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ABSTRACT Our objective was to describe the prescribing practices, clinical char-
acteristics, and outcomes of patients treated with ceftolozane-tazobactam (C/T)
for multidrug-resistant (MDR) Gram-negative infections. This was a multicenter,
retrospective, cohort study at eight U.S. medical centers (2015 to 2019). Inclusion
criteria were age =18 years and receipt of C/T (=72 hours) for suspected or con-
firmed MDR Gram-negative infection. The primary efficacy outcome, evaluated
among patients with MDR Pseudomonas aeruginosa infections, was composite
clinical failure, namely, 30-day all-cause mortality, 30-day recurrence, and/or fail-
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Jorgensen et al.

seudomonas aeruginosa is a leading cause of health care-associated infections,

particularly among critically ill and immunocompromised patients (1, 2). Treatment
of these infections is challenging due to the pathogen’s diverse arsenal of virulence
factors, intrinsic antimicrobial resistance, and ability to acquire a variety of resistance
determinants (3). Furthermore, remaining antibiotics with preserved activity against
multidrug-resistant (MDR) strains are limited by unfavorable pharmacokinetics and/or
toxicity (4-6). The high morbidity and mortality associated with infections caused by
MDR P. aeruginosa are due, in part, to the paucity of safe and effective treatment
options and attest to the need for new therapeutic strategies (2, 7).

Ceftolozane-tazobactam (C/T) is a combination antibiotic consisting of a novel
oxyimino-aminothiazolyl cephalosporin and a well-established beta-lactamase in-
hibitor (8, 9). It has in vitro antipseudomonal activity against isolates with the MDR
phenotype (8, 10). It is also active against some extended-spectrum beta-lactamase
(ESBL)-producing Enterobacterales; activity against other problem Enterobacterales
(i.e., AmpC derepressed and carbapenemase producing) is more limited (11). Labeled
indications include complicated intra-abdominal infections (clAls), complicated urinary
tract infection (cUTIs), and, most recently, hospital-acquired or ventilator-associated
bacterial pneumonia (HAP/VAP) (1). The clinical studies leading to the initial approval
of C/T included few patients infected with MDR bacteria even though this is the
population for whom it can fill an unmet medical need (12-14). Generalizing results
from noninferiority studies conducted in patients infected with susceptible pathogens
to patients with MDR infections is problematic (15). Those infected with resistant
bacteria are typically older, have a higher burden of comorbidities, and are more
critically ill (15, 16). These factors influence the effectiveness of antibiotics independent
of microbiological activity, and recent history has reminded us that in vitro activity does
not always reflect direct patient benefits (i.e., delafloxacin for uncomplicated gonor-
rhea, tigecycline for bacteremia/HAP, ceftobiprole for VAP, and daptomycin for pneu-
monia) (15, 17-20). In addition, the majority of patients in registry studies were
recruited from sites in Eastern Europe where standards of care may differ from those in
the United States (12, 13). Published data on the use of C/T for the treatment of MDR
infections is slowly accumulating in the form of case reports, case series. and uncon-
trolled retrospective cohort studies (21-26). We sought to add to these data and
describe the prescribing practices, clinical characteristics, microbiology, and outcomes
of a large cohort of U.S. patients treated with C/T for confirmed or suspected MDR
Gram-negative bacterial infections.

RESULTS

Patient characteristics. In total, 259 patients were included. A description of
baseline demographic and clinical characteristics is shown in Table 1. Overall, the study
cohort represented an elderly population (median age, 62; interquartile range [IQR], 49
to 72 years; =65 years, 40.9%) with high prevalences of diabetes mellitus (42.1%) and
chronic obstructive pulmonary disease (COPD; 21.6%). The majority of patients (55.2%)
had a history of colonization or infection with an MDR pathogen within the past year
and 73.7% and 68.3% had a recent (90 day) hospitalization or systemic antibiotic
exposure, respectively. Many patients had a high severity of illness at infection onset,
with 50.6% residing in the intensive care unit (ICU) and a median (IQR) APACHE Il score
of 21 (12 to 27).

