p=0.051) and antimicrobial resistant rates were higher in group A. Mechanical ven-
tilators (21.0% vs. 36.5%, p=0.030) was more associated with group B. Concordances
of initial antibiotics (57.5% vs. 92.1%, p=0.001) were more observed in group
B. Biofilm formation and infection related 30-day mortality showed no differences
between the two groups.

Conclusion. Contrary to our expectations, hypervirulent K. pneumo-
niae was more associated with community-acquired pneumonia in this study.
Compared to classic K. pneumoniae, hypervirulent K. pneumoniae showed more
association with severe pneumonia and less association with underlying dis-
eases. In respiratory infection, biofilm formation was not different according to
hypermucoviscousity.

Disclosures.  All Authors: No reported disclosures
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Background. Hospital-acquired and ventilator-associated pneumonia (HAP/VAP)
cause significant morbidity and mortality. Guidelines recommend broad-spectrum em-
piric antibiotic therapy, including treatment for Pseudomonas aeruginosa (PSAR) and
methicillin-resistant Staphylococcus aureus (MRSA), followed by de-escalation (DE).
This study sought to assess the impact of DE on treatment failure.

Methods. 'This single-center retrospective cohort study screened all adult
patients with a discharge diagnosis code for pneumonia from 2016-2019. Patients
were enrolled if they met pre-defined criteria for HAP/VAP >48 hours after admis-
sion. Date of pneumonia diagnosis was defined as day 0. Spectrum scores were calcu-
lated, and DE was defined as a score reduction on day 3 versus day 1. Patients with DE
were compared to patients with no de-escalation (NDE). Data were compared using
chi-square, Mann-Whitney U, or T-tests. The primary outcome was composite treat-
ment failure, defined as all-cause mortality or re-admission for pneumonia within
30 days of diagnosis, analyzed using a Cox proportional hazards analysis to control
for confounding variables.

Figure 1. Study Schematic
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Table 1. Spectrum Score Assignment

Oxacillin 1 Sulfamethoxazole-trimethoprim 4 Cefepime 7
Dicloxacillin 1, Telavancin 5 Ciprofloxacin 7
Amoxicillin L3 Gentamicin 5 Ceftaroline 7
Ampicillin 1.5 Ceftri 5 C 8
Cephalexin 2 5 [ 8
Metronidazole 2 6 ipe 8
Penicillin 2 Colistin 6 Levofloxacin &
Aztreonam 3 Doxycycline 6 Ertapenem 9
Cefazolin 3 Amikacin 6 Moxifloxacin S
Cefdinir 3 Tobramycin 6 Meropenem 10
Azithromycin 3 i 6 borbactam 11
Clindamycin 4 Ampicillin-sulbactam 6 Imipenem 11
Ceftazidime 4 Linezolid 6 Tigecycline 13

Results.  Of 11860 admissions screened, 1812 unique patient-admissions were
included (1102 HAP, 710 VAP). Fewer patients received DE (876 DE vs. 1026 NDE).
Groups were well-matched at baseline, although more patients receiving DE had re-
spiratory cultures ordered (56.6% vs. 50.6%, P=0.011). Patients receiving DE expe-
rienced a 65% and 44% reduction in anti-MRSA and anti-PSAR therapies by day
3, respectively. There was no difference in composite treatment failure (35.0% DE
vs. 33.8% NDE, P=0.604). DE was not associated with treatment failure on Cox
multivariate regression analysis (HR 1.13, 95% CI 0.97-1.33, P=0.149). Patients
receiving DE had fewer antimicrobial days (median 9 vs. 11, P< 0.0001), episodes of
Clostridioides difficile (2.2% vs. 3.8%, P=0.046), and days of hospitalization (median
20 vs. 22 days, P=0.006).

