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the compound, and then observed using time-lapse microscopy revealed that the 
effect of pravibismane is reversible and that cells recovered 8-12 hrs after removing the 
compound. Wash out experiments with an E.coli tolC strain carrying a plasmid with 
an IPTG inducible GFP demonstrated that transcription and translation ultimately 
resumed in most cells after washout. The bioenergetics of the membrane was measured 
using DiBAC 4(5), a membrane potential sensitive dye which can enter depolarized 
cells, which revealed that pravibismane caused depolarization of the membrane within 
30 mins of exposure in a concentration dependent manner. Finally, a luciferase assay 
determined pravibismane reduced ATP levels (resulting in decreased luminescence) 
within 15 mins of exposure in a concentration dependent manner unlike antibiotic 
controls that had modest or no effect on luminescence.

Conclusion. Our results suggest that pravibismane acts rapidly to disrupt cel-
lular bioenergetics, resulting in the immediate cessation of cell growth and protein 
expression.
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Background. Omadacycline (OMC) is an aminomethylcycline antibiotic in the 
tetracycline class that has been Food and Drug Administration-approved for acute 
bacterial skin and skin structure infections and community-acquired bacterial pneu-
monia. OMC has been shown to have potent in vitro activity against a broad-spectrum 
of Gram-positive and Gram-negative organisms, as well as Nontuberculous 
Mycobacteria (NTM). Due to it’s unique activity and availability as an oral agent, 
off-label use of OMC has been increasing. We evaluated the real-world effectiveness 
and safety of OMC for a variety of infections.

Methods. This was a multicenter, retrospective, observational study that was con-
ducted from January 2020 to June 2020. We included all patients ≥ 18 years of age that 
received OMC for ≥ 72 hours for any indication and/or pathogen. The primary out-
come was clinical success, defined as a lack of 30-day (non-NTM) or 90-day (NTM) 
mortality or microbiologic recurrence and absence of therapy escalation or alteration. 
Reasons for OMC utilization and incidence of potential adverse effects attributable to 
OMC were also analyzed.

Results. A total of 18 patients were included from six geographically distinct aca-
demic health systems (median age: 56 (IQR, 49-60.5) years; 61% male; 72% Caucasian). 
The majority of OMC use was in NTM (61%; 100% Mycobacterium abscessus) and in 
Acinetobacter baumannii (22%) for bone/joint (39%) and respiratory tract (33%) infec-
tions. OMC was used primarily in the outpatient setting alone (83%) and most isolates 
did not have OMC susceptibility conducted (89%). Clinical success was reported in 
83% of the total population (71% non-NTM and 91% NTM). The majority of patients 
were prescribed OMC due to antimicrobial resistance to previous antibiotic(s) (61%) 
and/or due to OMC’s availability as an oral agent (44%). Three patients experienced 
side effects while on therapy (serum creatinine elevation, AST/ALT increase, and 
gastrointestinal distress).

Conclusion. OMC appears to be effective and well-tolerated for a variety of infec-
tions caused by various pathogens, including M. abscessus and A. baumannii.
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Background. Voriconazole (VCZ) is used as mold active primary antifungal 
prophylaxis (AFP) after allogenic hematopoietic cell transplant (HCT) but is fre-
quently discontinued due to adverse events (AE), variable pharmacokinetics and drug-
drug interactions. Limited data exists on the safety of Isavuconazole (ICZ) as AFP in 
HCT patients (pts). The study objectives were to compare 1) rates of AFP premature 
discontinuation (d/c), 2) changes in transaminases values from start to end of treat-
ment (EOT) and 3) rates of invasive fungal infections (IFI) and all-cause mortality by 
Day (D) +180 post HCT between VCZ and ICZ AFP.

Methods. This is a matched cohort analysis of 95 pts enrolled in a clinical trial of 
ICZ AFP from 7/1/2017-10/31/2018 (ICZ-cohort) and 210 pts who received VCZ AFP 
standard of care between 9/1/2014-12/31/2015 at MSKCC (VCZ-cohort). The cohorts 
were matched using propensity scores (Table 1). AFP was administered for 75-100 days 
per institutional guidelines. Premature d/c of AFP was defined as d/c for IFI or AE by 
D +100 post HCT or interruption of >14 days for any reason. The cumulative incidence 
function and log rank test were used to compare groups. Mean transaminase values 
were compared using paired T-tests.

Table 1. Baseline characteristics

Results. The median (Interquartile range) duration of AFP was 94 (87-100) days 
and 76 (23-94) days in ICZ and VCZ cohorts respectively (p< 0.0001). Premature d/c 
occurred in 14/95 (14.7%) of ICZ and 92/210 (43.8%) of VCZ cohorts (p< 0.0001) 
(Figure 1). The most common cause for AFP d/c was hepatotoxicity: ICZ-cohort: 5/95 
(5.26%) vs VCZ-cohort: 48/210 (22.8%). Transaminases at EOT and up to 14  days 
were increased in VCZ but not ICZ cohort (Figure 2). IFI occurred in 3.15% (3/95) 
in ICZ-cohort and 2.85% (6/210) in VCZ-cohort (p=0.88) (Figure 3). In ICZ-cohort 
IFI included 3 Candida bloodstream infections (BSI) occurring on ICZ AFP. In VCZ-
cohort IFI included one Candida BSI after VCZ d/c, and 5 probable mold infections; 
3/5 with serum galactomannan > 0.5 and 2 with beta-D-glucan > 80. IFI occurred on 
VCZ in 1 pt and after VCZ premature d/c in 5 pts. All-cause mortality was 6.31% (6/95) 
in ICZ-cohort and 2.85% (6/210) in VCZ-cohort (p=0.089).

D
ow

nloaded from
 https://academ

ic.oup.com
/ofid/article/7/Supplem

ent_1/S660/6057819 by guest on 13 April 2021

yiqisu
Highlight



Poster Abstracts • OFID 2020:7 (Suppl 1) • S661

Figure 1. Cumulative incidence of premature discontinuation of AFP by D+100

Figure 2. Transaminases at baseline,end of treatment (EOT), EOT +7 days and EOT 
+14 days in ICZ- and VCZ cohorts

Figure 3. Cumulative incidence of IFI by day +180

Conclusion. There was less premature discontinuation and hepatotoxicity with 
ICZ AFP, but no increase in IFI or death compared to VCZ AFP in allogeneic HCT pts.
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Background. Cefiderocol (CFDC), the first siderophore cephalosporin, is 
approved in the United States (complicated urinary tract infections [cUTI]) and 
Europe for the treatment of patients with Gram-negative (GN) infections with limited 
treatment options.
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