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Background. Ceftibuten (CTB) is an oral cephalosporin active against 
Enterobacterales approved by the US Food and Drug Administration in 1995. 
Avibactam (AVI) is a potent inhibitor of extended-spectrum β-lactamases (ESBLs), 
serine carbapenemases and AmpC that can be administered orally. We evaluated the 
in vitro activity of CTB-AVI against molecularly characterized Enterobacterales that 
produced the most common β-lactamases (BLs) and assessed the AVI concentration to 
be combined with CTB for susceptibility testing. 

Methods. The organism collection (n=71) included Enterobacterales producing 
ESBLs (28; CTX-M, SHV, and TEM), KPCs (8), MBLs (7; NDM, VIM, and IMP), 
AmpC derepressed (3), plasmid AmpC (3), OXA-48-like (2), and SME (2) as well as 
isolates with porin alterations (5) and wild-type organisms (13). Resistance mecha-
nisms were evaluated by whole genome sequencing. MIC values were determined by 
broth microdilution of CTB with fixed concentrations (2, 4, and 8 mg/L) and ratios 
(1:1 and 2:1) of AVI.

Results. The fixed AVI concentration of 4  mg/L best separated CTB-AVI-
susceptible from CTB-AVI-resistant isolates. CTB-AVI (fixed 4 mg/L) was very active 
against Enterobacterales producing ESBL (MIC50/90, 0.03/0.12 mg/L), including CTX-
M-15 (MIC50/90, 0.03/0.12 mg/L), KPC (MIC50, 0.06 mg/L), derepressed AmpC (MIC 
range, 1-2  mg/L), plasmidic AmpC (MIC range, 0.12-0.5  mg/L), SME (MIC range, 
0.06-0.12  mg/L), and OXA-48-like (MIC range, 0.5-4  mg/L), but it showed limited 
activity against MBL-producers (MIC50, >128 mg/L) and isolates with porin alterations 
(MIC50, 32  mg/L; Table). CTB was very active against SME-producers (MIC, 0.12-
0.25 mg/L) and showed some activity against KPC-producers (MIC50, 4 mg/L; MIC 
range, 2-16  mg/L) and ESBL-producers (MIC50/90, 4/64  mg/L), but it exhibited very 
limited activity against MBL, AmpC derepressed, plasmidic AmpC, and OXA-48-like 
producers (MIC50 values of 128 to >128 mg/L). 

Conclusion. CTB-AVI showed potent in vitro activity against Enterobacterales 
producing most clinically relevant BLs, including ESBLs, KPCs, OXA-48-like, and 
AmpC, for which limited oral treatment options are available. These in vitro results 
support further clinical development of CTB-AVI.

Disclosures. Helio S.  Sader, MD, PhD, FIDSA, AbbVie (formerly Allergan) 
(Research Grant or Support)Basilea Pharmaceutica International, Ltd. (Research 
Grant or Support)Cipla Therapeutics (Research Grant or Support)Cipla USA Inc. 
(Research Grant or Support)Department of Health and Human Services (Research 
Grant or Support, Contract no. HHSO100201600002C)Melinta Therapeutics, LLC 
(Research Grant or Support)Nabriva Therapeutics (Research Grant or Support)Pfizer, 
Inc. (Research Grant or Support)Shionogi (Research Grant or Support)Spero 
Therapeutics (Research Grant or Support) Jill Lindley, Bravos Biosciences (Research 
Grant or Support)ContraFect Corporation (Research Grant or Support)Pfizer, 
Inc. (Research Grant or Support)Qpex Biopharma (Research Grant or Support) 
Lalitagauri M.  Deshpande, PhD, AbbVie (formerly Allergan) (Research Grant or 
Support)Pfizer, Inc. (Research Grant or Support) Timothy B.  Doyle, AbbVie (for-
merly Allergan) (Research Grant or Support)Bravos Biosciences (Research Grant 
or Support)GlaxoSmithKline (Research Grant or Support)Melinta Therapeutics, 
Inc. (Research Grant or Support)Pfizer, Inc. (Research Grant or Support)Shionogi 
(Research Grant or Support)Spero Therapeutics (Research Grant or Support) Mariana 
Castanheira, PhD, AbbVie (formerly Allergan) (Research Grant or Support)Bravos 
Biosciences (Research Grant or Support)Cidara Therapeutics, Inc. (Research 
Grant or Support)Cipla Therapeutics (Research Grant or Support)Cipla USA Inc. 
(Research Grant or Support)GlaxoSmithKline (Research Grant or Support)Melinta 
Therapeutics, Inc. (Research Grant or Support)Melinta Therapeutics, LLC (Research 
Grant or Support)Pfizer, Inc. (Research Grant or Support)Qpex Biopharma (Research 
Grant or Support)Shionogi (Research Grant or Support)Spero Therapeutics (Research 
Grant or Support) Mariana Castanheira, PhD, Affinity Biosensors (Individual(s) 
Involved: Self): Research Grant or Support; Allergan (Individual(s) Involved: Self): 
Research Grant or Support; Amicrobe, Inc (Individual(s) Involved: Self): Research 
Grant or Support; Amplyx Pharma (Individual(s) Involved: Self): Research Grant 
or Support; Artugen Therapeutics USA, Inc. (Individual(s) Involved: Self): Research 
Grant or Support; Astellas (Individual(s) Involved: Self): Research Grant or Support; 
Basilea (Individual(s) Involved: Self): Research Grant or Support; Beth Israel 
Deaconess Medical Center (Individual(s) Involved: Self): Research Grant or Support; 
BIDMC (Individual(s) Involved: Self): Research Grant or Support; bioMerieux Inc. 
(Individual(s) Involved: Self): Research Grant or Support; BioVersys Ag (Individual(s) 
Involved: Self): Research Grant or Support; Bugworks (Individual(s) Involved: Self): 
Research Grant or Support; Cidara (Individual(s) Involved: Self): Research Grant or 