Infection characteristics. The majority of infections (62.2%) were hospital acquired
with the median (IQR) time from admission to infection onset of 5 (1 to 16) days. C/T
was most commonly used to treat respiratory tract infections (62.9%), followed by skin
and soft tissue (10.9%) and urinary tract (10.0%) infections (Table 2). Blood cultures
were positive in eight (3.1%) patients (four with primary bacteremia, three with a
respiratory tract infection, and one with a skin infection). A total of 384 isolates were
cultured from 259 patients, including P. aeruginosa in 236 (91.1%) patients and Entero-
bacterales in 60 (23.2%). Over one-third (35.1%) of cultures were polymicrobial, while 19
(7.3%) patients had negative cultures or cultures were not obtained. All patients
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TABLE 1 Demographic and clinical characteristics?

Values® for:

Patients with MDR
Total cohort  Pseudomonas aeruginosa

Characteristic (n = 259) (n = 226)
Age (yr) 62 (52-72) 62 (53, 72)
Age =65 yr 106 (40.9) 92 (40.7)
Male sex 167 (64.5) 142 (62.8)
Race
African American 122 (47.1) 116 (51.3)
Caucasian 96 (37.1) 78 (34.5)
Latino 15 (5.8) 11 (4.9)
Other 26 (10.0) 21 (0.3)
BMI 27 (22-32) 26 (22-32)
Obese (BMI, =30 kg/m?) 84 (32.4) 73 (32.3)
Underweight (BMI, <18.5 kg/m?) 29 (11.2) 26 (11.5)
Estimated CrCl (ml/min)< 78 (45-129) 78 (45-128)
CrCl, >50 ml/min 172 (66.4) 149 (65.9)
CrCl, 30-50 ml/min 41 (15.8) 35 (15.5)
CrCl, 15-29 ml/min 21 (8.1) 20 (8.8)
CrCl, <15 ml/min 4 (1.5) 4 (1.8)
Hemodialysis 21 (8.1) 18 (8.0)
Residence prior to admission
Community 124 (47.9) 104 (46.0)
Skilled nursing facility 83 (32.0) 80 (35.4)
Long-term acute care hospital 4 (1.5) 3(1.3)
Inpatient rehabilitation facility 8 (3.1) 7 (3.1)
Transferred from outside hospital 40 (15.4) 32 (14.2)
Comorbid conditions
Diabetes 109 (42.1) 97 (42.9)
Heart Failure 51 (19.7) 46 (20.4)
COPD 56 (21.6) 51 (22.6)
Malignancy 24 (9.3) 22 (9.7)
Liver disease 18 (6.9) 15 (6.6)
Charlson comorbidity index score 3 (2-5) 4 (2-5)
Charlson comorbidity index score, >4 90 (34.7) 82 (36.3)
Immunocompromised 23 (8.9) 18 (8.0)
MDR infection or colonization within 1 yr 143 (55.2) 129 (57.1)
Recent antibiotic exposure (=24 h within 90 days) 191 (73.7) 173 (76.5)
Recent hospitalization (=48 h within 90 days) 177 (68.3) 156 (69.0)
Recent surgery (within 30 days) 39 (15.1) 31 (13.7)
ICU at index culture 131 (50.6) 117 (51.8)
SOFA score 5 (2-8) 5 (3-8)
APACHE Il score 21 (12-27) 21 (14-28)

9APACHE, Acute Physiological and Chronic Health Evaluation; BMI, body mass index; COPD, chronic
obstructive pulmonary disease; CrCl, creatinine clearance; ICU, intensive care unit; LTAC, long-term acute
care hospital; MDR, multidrug resistant; SOFA, sequential organ failure assessment.

bAll values represent n (%) or median (interquartile range).

Estimated by using the Cockroft Gault equation (46); creatinine measured within 24 h of first dose of
ceftolozane-tazobactam.

without a positive culture had a history of MDR or XDR P. aeruginosa infection(s). C/T
susceptibility testing was performed on 168 (71.2%) P. aeruginosa isolates; 88.7% were
susceptible. Among MDR (n = 167) and XDR (n = 74) strains tested, C/T susceptibility
rates were 88.6% and 83.8%, respectively. A complete P. aeruginosa antibiogram is
shown in Supplementary Appendix 1.