Figure 2: Median Spectrum Scores (SS) Days 0 to 28
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Table 2: Cox Regression Analysis
Factors Associated with 30-Day Composite Treatment Failure

Variable Hazard Ratio  95% Confidence Interval p-value

De-escalation 1.13 0.96-1.33 0.155
Modified APACHE Il score 1.02 1.01-1.04 0.009
Charlson Comorbidity Index 1.14 1.14:1:47. <0.001
Ventilated HAP 134 1.07-1.67 0.011
Septic Shock 1.67 1.39-2.01 <0.001
Leukemia 1.50 1.18-1.90 0.001
Co-infection 0.77 0.65-0.91 0.002
Ventilated

Day 0 1.80 1.32-2.45 <0.001

Day 1 0.87 0.60-1.27 0.474

Day 2 117 0.78-1.77 0.450

Day 3 0.62 0.44-0.86 0.004
Number of vasopressors

Day 0 0.98 0.84-1.15 0.808

Day1 0.94 0.77-1.15 0.537

Day 2 1.15 0.93-1.43 0.194

Day 3 1.18 0.98-1.41 0.083
Positive respiratory culture for likely pathogen 1.23 1.02-1.48 0.027
Immunosuppressive medications 0.83 0.65-1.06 0.140
Anti-MRSA antibiotics on day 1 0.97 0.79-1.21 0.822
Anti-PSAR antibiotics on day 1 1.39 1.00-1.95 0.054

Conclusion. DE and NDE resulted in similar rates of composite treatment failure
at 30 days; however, DE was associated with fewer antimicrobial days, episodes of
C. difficile, and days of hospitalization. Spectrum scores can objectively identify DE,
but further studies are needed to fully understand their utility in this context.

Disclosures. Tamara Krekel, PharmD, BCPS, BCIDP, Merck (Speaker’s
Bureau) David J. Ritchie, PharmD, BCPS (AQ-ID), AbbVie (Speaker’s Bureau)Merck
(Speaker’s Bureau)
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Background. Lefamulin is a first-in-class, oral and IV pleuromutilin antibiotic
approved in the US, EU, and Canada for the treatment of community-acquired bac-
terial pneumonia (CABP) in adults. Lefamulin inhibits bacterial protein synthesis via
a unique mechanism of action and its potency against S. aureus has been well estab-
lished. We evaluated the in vitro activity of lefamulin against S. aureus from patients
with cystic fibrosis (CF).

Methods. Unique isolates (n=224) were collected from the lower respiratory tract
(LRT) of children (<17 years old) with CF and LRT infection. Organisms were from
qualified respiratory specimens and determined to be the probable cause of infection by
the participant center. The isolates were collected in 2018-2020 from 22 medical centers
in 11 countries and tested by broth microdilution methods at JMI Laboratories. Most
isolates were from the US (43.3%), Spain (24.1%), France (20.5%), and Costa Rica (7.1%).

Results.  Lefamulin was highly active against the CF S. aureus collection (MIC_, ,
0.06/0.12 mg/L), with 99.6% of isolates inhibited at <0.25 mg/L, consistent with
the susceptible [S] breakpoint published by the US FDA, CLSI, and EUCAST. Only
1 lefamulin-non-S (MIC, 1 mg/L) isolate was observed, a methicillin-susceptible
(MSSA) collected in Costa Rica in 2018 and carrying a vga(A) gene. Lefamulin retained
potent activity against methicillin-resistant (R) S. aureus (MRSA, n=52; MICSWG,
0.06/0.12 mg/L), azithromycin-R (n=115 MIC,,, 0.06/0.12 mg/L), levofloxacin-R
(n=23; MIC, ., 0.06/0.12 mg/L), clindamycin-R (n=11; MIC, ., 0.06/0.12 mg/L), and
gentamicin-R (n=9; MIC range of 0.03-0.12 mg/L) isolates as well as those isolates with
multiple resistance phenotypes. Against MRSA, susceptibility to azithromycin was
23.5% and to levofloxacin 64.7%. All isolates were susceptible to vancomycin, linezolid
and ceftaroline (Table). Among isolates from the US (n=97), the MRSA rate was 30.9%
and all isolates were Lefamulin-S (MIC_,, 0.06/0.12 mg/L).
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