Support; Cipla (Individual(s) Involved: Self): Research Grant or Support; Contrafect 
(Individual(s) Involved: Self): Research Grant or Support; Cormedix (Individual(s) 
Involved: Self): Research Grant or Support; Crestone, Inc. (Individual(s) Involved: 
Self): Research Grant or Support; Curza (Individual(s) Involved: Self): Research Grant 
or Support; CXC7 (Individual(s) Involved: Self): Research Grant or Support; Entasis 
(Individual(s) Involved: Self): Research Grant or Support; Fedora Pharmaceutical 
(Individual(s) Involved: Self): Research Grant or Support; Fimbrion Therapeutics 
(Individual(s) Involved: Self): Research Grant or Support; Fox Chase (Individual(s) 
Involved: Self): Research Grant or Support; GlaxoSmithKline (Individual(s) Involved: 
Self): Research Grant or Support; Guardian Therapeutics (Individual(s) Involved: 
Self): Research Grant or Support; Hardy Diagnostics (Individual(s) Involved: Self): 
Research Grant or Support; IHMA (Individual(s) Involved: Self): Research Grant or 
Support; Janssen Research & Development (Individual(s) Involved: Self): Research 
Grant or Support; Johnson & Johnson (Individual(s) Involved: Self): Research Grant 
or Support; Kaleido Biosceinces (Individual(s) Involved: Self): Research Grant or 
Support; KBP Biosciences (Individual(s) Involved: Self): Research Grant or Support; 
Luminex (Individual(s) Involved: Self): Research Grant or Support; Matrivax 
(Individual(s) Involved: Self): Research Grant or Support; Mayo Clinic (Individual(s) 
Involved: Self): Research Grant or Support; Medpace (Individual(s) Involved: Self): 
Research Grant or Support; Meiji Seika Pharma Co., Ltd. (Individual(s) Involved: Self): 
Research Grant or Support; Melinta (Individual(s) Involved: Self): Research Grant or 
Support; Menarini (Individual(s) Involved: Self): Research Grant or Support; Merck 
(Individual(s) Involved: Self): Research Grant or Support; Meridian Bioscience Inc. 
(Individual(s) Involved: Self): Research Grant or Support; Micromyx (Individual(s) 
Involved: Self): Research Grant or Support; MicuRx (Individual(s) Involved: Self): 
Research Grant or Support; N8 Medical (Individual(s) Involved: Self): Research Grant 
or Support; Nabriva (Individual(s) Involved: Self): Research Grant or Support; National 
Institutes of Health (Individual(s) Involved: Self): Research Grant or Support; National 
University of Singapore (Individual(s) Involved: Self): Research Grant or Support; 
North Bristol NHS Trust (Individual(s) Involved: Self): Research Grant or Support; 
Novome Biotechnologies (Individual(s) Involved: Self): Research Grant or Support; 
Paratek (Individual(s) Involved: Self): Research Grant or Support; Pfizer (Individual(s) 
Involved: Self): Research Grant or Support; Prokaryotics Inc. (Individual(s) Involved: 
Self): Research Grant or Support; QPEX Biopharma (Individual(s) Involved: Self): 
Research Grant or Support; Rhode Island Hospital (Individual(s) Involved: Self): 
Research Grant or Support; RIHML (Individual(s) Involved: Self): Research Grant 
or Support; Roche (Individual(s) Involved: Self): Research Grant or Support; Roivant 
(Individual(s) Involved: Self): Research Grant or Support; Salvat (Individual(s) 
Involved: Self): Research Grant or Support; Scynexis (Individual(s) Involved: 
Self): Research Grant or Support; SeLux Diagnostics (Individual(s) Involved: Self): 
Research Grant or Support; Shionogi (Individual(s) Involved: Self): Research 
Grant or Support; Specific Diagnostics (Individual(s) Involved: Self): Research 
Grant or Support; Spero (Individual(s) Involved: Self): Research Grant or Support; 
SuperTrans Medical LT (Individual(s) Involved: Self): Research Grant or Support; T2 
Biosystems (Individual(s) Involved: Self): Research Grant or Support; The University 
of Queensland (Individual(s) Involved: Self): Research Grant or Support; Thermo 
Fisher Scientific (Individual(s) Involved: Self): Research Grant or Support; Tufts 
Medical Center (Individual(s) Involved: Self): Research Grant or Support; Universite 
de Sherbrooke (Individual(s) Involved: Self): Research Grant or Support; University 
of Iowa (Individual(s) Involved: Self): Research Grant or Support; University of Iowa 
Hospitals and Clinics (Individual(s) Involved: Self): Research Grant or Support; 
University of Wisconsin (Individual(s) Involved: Self): Research Grant or Support; 
UNT System College of Pharmacy (Individual(s) Involved: Self): Research Grant 
or Support; URMC (Individual(s) Involved: Self): Research Grant or Support; UT 
Southwestern (Individual(s) Involved: Self): Research Grant or Support; VenatoRx 
(Individual(s) Involved: Self): Research Grant or Support; Viosera Therapeutics 
(Individual(s) Involved: Self): Research Grant or Support; Wayne State University 
(Individual(s) Involved: Self): Research Grant or Support

