA or EUCAST BP vs 84% using the CLSI BP. Against Pseudomonas 
aeruginosa including MEM-NS isolates, susceptibility was ≥94% despite different BPs 
recommended by FDA (1 mg/L), EUCAST (2 mg/L) and CLSI (4 mg/L). This changed 
the proportion of IMP-producing isolates classified as susceptible from 100% (CLSI) 
and 81% (EUCAST) to only 19% (FDA). Against other non-fermenters, susceptibility 
was ≥91% irrespective of BP used.

Table 1.  Susceptibility rates against Enterobacterales based on breakpoints from 
each organization

Table 2. Susceptibility rates against non-fermenters based on breakpoints from each 
organization

Conclusion. Differences in BPs between FDA, CLSI and EUCAST could impact 
on the reporting of susceptibility or resistance to CFDC, particularly for MEM-NS iso-
lates. PK/PD model simulations support 100% fT >MIC up to an MIC of 4 mg/L, and 
in Phase 3 trials the mean trough concentration of unbound cefiderocol was >4 mg/L. 
The potential impact of these differences on clinical decision making are important as 
the greatest clinical utility for CDFC is expected to be in patients with carbapenem-re-
sistant GN infections due to limited treatment options.
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Background. Eravacycline (ERV) is a next-generation tetracycline approved for 
complicated intra-abdominal infections (cIAI) with in-vitro activity to multidrug-re-
sistant organisms such as carbapenem resistant Enterobacteriaceae, extended spec-
trum beta-lactamase, and carbapenem-resistant Acinetobacter baumannii (CRAB). 
The purpose of this study was to identify the utility of ERV in clinical practice.

Methods. Retrospective case series was conducted on patients at AdventHealth 
that received at least two doses of ERV. Primary endpoint for the study was clinical 
success while on ERV, meeting none of the following criteria: changing therapy, mor-
tality, or lack of improvement from sign/symptoms.

Results. Of 23 patients, 74% were males with a mean age of 55 ±18 years and 
mean body weight of 79 ±27 kg. Mean APACHE II and Charleson scores were 20 
(±11) and 6 (±4), respectively. 91% received ERV for an off-label indication or or-
ganism. Infection types were respiratory (44%), cIAI (35%), skin (9%), and other 
(13%). All patients had positive cultures, while 61% were treated as a polymicro-
bial infection and 17% had bacteremia. Microorganisms included A. xylosoxidans, 
S. maltophilia, CRAB, and K pneumoniae. 48% had ERV susceptibilities from .06-4 
mcg/mL, including two MIC ≥32mcg/mL for S. maltophilia. 70% were given another 
antibiotic prior to ERV with a median duration of 5 (1-35) days. Median duration 
of ERV was 8 (3-30) days. 83% percent received ERV in combination with another 
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antibiotic. During treatment, 26% had a Child-Pugh Class  C at baseline and 30% 
had elevated liver function tests. No adverse drug reactions were reported. Upon 
discharge, 35% continued ERV. Clinical success was observed in 57% (12/21) of 
patients. Clinical outcome by infection type is summarized in Figure 1. Of 9 cases of 
clinical failure, 14% were changed to alternative, 19% died while on ERV, and 10% 
failed to resolve signs/symptoms. Two cases of M. abscessus infections had insuffi-
cient follow-up to assess clinical outcome.

Figure 1. Eravacycline Clinical Outcome by Infection Type

Conclusion. Initial real-world experience with ERV differs significantly from 
the trials regarding severity of illness, types of infection, and clinical outcomes. 
Further evaluation is necessary for using ERV as combination therapy and in off-label 
indications.
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Background. The CREDIBLE-CR study assessed the efficacy and safety of cefi-
derocol (CFDC), a novel siderophore cephalosporin, in the treatment of serious infec-
tions due to carbapenem-resistant (CR) Gram-negative (GN) bacteria.

Methods. CREDIBLE-CR was an open-label, prospective, randomized 2:1, 
Phase 3 study (NCT02714595) in patients with nosocomial pneumonia (NP), 
bloodstream infections/sepsis (BSI/Sepsis), or complicated urinary tract infections 
(cUTI) with evidence of CR GN pathogens. Adults received intravenous CFDC 2 g, 
q8h, 3-h infusion or best available therapy (BAT; up to 3 drugs) for 7–14 days (ex-
tendable to 21 days). The primary endpoint at test of cure in the CR microbiological 
intent-to-treat (CR-MITT) population was clinical cure (NP, BSI/Sepsis) or micro-
biological eradication (cUTI). Secondary endpoints were clinical and microbio-
logical outcomes, all-cause mortality (ACM) and safety. Only descriptive statistics 
were pre-specified.

Results. A total of 101 patients received CFDC and 49 received BAT (CR-MITT: 
CFDC n=80, BAT n=38): 50% had pneumonia, 31.4% BSI/Sepsis, and 18.6% cUTI 
(Table 1). Most frequent CR pathogens were Acinetobacter baumannii (45.8%), 
Klebsiella pneumoniae (37.3%), and Pseudomonas aeruginosa (23.7%). CFDC mono-
therapy was given to 83% of patients, while BAT monotherapy to 29% of patients. 
Primary outcome in the CFDC and BAT arms was achieved in 50.0% and 52.6% in 
NP, 43.5% and 42.9% in BSI/Sepsis, and 52.9% and 20.0% in cUTI patients (Figure). 
CFDC was highly efficacious vs CREs and NDM-producing pathogens. Day 28 ACM 
was 24.8% (25/101) with CFDC and 18.4% (9/49) with BAT. Rescue therapy was given 
more frequently in the BAT than CFDC arm. Mortality results by pathogen showed an 
imbalance in Acinetobacter spp. infections (Table 2) with a higher rate in the CFDC 
arm than BAT arm. ICU and shock at randomization were more frequent in the CFDC 
arm than in the BAT arm in Acinetobacter spp. infections (Table 2). No safety concerns 
related to CFDC emerged.

Table 1. Baseline demographics and characteristics (CR-MITT population)

Figure. CREDIBLE-CR study primary efficacy endpoints and secondary outcomes 
at test-of-cure visit in CR-MITT population.

Table 2.  All-cause mortality by baseline pathogen inpatients with or without 
Acinetobacter spp. infection (safety population)