Infection management. A summary of infection management is shown in Table 3.
Overall, 99.6% of patients received an infectious disease consult. C/T was initiated at a
median (IQR) of 84 (18 to 164) hours after the infectious disease consult. Source control
(e.g., abscess drainage, wound debridement, and line removal) was pursued in 73.8%
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TABLE 2 Infection characteristics

Characteristic@

Values? for:

Total cohort
(n = 259)

Patients with MDR
Pseudomonas aeruginosa
(n = 226)

Hospital-acquired infection
Hours from admission to culture collection

Infection source
Primary bacteremia
Respiratory
Ventilator-associated pneumonia
Intra-abdominal

Skin and soft tissue
Osteoarticular
Urine
Prosthetic device
Intravenous catheter
Other

Positive blood cultures

Enterobacterales
Klebsiella pneumonia
Ceftriaxone resistant
K. oxytoca
Escherichia coli
Ceftriaxone resistant
Enterobacter spp.
Proteus mirabilis
Ceftriaxone resistant
Citrobacter spp.
Serratia marcescens
Providentia stuarti
Ceftriaxone resistant
Morganella morganii
Pseudomonas spp.
P. aeruginosa
MDR
XDR
Acinetobacter spp.
Stenotrophomonas maltophilia
Achromobacter xylosoxidans
Gram-positive

Polymicrobial infection
P. aeruginosa C/T MIC (mg/liter) (n)

MICso
MICy,

161 (62.2)
111 (21-376)

4 (1.5)

163 (62.9)
96/163 (58.9)
18 (6.9)

28 (10.8)
15 (5.8)
26 (10.0)
1(0.4)

2 (0.8)
1(0.4)

8 (3.1)

13 (5.0)
10/13 (76.9)
4 (1.5)

17 (6.6)
11/17 (64.7)
5(1.9)

14 (5.4)
2/14 (14.3)
3(1.2)
5(1.9)

13 (5.0)
6/13 (46.2)
1(0.4)
239 (92.3)
236 (91.1)
226 (87.3)
89 (34.4)
12 (4.6)

6 (2.3)
3(1.2)

49 (18.9)

91 (35.1)
126

1
4

142 (62.8)
129 (21-384)

4(1.8)

149 (65.9)
89/149 (59.7)
11 (4.9

27 (11.9)
10 (4.4)
21 (9.3)
1 (0.4)
2 (0.9)
1 (0.4)

8 (3.5)

10 (4.4)
8/10 (80)
2 (0.9)

10 (4.4)
7/10 (70)
4 (1.8)

13 (5.8)
2/13 (15.4)
3(1.3)
5(2.2)

13 (5.8)
5/13 (38.5)
1 (0.4)

89 (39.4)
10 (4.4)
6 (2.7)
3(1.3)
42 (18.6)

82 (36.3)
125

1
8

aMDR, multidrug resistant; XDR, extensively drug resistant.
PAll values represent n (%) or median (interquartile range).

of patients with infections potentially amendable to source control (n = 80). The
median time from culture collection to C/T initiation was 87 (51 to 139) hours. Among
patients with a positive culture (n = 250), 86 (34.4%) received in vitro-active antibiotic
therapy prior to C/T, most commonly with an aminoglycoside (n =31, 12.4%). The
median time to active antibiotic therapy was 50 (7 to 94) hours. High-dose C/T was used
in 165 (63.7%) patients, including 116 (71.2%) with a respiratory tract infection. The C/T
dose was renally adjusted in 79 (30.5%) patients. Among patients with a respiratory
tract infection who had their dose adjusted for impaired kidney function (n = 48), only
19 (39.6%) received renally adjusted high-dose C/T, while the remainder were poten-
tially underdosed. Combination IV antibiotic therapy was used in 64 (24.7%) patients,
most commonly with an aminoglycoside (18.1%). Among patients with a respiratory
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TABLE 3 Treatment information

Values? for:
Patients with MDR
Total cohort Pseudomonas aeruginosa

Parameter? (n = 259) (n = 226)

Infectious disease consult 258 (99.6) 226 (100.0)

Surgical consult 62 (23.9) 51 (22.6)

Source control in patients with infection amendable to source control 59/80 (73.8) 47/63 (74.6)

Active antibiotic(s) before C/T 86 (34.4)° 72 (31.9)

Time to active antibiotic(s) (h) 50 (0-94)c 54 (0-94)

Active antibiotic(s) within 48 h 123 (49.2)c 104 (46.0)

Time to C/T (h) 85 (49-139) 84 (51-127)

C/T within 48 h 63 (24.3) 51 (22.6)

C/T dose
High dose (3 g every 8 h) 165 (63.7) 143 (63.3)
Respiratory source 116/163 (71.2) 105/149 (70.5)
Standard dose (1.5 g every 8 h) 94 (36.3) 83 (36.7)
Renal dose adjustment 79 (30.5) 69 (30.5)