1082. Real-World Experience with Omadacycline for Nontuberculous 
Mycobacterial Infections: A Multicenter Evaluation
Taylor Morrisette, PharmD1; Sara Alosaimy, PharmD, BCPS2;  
Abdalhamid M. Lagnf, MPH2; Julie V. Philley, MD3; Carly Sigler, BS3;  
Saira Butt, MD4; Emily A. Kaip, PharmD5; Conan MacDougall, PharmD, MAS6; 
Carlos Mejia-Chew, MD7; Jeannette Bouchard, PharmD8; Jeremy J. Frens, PharmD9; 
Tristan Gore, PharmD student10; Yasir Hamad, MD11; Catessa Howard, Pharm.D.12; 
Melissa Barger, MD13; M. Gabriela Cabanilla, PharmD, PhC14; Aaron Ong, B.S.15; 
Michael P. Veve, Pharm.D.2; Andrew J. Webb, Pharm.D.16;  
Ryan W. Stevens, Pharm.D.16; Keira A. Cohen, MD15; Michael J. Rybak, PharmD, 
MPH, PhD17; 1Anti-Infective Research Laboratory, Wayne State University, Detroit, 
Michigan; 2Wayne State University, Detroit, Michigan; 3The University of Texas 
Health Science Center, Tyler, Texas; 4Indiana University School of Medicine, 
Indianapolis, Indiana; 5University of California, San Francisco Medical Center, San 
Francisco, California; 6University of California San Francisco School of Pharmacy, 
San Francisco, California; 7Washington University in St Louis, St. Louis, Missouri; 
8University of South Carolina, Columbia, South Carolina; 9Cone Health, Greensboro, 
NC; 10Univeristy of South Carolina, Columbia, South Carolina; 11Washington 
University, St. Louis, Missouri; 12WVU Medicine, Morgantown, West Virginia; 
13Ventura County Medical Center, Ventura, California; 14University of New Mexico 
Hospitals, Albuquerque, New Mexico; 15Johns Hopkins University School of 
Medicine, Baltimore, Maryland; 16Mayo Clinic, Rochester, Minnesota; 17Wayne State 
University / Detroit Medical Center, Detroit, Michigan



Abstracts • OFID 2021:8 (Suppl 1) • S633

Session: P-61. Novel Agents

Background. Nontuberculous mycobacteria (NTM) are resistant to numerous 
antibiotics and lead to significant morbidity and mortality. Omadacycline (OMC) is 
an aminomethylcycline antibiotic that is Food and Drug Administration-approved for 
acute bacterial skin and skin structure infections and community-acquired bacterial 
pneumonia. Furthermore, OMC has shown in vitro activity against NTM. Given that 
real-world evidence is lacking, our primary objective was to evaluate the clinical suc-
cess and tolerability of OMC when used for a variety of NTM infections.

Methods. This was a multicenter, retrospective, observational study conducted from 
January 2020 to June 2021. We included all patients ≥ 18 years of age that received OMC of 
any indication for Mycobacterium spp. The primary outcome was clinical success, defined 
as a lack of all-cause mortality, lack of persistence or re-emergence of infection during or 
after therapy, and lack of alteration of OMC. Incidence of adverse effects potentially attrib-
utable to OMC and reasons for OMC utilization were also analyzed. 

