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Conclusion. WCK 4282, a novel TZB containing regimen, resulted in enhance in 
vitro potency against ESBL/CSase and OXA-48-like producers. Humanized exposures 
of WCK 4282 produced substantial kill in vivo against ESBL/CSase producers with 
MICs ≤ 16 mg/L including FEP resistant/TZP non-susceptible PA. These data support 
further evaluations of WCK 4282 as a carbapenem-sparing regimen for ESBL/cepha-
losporinase harboring strains.
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Background. Carbapenems are often used for Extended-Spectrum β-lactamase 
(ESBL)- and cephalosporinase (AmpC or CMY)-producing infections. Their increased 
use resulted in the emergence of carbapenem resistance among Gram-negatives, pro-
moting the need of an effective carbapenem-sparing option. WCK 4282 (FEP 2g-TZB 
2g) maximizes systemic exposure of TZB and restores FEP activity against pipera-
cillin-tazobactam (TZP) resistant isolates in vitro. Herein we describe the efficacy of 
WCK 4282 clinical exposures against BLP Enterobacterales (EB) and Pseudomonas 
aeruginosa (PA) in a murine pneumonia model.

Methods. Clinical isolates (14 EB and 2 PA) with in vitro resistance to FEP, 
ceftolozane-tazobactam, and TZP (EB isolates) were used. Isolates expressed ESBLs, 
AmpC/CMY, and/or serine carbapenemases (KPC, OXA-48-like). WCK 4282 MICs 
were 4-16 and 8-32 mg/L for non-carbapenemase and carbapenemase-producers, re-
spectively. Human-simulated regimens (HSR) of FEP (mimicking human plasma ex-
posure of 2g q8h as a 1.5 h infusion) alone and in combination with TZB (equivalent 
to 2g q8h as a 1.5 h infusion) were developed in a neutropenic pneumonia model. 
Treatment mice received FEP or FEP-TZB (WCK 4282)  HSR. Control mice were 
vehicle-dosed. Efficacy was assessed as change in log10CFU/lung at 24 h compared 
with 0 h controls.

Results. Mean 0 h bacterial density across all isolates was 6.66 ± 0.29 log10CFU/
lung and increased at 24 h by 2.48 ± 0.6 and 1.71 ± 1.13 among controls and FEP-
treated groups, respectively. Potent WCK 4282 activity was observed against ESBL- 
and AmpC-harboring EB as well as ESBL- and AmpC-overexpressing PA with WCK 
4282 MICs up to 16  mg/L (n=9); mean bacterial reductions were -2.70  ± 0.63 and 
-2.04 ± 0.18 log10CFU/lung, respectively. WCK 4282 showed variable activity against 
OXA-48-producing EB (n=3); log10CFU/lung change ranged from -1.2 to 0.28. Against 
KPC-producers (n=4), WCK 4282 groups grew to 0.53  ± 1.07 log10CFU/lung, ~1.2 
log10CFU lower than FEP.

Conclusion. WCK 4282 produced potent in vivo activity against ESBL- and 
AmpC-harboring Gram-negative isolates and limited activity among serine carbap-
enamase-producers in a pneumonia model at clinically achievable exposures. Further 
studies are warranted to delineate WCK 4282’s spectrum of activity and susceptibility 
breakpoint.
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Background. Dalbavancin (DAL) is approved in the United States (US) and 
Europe for acute bacterial skin and skin structure infections and exhibits broad spec-
trum activity against clinically important Gram-positive pathogens including methi-
cillin-sensitive and methicillin-resistant Staphylococcus aureus, and Streptococcus spp. 

We describe the use of DAL in patients with osteomyelitis or joint infection from a 
phase 4 observational, multicenter, retrospective cohort study of the real-world use of 
DAL in adult patients across the US: Dalvance Utilization Registry Investigating Value 
and Efficacy (DRIVE).

Methods. Data were collected between 03/25/2017 and 11/27/2018 and included 
demographics, disease and pathogen characteristics, antibiotic use, clinical outcome, 
and safety. Patients with a determinate clinical outcome (success/failure) were included 
in the evaluable population.

Results. Data for 96 patients with osteomyelitis and 33 patients with joint 
infection (safety population) were entered into this subanalysis. Patient demo-
graphics and medical history were broadly similar for patients with osteomyelitis or 
joint infection. The majority (80.4–100%) of patients received DAL as concurrent 
therapy and clinical success, defined qualitatively, was achieved in 64.7-87.5% of 
patients (Fig. 1). Most patients received 1 or 2 IV DAL doses (osteomyelitis, 33.3% 
and 34.6%, respectively; joint infection, 37.5% and 31.3%, respectively); 11.5% and 
6.3% of patients with osteomyelitis or joint infection, respectively received >4 doses 
(Fig. 2). Staphylococcus spp. was the most frequently isolated organism at base-
line (Fig. 3); 61.1% and 35.7% of osteomyelitis and joint infection isolates tested, 
respectively were resistant to oxacillin. At 60  days post-DAL treatment, numbers 
of Staphylococcus spp. isolated from both groups decreased (Fig. 3), confirming 
microbiological cure. The rate of serious adverse events was low (16 events in 7 
[7.3%] patients with osteomyelitis, 2 events in 2 [6.1%] patients with joint infection) 
and consistent with the safety profile of DAL.

Fig. 1

Fig. 2
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Fig. 3

Conclusion. In this real-world study in patients with Staphylococcal osteo-
myelitis and joint infection, DAL resulted in high rates of clinical and microbio-
logical success.
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Background. Candida infections resistant to currently available antifungals are 
an emerging global threat. Ibrexafungerp is an investigational broad-spectrum glucan 
synthase inhibitor antifungal with activity against Candida and Aspergillus species, 
including azole- and echinocandin-resistant strains. A Phase 3 open-label, single-arm 
study of oral ibrexafungerp (FURI) (Clinicaltrials.gov NCT03059992) is ongoing for 
the treatment of patients (≥18 years) with fungal diseases who are intolerant of or re-
fractory to standard antifungal therapies.

Methods. An independent Data Review Committee (DRC) provided an assess-
ment of treatment response for 41 patients. Patients were enrolled in 22 centers from 
6 countries. Patients were eligible for enrollment if they had proven or probable, 
invasive or severe mucocutaneous candidiasis and documented evidence of failure 
of, intolerance to, or toxicity related to a currently approved standard-of-care anti-
fungal treatment or could not receive approved oral antifungal options (e.g., suscep-
tibility of the organism) and a continued IV antifungal therapy was undesirable or 
unfeasible.

Results. The 41 patients assessed had the following infection types: intra-abdomi-
nal abscesses, oropharyngeal candidiasis, esophageal candidiasis, candidemia, and oth-
ers. The DRC adjudicated 23 patients (56%) as achieving complete or partial response, 
11 patients (27%) maintaining stable disease, 6 patients (15%) with progression of dis-
ease and one case was considered as indeterminate. The efficacy of oral ibrexafungerp 
by pathogen is shown in Table 1. Ibrexafungerp was well-tolerated with the most com-
mon treatment-related adverse events being of gastrointestinal origin. No deaths due 
to progression of fungal disease were reported.

Table 1: Ibrexafungerp Outcomes by Pathogen

Conclusion:  Preliminary analysis of these 41 cases indicate that oral ibrexafun-
gerp provides a favorable therapeutic response in the majority of patients with diffi-
cult to treat Candida spp. infections, including those caused by non-albicans Candida 
species.
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