C/T IV combination therapy 64 (24.7) 58 (25.7)
Aminoglycoside 47 (18.1) 45 (19.9)
Colistin-polymyxin B 11 (4.2) 10 (4.4)
Fluoroquinolone 10 (3.9) 6 (2.7)

Inhaled antibiotic therapy in patients with a respiratory tract infection? 48/163 (29.4) 44/149 (29.5)

C/T duration (days) 10 (6-15) 10 (6-15)

aAll values represent number (%) or median (interquartile range).
bC/T, ceftolozane-tazobactam; MDR, multidrug-resistant.
Evaluated in patients with a positive culture only, n = 250.
dInhaled tobramycin or colistin.

tract infection, 48 (29.4%) received adjuvant therapy with inhalation tobramycin or
colistin. The median (IQR) duration of C/T was 10 (6 to 15) days.

Outcomes. Patient outcomes are displayed in Table 4. Overall, composite clinical
failure and 30-day mortality occurred in 85 (37.6%) and 39 (17.3%) patients in the
primary efficacy population (MDR P. aeruginosa infections), respectively. Among pa-
tients originally admitted from home (n = 104), 36.5% and 7.7% required new nursing
home placement or inpatient rehabilitation following discharge, respectively. By
source, the highest rates of clinical failure and 30-day mortality were recorded in
patients with a respiratory tract infection (45.0% and 24.2%), while the lowest rates
were in patients with a urinary tract infection (9.5% and 4.8%). Outcomes were similar
in patients with MDR P. aeruginosa infections confirmed to be C/T susceptible (Table 4).
On bivariate analysis, additional variables associated with higher clinical failure in-
cluded (Supplementary Appendix 2 and 3) the following: older age, CrCl of =30 ml/min
or on hemodialysis, chronic obstructive pulmonary disease, hospital-acquired infection,
respiratory tract infection, ICU at infection onset, sequential organ failure assessment
(SOFA) score, APACHE Il score, and C/T renal dose adjustment. The impact of renal dose
adjustment on clinical failure was most pronounced in patients with a respiratory tract
infection (OR, 3.409; 95% Cl, 1.627 to 7.142). Early active antibiotic therapy, early C/T,
high-dose C/T, and combination antibiotic therapy did not impact clinical failure rates
in the overall efficacy population or among patients with an MDR P. aeruginosa
respiratory tract infection (Supplementary Appendix 2 and 3). The final multivariable
logistic regression models for clinical failure in the primary efficacy population and in
patients with MDR P. aeruginosa infections confirmed to be susceptible to C/T are
shown in Table 5. Hospital-acquired infection and higher APACHE Il score were the
independent predictors of clinical failure in both models, while CrCl of <30 ml/min or
receipt of hemodialysis remained an explanatory variable in the primary efficacy
population, and older age was an additional independent predictor in the subgroup
analysis restricted to patients with C/T-susceptible MDR P. aeruginosa infections.
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TABLE 4 Effectiveness outcomes?

Values? for patients with:

C/T-susceptible MDR

MDR Pseudomonas aeruginosa Pseudomonas aeruginosa
Parameter (n = 226) (n = 148)
Discharge disposition
Home 51 (22.6) 31 (20.9)
Skilled nursing facility/LTAC 107 (47.3) 73 (49.3)
Inpatient rehabilitation facility 16 (7.1) 9 (6.1)
Hospice 13 (5.8) 10 (6.8)
In-hospital mortality 39 (17.3) 25 (16.9)
Discharge disposition among patients admitted from home (n) 104 57
Home 38 (36.5) 20 (35.1)4
Skilled nursing facility/LTAC 38 (36.5)¢ 24 (42.1)9
Inpatient rehabilitation facility 8 (7.7)c 2 (3.5)4
Hospice 4 (3.8)c 3 (5.3)4
In-hospital mortality 16 (15.4)c 8 (14.0)4
Composite clinical failure 85 (37.6) 61 (41.2)
30-day mortality 39 (17.3) 28 (18.9)
30-day recurrence 31 (13.7) 18 (12.2)
Worsen or failure to improve while on C/T 49 (21.7) 39 (26.4)
Development of C/T resistance 3 (6.8)¢ 3 (9.7)f
Length of stay (days) 27 (15-51) 25 (14-54)

aAll values represent number (%) or median (interquartile range).

PALT, alanine aminotransferase; AST, aspartate aminotransferase; C/T, ceftolozane-tazobactam; LTAC, long-term acute care; MDR, multidrug resistant.
cn = 104, patients admitted from home only.

dn = 57, patients admitted from home only.

en = 44, evaluated in patients with follow-up cultures.

n = 31, evaluated in patients with follow-up cultures.

