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

Figure 1. Eravacycline Clinical Outcome by Infection Type
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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
(cUTT) 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 cUTT 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)

Table 1. i phics and istics (CR-MITT population)
Parameter Cefiderocol (N=80) BAT (N=38)
Age, years
Median (range) 69.0 (19-92) 62.0 (19-92)
265 years, n (%) 50 (62.5) 17 (44.7)
Male sex, n (%) 55 (68.8) 29 (76.3)
Creatinine clearance, median (range), mL/min 59.2 (9-540) 69.4 (5-271)
Creatinine clearance renal grading group, n %
30-50 mL/min (moderate) 18 (22.5) 6(15.8)
<30 mL/min (severe) 15 (18.8) 3(7.9)
Clinical diagnosis at baseline, n (%)
Nosocomial pneumonia* 40 (50.0) 19 (50.0)
BSl/Sepsis 23 (28.8) 14 (36.8)
cUTI 17 (21.3) 5(13.2)
Most common Gram-negative pathogens
isolated at baseline, n (%)
Acinetobacter baumannii 37 (46.3) 17 (44.7)
Klebsiella pneumoniae 32 (40.0) 12 (31.6)
Pseudomonas aeruginosa 171(21:3) 11 (28.9)
Empiric treatment failure, n (%) 46 (57.5) 22 (57.9)
ICU admission, n (%) 52 (65.0) 19 (50.0)
Shock, n (%) 17 (21.3) 6 (15.8)
ICU: intensive care unit; * includes hospital- ired, and healtt
pneumonia.

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

Figure. GREDIBLE-GR study primary efficacy endpoints and secondary outcomes at test-of-cure visit in GR-MITT population.
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BAT: best-available therapy; BSI: bloodstream infection; cUTI: complicated urinary tract infection;
HAP: hospital-acquired pneumonia; HCAP: preumonia; VAP: preumonia.

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

Table 2. All-cause mortality by ine p g with or without Acinetobacter
spp. i tion (safety pop ion)
Cefiderocol BAT
(N=101) (N=49)
Mortality by species, n/N (%)
All Acinetobacter spp.* 21/42 (50.0) 3/17 (17.6)
Acinetobacter baumannii 19/39 (48.7) 3/17 (17.6)
. . with Acinetobacter spp. 8/34 (23.5) 4/16 (25.0)
Kistisieila prisumonise without Acinetobacter spp. 628 (21.4) 415 (26.7)
Pseudomonasiasriginosa with Acinetobacter spp. 6/17 (35.3) 2/12 (16.7)
without Acinetobacter spp. 2/11 (18.2) 2/11 (18.2)
S . with Acinetobacter spp. 1/6 (16.7) 0/3 (0.0)
Eschstichiaicoll without Acinetobacter spp. 0/3 (0) 0/1(0.0)

Baseline clinical characteristics and mortality overall with or without Acinetobacter spp.
infection, n (%)

With Acinetobacter spp. N=42 N=17
Age 265 years 26 (61.9) 7(41.2)
ICU 34 (81.0) 8 (47.1)
Ongoing shock 8(19.0) 1(5.9)
Shock <31 days prior to randomization 11 (26.2) 1 (5.9)
Mortality 21 (50.0) 3(17.6)

Without Acinetobacter spp. N=59 N=32
Age 265 years 38 (64.4) 15 (46.8)
ICU admission 23 (39.0) 13 (40.6)
Ongoing shock 4 (6.8) 4(12.5)
Shock <31 days prior to randomization 8(13.6) 5 (15.6)
Mortality 13 (22.0) 6(18.8)

ICU: intensive care unit. *Includes A. ii, A.
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Conclusion. Efficacy of CFDC was demonstrated in this descriptive patho-
gen-focused study, including CREs, metallo-NDM producers and CR non-fermenters.
Baseline imbalances of ICU and shock in the subset of infections with Acinetobacter
spp. may have contributed to the mortality difference between CFDC and BAT arms.
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Background. We are developing a series of small nonpeptide mimics of host de-
fense proteins (smHDPs) for antifungal applications. MICs < 0.1 pg/ ml have been
demonstrated against multiple yeast and mold species. Their potential therapeutic
utility has been evaluated in animal models of disseminated fungal infections.

Methods.  Susceptibility testing against clinical isolates of Candida albicans (CA)
and Aspergillus fumigatus (AF) was done according to CLSI guidelines. Cytotoxicity
(CC,) in mouse 3T3 and human HepG2 cells was determined in an MTS assay
(Promega Cell Titer 96). For candidiasis, neutropenic CD-1 mice were infected IV
with 3.5 x 10* CFU CA and test agents were administered subcutaneously (SC) once
(QD) or twice (BID) daily beginning 2 hrs post-infection (PI). The positive control was
fluconazole (20 mg/kg PO QD). Kidney burdens were measured at 24 hrs PI (n = 5/
grp) and survival was measured at 2 weeks after 5 days of treatment (n = 8/grp). For as-
pergillosis, neutropenic CD-1 mice were infected IV with 4.5 log10 spores AF and test
agents were administered SC BID for 5 days beginning 24 hrs PI. The positive control
was posaconazole (20 mg/kg PO QD). Liver and kidney fungal burdens were measured
24 hrs after the last dose (n = 10/grp).