Results. A total of 31 patients were included from 12 geographically distinct aca-
demic health systems (median age: 57 (IQR, 45-63) years; 45% male; 81% Caucasian). 
The majority of isolated pathogens were Mycobacterium abscessus complex (84%) and 
of those with subspeciation performed (54%), the majority (86%) were subsp. abscessus. 
The primary infections were of pulmonary origin (67%) and the median (IQR) duration 
of OMC therapy was 5.3 (3.2-9.4) months. Most isolates did not have OMC suscepti-
bility conducted (87%), while the majority did for tigecycline (90%). Clinical success was 
reported in 81% of the population. Most patients were on combination antimicrobial 
therapy, and 39% of patients reported an adverse effect while on OMC (58% gastrointes-
tinal distress). The majority of patients were prescribed OMC due to ease of administra-
tion (61%) and antimicrobial resistance to previous antibiotics (42%).

Conclusion. OMC may be a potential option for the therapy of NTM infections. 
Prospective, randomized clinical trials are needed to confirm our preliminary findings. 
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Background. LBP-EC01 is the first CRISPR-engineered bacteriophage product 
to successfully complete Phase 1b testing in a clinical program designed to address 
infections caused by E. coli initially targeting urinary tract infections (UTIs). Thirty-
six subjects were enrolled in this randomized, double blind study to assess the safety, 
tolerability, pharmacokinetics and pharmacodynamics of LBP-EC01 in patients with 
lower urinary tract colonization caused by E. coli.

Methods. N/A
Results. No drug-related Treatment Emergent Adverse Events (TEAEs) were 

observed. All nondrug related TEAEs were Grade 2 or below and there were no tol-
erability signals associated with LBP-EC01.A modified ITT (mITT) population was 
defined to assess PK in subjects treated with LBP-EC01 (n=17). Subjects were removed 
from the PK analysis who had missing or insufficient colonization at baseline (n=3), 
were exposed to antibiotics during screening or study conduct (n=3) or exhibited a non-
drug related SAE (n=1). Of these subjects, 12 were found to be sensitive to LBP-EC01 
and of these, 10 (83%) showed phage amplification. A PD analysis compared the mITT 
populations of LBP-EC01 vs. placebo (n=6) and showed that the LBP-EC01 arm had a 
decrease in E. coli that was greatest within 24 hours of initial treatment and remained 
below baseline across the entire treatment period. The placebo arm showed increased 
levels of E. coli and higher variability over the treatment period. An average difference 
of 2-3 log (100x to 1,000x) existed in urine E. coli concentration (CFU/mL) between 
the LBP-EC01 and placebo arms across the duration of the treatment period.

Conclusion. LBP-EC01 has proved to be safe and well-tolerated in this Phase 1b 
study of subjects colonized by E. coli. In addition, phage amplification was observed 
in patients with E.  coli isolates sensitive to LBP-EC01, demonstrating a clear proof 
of mechanism. Finally, the apparent difference in PD effect between LBP-EC01 and 
placebo which was irrespective of MDR status, provides promise that LBP-EC01 may 
someday be an excellent option for patients suffering from UTIs caused by E. coli, es-
pecially in strains that are resistant to conventional antibiotics.
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Background. Daptomycin (DAP) has become an appealing treatment option 
for gram-positive infections, which are common in patients receiving hemodialysis 
(HD), due to frequent access and manipulation. The approved DAP dosing of 4 to 
6 mg/kg every 48 hours (q48h) quickly becomes desynchronized from the patient’s HD 
schedule and requires the burden of additional IV access. Previous pharmacokinetic 
studies have suggested that DAP can be dosed three-times weekly following HD, but 
no studies have evaluated clinical outcomes of this regimen.

Methods. This was a multi-center, retrospective cohort study across 6 hospitals 
in the United States. Adult, nonpregnant patients who received HD and DAP be-
tween 2015 and 2020 were screened for inclusion. Electronic medical records were 
reviewed for relevant study data. The primary outcome was clinical and microbio-
logical outcomes among patients who received DAP thrice weekly versus q48h dosing. 
Microbiological Failure was defined as positive cultures after 7 days and further study 
definitions are included under Table 3.

Results. Baseline characteristics are summarized in Table 1. Length of stay was 
similar between both groups at a median of 25 days and patients had a median QPitt 
score of 0 on admission. The average DAP dose used was 7 mg/kg and 7mg-7mg-9mg 
on HD days in the q48h dosing and thrice weekly dosing regimens, respectively. The 
majority of patients had bacteremia and the most commonly isolated bacteria was 
methicillin-resistant Staphylococcus aureus. No differences in clinical outcomes were 
observed (p=0.87). Microbiological failure was higher among patients who received 
DAP thrice weekly compared to q48h dosing (69.2% vs 34.8%, p=0.047).