Follow-up cultures were available for 31 (20.9%) patients with MDR P. aeruginosa
infections that were susceptible to C/T at baseline. Follow-up cultures were obtained
more frequently in patients who experienced clinical failure than those who did not
(29.5% versus 14.9%, P = 0.032). The development of new C/T resistance among MDR
P. aeruginosa isolates was documented in 3 patients (9.7%) at 3, 7, and 8 days after C/T
initiation. Two patients had VAP (one with bilateral necrotizing infection) and were
treated with high-dose C/T. The third patient to develop resistance had necrotizing
fasciitis and was treated with standard-dose C/T. No patients among this group
received combination therapy. Two of the three patients had worsening signs and
symptoms of infection at the time resistance was documented. Resistance was detected

TABLE 5 Multivariable logistic regression models for clinical failurec

Variable according to: Adjusted odds ratio (95% Cl) P value
Primary efficacy population (MDR Pseudomonas aeruginosa infection) (n = 226)°
Hospital-acquired infection 2472 (1.322-4.625) 0.005
APACHE Il score¢ 1.068 (1.031-1.106) <0.001
CrCl, <30 ml/min or receipt of hemodialysis 1.954 (0.945-4.040) 0.071
Patients with C/T susceptible MDR P. aeruginosa infections (n = 148)4
Hospital-acquired infection 2.650 (1.212-5.795) 0.015
APACHE Il score¢ 1.064 (1.016-1.114) 0.009
Agee 1.028 (1.001-1.056) 0.040

9APACHE, Acute Physiological and Chronic Health Evaluation; Cl, confidence interval; COPD, chronic obstructive pulmonary diseases; CrCl, creatinine clearance; C/T,
ceftolozane-tazobactam; ICU, intensive care unit; MDRO, multidrug-resistant organism; SOFA, sequential organ failure assessment.

bVariables considered for model entry were age, CrCl of <30 ml/min or receipt of hemodialysis, COPD, Charlson comorbidity index, infection source, monomicrobial
infection, APACHE Il score, SOFA score, ICU at infection onset, hospital-acquired infection, and C/T renal dose adjustment.

cPer one unit increase in score.

d\/ariables considered for model entry were age, CrCl of <30 ml/min or receipt of hemodialysis, COPD, infection source, infection or colonization with an MDRO within
1 year, APACHE Il score, SOFA score, ICU at infection onset, hospital-acquired infection, and C/T renal dose adjustment.

€Per 1-yr increase in age.
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TABLE 6 Safety outcomes for total cohort?

Outcome No. (%)
Acute kidney injury® 9 (3.8
Clostridioides difficile infection 13 (5.0)
Hepatotoxicity 1(0.4)
Central nervous system side effects (encephalopathy) 2 (0.8)
Gastrointestinal adverse effects 2 (0.8)
an = 259.

bn = 238, patients receiving hemodialysis excluded.

by disk diffusion in two patients and by Etest in one patient (initial C/T MIC, 3 mg/liter;
day 3 MIC, 128 mg/liter).

With regard to safety, a total of 27 adverse events occurred in 25 patients (9.7%)
(Table 6). Nine patients developed acute kidney injury (AKI) while receiving C/T; all of
these patients were receiving concomitant nephrotoxic agents around the time of the
event. In particular, 7 (12.7%) patients who received C/T combination therapy with an
aminoglycoside or a polymyxin experienced AKI compared to 2 (1.0%) who did not
receive either of these antibiotic classes (P < 0.001). Thirteen patients (5.0%) developed
Clostridioides difficile-associated diarrhea (two received C/T combination therapy and
eight received high-dose C/T). Two patients experienced possible C/T-associated en-
cephalopathy (decreased mentation and confirmed by electroencephalogram). One of
these patients received high-dose C/T (CrCl, 65 ml/min) and the other received
standard-dose C/T adjusted for hemodialysis. Both patients had other contributing
factors. Hepatotoxicity occurred in one patient and gastrointestinal (Gl) intolerance
(nausea and vomiting diarrhea) occurred in two.