Results.  The lead smHDP, FC-5096, has MICs of 0.08 and 0.024 ug/ml, respect-
ively, against the CA and AF clinical isolate strains used in the mouse efficacy studies.
Selectivity for antifungal vs. mammalian cell cytotoxicity (MIC/CC, ) was >1,000 fold.
In the disseminated candidiasis model, FC-5096 significantly reduced fungal kidney
burdens relative to untreated mice to levels found at treatment onset (P < 0.0001). Full
survival over 2 weeks was observed after 5 days of BID treatment with FC-5096. All
untreated mice succumbed between days 3 - 6 PI. Efficacy was comparable to flucona-
zole. In the disseminated aspergillosis model, FC-5096 produced up to 2.5 log10 reduc-
tions in fungal liver burdens and efficacy was significantly better than posaconazole
(P =0.0251). In kidney, both FC-5096 and posaconazole caused > 1.6 log10 reductions
in fungal burdens that exceeded the limit of detection.

Conclusion. The high antifungal potency, low cytotoxicity and robust in vivo effi-
cacy support further study of FC-5096 for clinical development.

Disclosures. Richard W. Scott, PhD, Fox Chase Chemical Diversity Center
(Employee) Simon DP Baugh, PhD, Fox Chase Chemical Diversity Center (Employee)
Mark E Pulse, MS, Fox Chase Chemical Diversity Center (Independent Contractor)

1273. Efficacy of Cefiderocol against carbapenem-resistant A. baumannii and
P. aeruginosa in ventilator-associated pneumonia mouse model

Kenji Ota, MD'; Norihito Kaku, MD, PhD'; Naoki Uno, MD, PhD'; Kei Sakamoto,
MD, PhD'; Kosuke Kosai, MD, PhD'; Hiroo Hasegawa, MD, PhD'; Taiga Miyazaki,
M.D, Ph.D? Koichi Izumikawa, MD, PhD'; Hiroshi Mukae, MD, PhD';

Katsunori Yanagihara, MD, PhD%; lNagasaki University, Nagasaki, Nagasaki, Japan;
*Nagasaki University Hospital, Nagasaki, Nagasaki, Japan

Session: P-58. Novel Agents

Background. Cefiderocol (CFDC) is a novel cephalosporin with siderophore
structure, characterized by transportation through siderophore receptor on outer
membrane of Gram-negative bacteria and structural stability against beta-lactamase.
The antimicrobial activity against multidrug resistant bacteria is demonstrated in vitro
and in vivo. In this study, we aimed to elucidate the in vivo efficacy of CFDC using
ventilator-associated pneumonia (VAP) mouse model.

Methods. 'The minimum inhibitory concentration (MIC) of CFDC and merope-
nem (MEPM) against the test Acinetobacter baumannii (Ab) and Pseudomonas aerugi-
nosa (Pa) isolates were measured by broth microdilution assay. Iron depleted medium
was used for CFDC. For VAP mouse models, neutropenia was induced by cyclophos-
phamide intraperitoneal administration, followed by intubation of sterile tube in
the trachea and inoculation of bacterial suspension. PK analysis were performed in
infected mice, in order to determine treatment regimens to achieve targeted time above

MIC (TAM) of free concentrations in plasma. Treatment was initiated 3 hours post in-
fection and continued up to 120 h for survival analysis. To investigate the bactericidal
effect, the mice were sacrificed to count bacterial load in the lung at 48 h and 24 h for
VAP-AD and Pa, respectively.

Results. MICs(mg/L) of CFDC and MEPM against Ab were 0.5 and 128, and
Pa were 0.008 and 16, respectively. The treatment regimens to achieve target MIC
were shown in Table 1. In order to assess dose dependency of CFDC, required doses
to achieve TAM of 70%, 90%, and 100% were calculated. These doses used in the
studies were achievable in human for CFDC, but not for MEPM due to high MICs
of the test strains. In treatment study for VAP-Ab, bactericidal effect was achieved
at TAM > 70% in CFDC groups, as well as TAM 30% in MEPM group. In VAP-Pa,
bactericidal effect was observed at TAM > 90% in CFDC groups, as well as TAM 30%
in MEPM group.

Table 1.Treatment regimen and free TAM against VAP-Ab and Pa

VAP-Ab dose interval f TAM
55 mg/kg 70.1 %

CFDC 210 mg/kg 6h 90.5 %

390 mg/kg 100 %

MEPM 1,100 mg/kg 6h 30.0 %

VAP-Pa dose interval f TAM
3 mglkg 76.0 %

CFDC 10 mg/kg 8h 90.5 %

30 mg/kg 100 %

MEPM 110 mg/kg 8h 30.0 %

MEPM was administered with the same amount of cilastatin.

Figure 1. Bacterial load in the lungs of VAP-Ab and Pa
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Bacterial load in the lung of mice with VAP-Ab (A} and VAP-Pa (B) are
shown. Dunnett's multiple comparisons test is performed. A P value <
0.05 is considered statistically significant. Five mice per group were
used. ** P < 0.01, *** P < 0.001, *™** P < 0.0001.

Conclusion:  The efficacy of CFDC against VAP-Ab and Pa were demonstrated
in this study. Although 90% free TAM was required for bactericidal effect, CFDC was
shown to be effective against carbapenem-resistant Gram-negative pathogens at the
recommended clinical dosing regimen.
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Background. Pulmonary infections caused by Nontuberculous Mycobacteria
(NTM) are increasing in prevalence and are associated with high mortality and mor-
bidity. Members of the Mycobacterium avium complex (MAGC; primarily M. avium
and M. intracellulare) and M. abscessus are most commonly associated with NTM pul-
monary disease. Treatment options are limited and new agents with potent activity
are needed. In this study, the activity of SPR719, a novel aminobenzimidazole, against
NTM is reported.
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