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Conclusion.  LEF appears to be as safe and effective as MOX in treating patients 
with LP, including when given as short-course (5 days) oral therapy.
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Background.  CABP, the second most common cause of hospitalization in the 
US, has prognoses ranging from rapid resolution to death, the likelihood of which 
can be estimated via PORT pneumonia severity index. Patients with PORT scores 
≤III have predicted mortality rates <3% and may be managed as outpatients; those 
with scores of IV/V are often hospitalized, owing to higher predicted mortality rates 
(8%–31%). Lefamulin (LEF), a novel systemic antibiotic, was noninferior to moxi-
floxacin (MOX) for treatment of adults with CABP in 2 phase 3 trials (LEAP 1 and 
2). We report the results of pooled analyses of LEAP 1/2 data in patients with PORT 
III and IV/V scores.

Methods.  In LEAP 1, patients (PORT III–V) received IV LEF 150 mg for 5–7 d 
or MOX 400 mg for 7 d, with optional IV-to-oral switch. In LEAP 2, patients (PORT 
II–IV) received oral LEF 600 mg for 5 d or MOX 400 mg for 7 d. In both studies, ran-
domization was stratified by PORT score. The studies assessed early clinical response 
(ECR; 96±24 h after first dose) in the intent-to-treat (ITT; all randomized patients) 
population (FDA primary endpoint) and investigator assessment of clinical response 
(IACR) success at test of cure (5–10 d after last dose) in the modified ITT (received ≥1 
dose) and clinically evaluable (met predefined evaluability criteria) populations (EMA 
coprimary endpoints).

Results.  Over 50% of patients (52.8% LEF; 51.9% MOX) were PORT III and 
>18% (18.7% LEF; 18.2% MOX) were PORT IV/V, reflective of the CABP population. 
As expected, PORT IV/V patients were older and more likely to have comorbidities 
(eg, moderate/severe renal impairment) vs. PORT III patients (Table 1). ECR and 
IACR response rates were high and similar for LEF and MOX in PORT III (Figure 
1) and PORT IV/V (Figure 2) patients, with slightly higher rates in PORT III vs. PORT 
IV/V patients. LEF and MOX had similar safety profiles, with more adverse events 
overall in PORT IV/V vs. PORT III patients (Table 2). Mortality rates were low, with 
higher rates in PORT IV/V (4.2% LEF; 5.2% MOX) vs. PORT III (1.5% LEF; 0.6% 
MOX) patients.

Conclusion.  ECR and IACR rates with LEF were high and similar to MOX in 
patients who are candidates for outpatient (PORT III) and inpatient (PORT IV/V) 
treatment; LEF may be an alternative oral and IV monotherapy option for empiric 
CABP treatment in both populations.
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Background.  Omadacycline (OMC) was FDA approved to treat acute bac-
terial skin and skin structure infection (ABSSSI) and community-acquired bacterial 
pneumonia (CABP) for indicated organisms in 2018. Phase 2 OMC clinical trials 
for uncomplicated urinary tract infection (uUTI; NCT03425396) and acute py-
elonephritis (NCT03757234) are ongoing. OMC is active against bacterial isolates 
expressing common tetracycline, penicillin, fluoroquinolone, and macrolide resist-
ance mechanisms.

Methods.  Isolates (14,000) were collected in 2018 from 31 medical centers located 
in the United States and 38 medical centers in Europe, including 3,458 staphylococci, 
1,551 streptococci, 746 enterococci, 574 Haemophilus spp., and 5,690 Enterobacterales 
isolates. One isolate per patient infection episode was tested. Identifications were con-
firmed by MALDI-TOF MS and susceptibility testing was performed using CLSI broth 
microdilution methods.

Results.  OMC (MIC50/90, 0.12/0.25  mg/L) was highly active against S.  aureus 
isolates from skin and skin structure infection (SSSI; 99.3% susceptible [S]) includ-
ing MRSA (97.7%S) and MSSA (99.9%S) (table). Similarly, OMC demonstrated po-
tent activity against S. aureus isolates from respiratory tract infection (RTI; MIC50/90, 
0.12/0.25 mg/L) including MSSA (98.2%S). All S. lugdunensis isolates from SSSI were 
S (100.0%) to OMC. All Streptococcus anginosus group (100.0%) and 97.6% of S. pyo-
genes isolates from SSSI were S to OMC as were 98.0% of S. pneumoniae from RTI. No 
streptococci were resistant (R) to OMC. OMC (MIC50/90 0.12/0.25 mg/L) had potent 
activity against E. faecalis isolates from SSSI (99.0%S). OMC S against E. cloacae and 
K.  pneumoniae isolates from SSSI was 92.1% S and 89.4% S, respectively. Similarly, 
86.2% of K. pneumoniae isolates from RTI were S to OMC. Susceptibility of H. influ-
enzae isolates from RTI to OMC was 99.8%S (no isolates were R). ≥90.0% of E. coli 
(MIC50/90, 1/2 mg/L) and K. pneumoniae (MIC50/90, 2/4 mg/L) UTI isolates were inhib-
ited by ≤4 mg/L of OMC.

Conclusion.  OMC was highly active against bacterial pathogens associated 
with ABSSSI, CABP, and UTI including staphylococci (97.7%-100.0%S), streptococci 
(97.6%-100.0%S), E.  faecalis (99.0%S). E.  cloacae (92.1%S), K.  pneumoniae (86.2%-
89.4%S), and E. coli.
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Background.  Cefiderocol, a novel siderophore cephalosporin with broad ac-
tivity against Gram-negative bacteria, requires dose adjustment in patients with renal 
impairment or augmented renal clearance, similarly to other β-lactams. The efficacy 
and safety of cefiderocol were assessed according to degree of renal impairment as 
part of a pivotal study vs. imipenem–cilastatin (IPM/CS) in patients with cUTI 
(NCT02321800).

Methods.  A total of 448 randomized adults with cUTI received cefiderocol (2 g) 
or IPM/CS (1 g / 1 g), IV, q8h, for 7–14 days (safety population), with 371 patients in 
the microbiological intent-to-treat (Micro-ITT) population. Dose adjustments were 
made based on body weight (to enable IPM/CS blinding) and creatinine clearance 
(CrCL). The composite (clinical and microbiological) outcome at a test of cure (TOC; 
7  days after treatment cessation) was analyzed by CrCL subgroup. Adverse events 
(AEs) according to renal subgroup were monitored throughout the study.

Results.  A  treatment difference in the composite outcome at TOC in favor of 
cefiderocol vs. IPM/CS was observed across renal subgroups (table), with greater dif-
ferences in moderate and severe groups, consistent with that observed in the overall 
population (n = 371; 18.0%, 95% confidence interval: 7.5; 28.5). The incidence of AEs 
in the cefiderocol group was comparable across all renal subgroups. Conversely, AE in-
cidence increased with the degree of impairment in the IPM/CS group (table).

Conclusion.  In contrast to IPM/CS, the efficacy of cefiderocol was maintained 
across all renal function subgroups with no increase in the rate of AEs. These findings 
underscore the efficacy and safety of cefiderocol in patients with renal impairment and 
support the adequacy of the dose adjustment.
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