DISCUSSION

Registration studies conducted for drug approval give information about the effi-
cacy and safety of a drug under ideal conditions in patient populations that may be
very different from those we care for in everyday clinical practice (27). Real-world
studies are, therefore, necessary and complementary to ensure that the results seen in
registration studies actually translate into benefits for our patients (27). This is partic-
ularly relevant for new antibiotics, such as C/T, that are brought to market under the
FDA accelerated approval program. Under this program, antibiotics with a novel
mechanism of action or structural alteration that confer an expanded spectrum of
antimicrobial activity may be granted regulatory approval on the basis of noninferiority
to the current standard of care in patients who have other treatment options (i.e., not
restricted or required to include resistant isolates) (28, 29). Extrapolating results from
noninferiority studies to patients in whom the control intervention would not be
effective is difficult (15). In the present study, we, therefore, sought to augment data
from these studies by evaluating C/T patterns of use, effectiveness, and adverse effects
in routine clinical practice using a cohort of patients from a diverse range of academic
and community medical centers across the United States. Patients enrolled in the
present study represent a population that has been underrepresented in C/T random-
ized controlled trials (RCTs). Our patients were older, had multiple comorbidities, and
had extensive prior health care and antibiotic exposures, and over 40% of them resided
in the ICU at infection onset. P. aeruginosa was isolated from over 90% of patients, and
the vast majority (95.8%) were MDR strains. Approximately one in four patients received
combination antibiotic therapy, which was prohibited in RCTs, and many patients
received doses that differed from the current FDA-approved doses.

With regard to the last point, approximately 70% of patients with a respiratory tract
infection in our study received high-dose C/T. The FDA approval for the HAP/VAP
indication, along with the modified dosing recommendations, came shortly after our
study closed. We infer that the use of higher C/T doses was based on pharmacokinetic/
pharmacodynamic data published in 2016 suggesting 3 grams every 8 hours may
improve the probability of target attainment within epithelial lining fluid (30). The
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recommended C/T doses for HAP/VAP are also 2- and 3-fold greater than for the former
indications in patients with CrCl of <50 ml/min and those receiving intermittent
hemodialysis, respectively. However, the appropriate renally adjusted high-dose C/T
was only used in 39.6% of patients with a respiratory tract infection who had their C/T
dose renally adjusted. The higher rate of clinical failure observed in patients with renal
impairment highlights the importance of dose optimization in this setting.

These observations also call attention to the potential tradeoffs of initial accelerated
antibiotic approval based on indications that are not reflective of the medical need the
antibiotic is targeted to meet. That is, antipseudomonal drugs are rarely indicated for
cUTls and clAls. On the other hand, P. aeruginosa is one of the primary pathogens
responsible for HAP/VAP, and not surprisingly, respiratory tract infections have been
the most common C/T indication in postapproval observational studies to date, includ-
ing the present study (12, 13, 21, 23-26). The C/T HAP/VAP approval, along with a
modified dosing recommendation, came nearly 5 years after initial approval (1).

Although C/T was mostly used for off-label indications in this study, it clearly
addressed an unmet need in our patients. As noted previously, the vast majority of
patients received C/T to treat P. geruginosa infections, with 95.8% demonstrating the
MDR phenotype. All patients without a positive culture also had a history of MDR or
XDR P. aeruginosa infections. In agreement with previous surveillance data (8, 11), C/T
was active against 88.7% of these highly resistant P. aeruginosa isolates. The only agent
with greater in vitro activity was amikacin, which is not recommended for monotherapy
in respiratory tract infections due to inferior clinical outcome versus beta-lactams,
which is likely related to poor pulmonary penetration and diminished antibacterial
activity in the acidic pneumonic airways (6, 31, 32). Aminoglycosides are also challeng-
ing to use in elderly patients, with a high burden of comorbidity and preexisting organ
impairment, such as those in this study.

Although it is difficult to make comparisons across studies due to differences in
study design and case mix, the rates of clinical failure (37.6%) and 30-day mortality
(17.3%) in the present study are broadly comparable to previous observational studies
describing the use of C/T for MDR P. geruginosa infections and suggest meaningful
progress for patients compared with historical controls (16, 21-25). Clinical outcomes
among patients with a respiratory tract infection in this study were remarkably similar
to those reported for the recently completed ASPECT-NP study, a randomized con-
trolled phase 3 study comparing C/T to meropenem in patients with ventilated
nosocomial pneumonia (14). In this RCT, 28-day mortality in the intention-to-treat
population randomized to C/T was 24.0% (compared to 24.2% for 30-day mortality in
the present study) (14). Although less than 5% of patients in the ASPECT-NP study were
infected with MDR P. aeruginosa, the comparison suggests that patients in routine
clinical practice are achieving expected outcomes. However, the fact that less than 40%
of patients in our study originally admitted from home were discharged directly home
again is a sobering reminder that there is still much work to be done to return patients
to their baseline state of health after surviving a serious infection.

It is notable that in this study C/T was used earlier in the course of the infection
(median, 85 h after infection onset) than earlier observational studies where C/T was
often reserved for salvage therapy (21, 23). This may suggest that clinical laboratories
are streamlining the C/T susceptibility testing process and is a positive signal consid-
ering that a number of studies have shown that the treatment of serious infections is
time sensitive with negative consequences for delays in appropriate therapy (33-36).

P. aeruginosa is remarkable for its ability to acquire new resistance mechanisms
under selective antibiotic pressure (3). Among patients with follow-up cultures in this
study, three (9.7%) isolates developed new C/T resistance as early as 3 days after C/T
initiation. Two of these patients showed signs and symptoms of worsening infection at
the time resistance was detected, suggesting it does impact outcomes. Moving for-
ward, it will be important to identify risk factors for resistance development and to
determine what strategies, if any, are preventative. No patients who developed C/T
resistance received combination therapy. Whether combination therapy could attenu-
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ate resistance development in some strains remains uncertain; however, it is clear that
combination therapy carries definite risks of more adverse effects, as seen in this study
and others (37, 38).

With regard to safety, our study provides important insights into potential C/T-
related toxicities in real-world patients with multiple underlying risk factors. It is notable
that all patients who experienced AKI on C/T were receiving other nephrotoxins and that
the use of concomitant aminoglycoside or polymyxin therapy was significantly more
common in these patients. This finding underscores the importance of limiting the admin-
istration of nephrotoxins whenever possible. Although we cannot exclude selection bias,
combination antibiotic therapy was not associated with improved effectiveness, suggesting
this common practice (approximately one in four patients in this study) should be recon-
sidered. The incidence of C. difficile infection in this study was over 16-fold higher than that
in the C/T phase 3 cUTI and clAl studies (3/1,015, 0.3% versus 13/259, 5.0%). It is not
surprising that RCTs underestimate this adverse effect given the risk differences of the
populations; in particular, 73% of patients in our study had recent antibiotic exposure,
which is typical for patients with MDR infections (12, 13, 16). To the best of our knowledge,
we are the first to report potential C/T-related encephalopathy in two patients. Neurotox-
icity has been reported with virtually all cephalosporins and can range from mild headache
and confusion to seizures (39). Consistent with the cases in this study, older age, higher
doses, and renal impairment have been identified as risk factors (39). Data regarding C/T
central nervous system (CNS) penetration have not yet been reported; however, the use of
C/T for the treatment of meningitis has been described (40, 41). Although there are a wide
spectrum of causes for CNS disturbances in patients with serious infections, our findings
suggest that C/T-associated CNS disturbances should be considered in the differential for
at-risk patients.

This study has important limitations. First, the study is subject to inherent biases and
limitations with its retrospective design. Treatment-related factors, such as the time from
infection onset to C/T initiation, C/T dose, and the use of combination therapy, were not
assigned randomly, and it is, therefore, difficult to determine how these factors affected
outcomes. Important information, such as the results of follow-up cultures, was available for
only a minority of patients. Follow-up testing in this study is reflective of real-world practice.
The fact that a greater proportion of patients who went on to experience clinical failure had
follow-up cultures collected suggests that the incidence of resistance development found
in this study (9.7%) may be an overestimate. Additionally, even though this represents the
largest study to date evaluating the use of C/T for MDR infections, the sample size was still
relatively small, limiting our ability to conduct meaningful subgroup analyses. We did not
include a contemporary control group, and although our results suggest improvements
over historical outcomes in patients with MDR P. aeruginosa infections, such comparisons
are fraught with limitations due to changes over time in referral patterns, diagnostic
modalities, ancillary care, and the underlying health of the population (42). Comparative
outcome research of newer antibiotics, preferably in the form of prospective RCTs, de-
signed, conducted, analyzed, and reported by independent groups without competing
interests, is desperately needed.

In conclusion, this study adds considerably to the growing body of literature
describing C/T treatment patterns and outcomes for MDR infections. Our study sug-
gests that C/T can be an effective antibiotic for patients with limited treatment options.
We describe hitherto unrecognized safety signals that may prompt increased vigilance
and earlier detection. This study also identifies patient groups at higher risk for poor
outcomes, such as those with renal impairment and critical illness, for whom continued
advancement is needed.

MATERIALS AND METHODS

Study design and population. This was a multicenter, retrospective, noncomparative cohort study
conducted at eight academic and community medical centers in the United States between 2015 and
2019. Inclusion criteria were the following: (i) age of =18 years and (ii) receipt of =72 hours of C/T for
suspected or confirmed MDR Gram-negative infection. For each patient, only the initial eligible C/T
treatment course during the study period was included.
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Ethics. Approval was obtained from each medical center’s institutional review board with a waiver
for informed consent.

Data collection and study definitions. Pharmacy records were screened for all patients who
received at least one dose of C/T during the study period. Relevant demographic, clinical, microbiolog-
ical, and treatment data were extracted from the electronic medical record and entered into a secure
online data collection form (43). Comorbidity burden was quantified using the Charlson comorbidity
score (44). The severity of illness at infection onset was assessed using the SOFA and APACHE Il scores
(28, 45). Infection onset was considered to be the time that the index culture was collected or, for patients
that did not have cultures collected, when signs and symptoms were first documented. Sources of infection
were based on available clinical, microbiological, and diagnostic data. The infection was considered hospital
acquired if the index culture was obtained greater than 48 h after admission (31). Bacterial identification and
antibiotic susceptibilities were performed at each center according to standard procedures. C/T susceptibility
was determined using disk diffusion or gradient strips, when available. MDR P. geruginosa was defined by
nonsusceptibility to at least one antibiotic in at least three classes that are typically active against wild-type
P. aeruginosa (29). Extensively drug resistant (XDR) was defined as nonsusceptible to at least one antibiotic in
all but two classes (29). Carbapenem-resistant Enterobacterales (CRE) was defined by current U.S. Centers for
Disease Control and Prevention (CDC) criteria (7). Standard- and high-doses were defined as 1.5 g of
intravenous (i.v.) C/T every 8 hours and 3 g of i.v. C/T every 8 hours, respectively, with dose adjustments for
renal impairment according to the manufacturer’'s recommendations (1). For the purposes of this study, C/T
combination therapy was defined as the receipt of a concomitant i.v. antipseudomonal antibiotic for =48
hours with C/T. Microbiological failure was defined as microbiologically confirmed recurrence after 7 days of
C/T therapy to the end of follow-up plus signs and symptoms of infection. Patients were followed for 30 days
after hospital discharge. Clinical failure was defined as a composite of all-cause 30-day mortality, microbio-
logical failure, and/or failure to resolve or improve signs and symptoms of infections during C/T therapy. Acute
kidney injury (AKI) was evaluated in patients not receiving hemodialysis at the start of C/T and was defined
as a serum creatinine increase of =0.5 mg/dl or 50% from baseline on two consecutive measurements while
on C/T and up to 72 h following the last dose. Hepatotoxicity was defined as previously described (14).

Statistical analysis. Baseline characteristics of the overall cohort and in the subgroup of patients
with MDR P. aeruginosa infections were evaluated using descriptive statistics; categorical data were
reported as counts and percentages, and continuous data were reported as medians and interquartile
ranges (IQRs). The primary efficacy outcome was composite clinical failure in patients from whom MDR
P. aeruginosa was isolated. An additional post hoc analysis was also conducted in patients with an MDR
P. aeruginosa isolate confirmed to be susceptible to C/T. Multivariable logistic regression analysis was
performed to identify independent predictors of clinical failure. Clinically relevant variables were selected
for model entry based on bivariate comparisons (P < 0.2) and biological plausibility. Some variables were
collapsed into single composite variables when the number of patients in subgroups was too small to
allow for meaningful analysis. The selected model was simplified based on the Akaike information
criterion (AIC) in backward fashion. Multicolinearity of candidate regression models was assessed via the
variance inflation factor, with values less than three considered acceptable. Secondary outcomes of
interest included individual components of the composite outcome, discharge disposition, emergence of
C/T resistance, and hospital length of stay. Safety outcomes were evaluated in the total cohort and
included AKI, dermatological reactions, gastrointestinal intolerance, cytopenias, central nervous system
disturbances, and Clostridioides difficile-associated diarrhea.

All analyses were performed using SPSS Statistics version 25.0 (IBM Corp., Armonk, NY) and SAS 9.4
Statistical Software (SAS Institute Inc., Cary, NC). A two-tailed P value less than 0.05 was statistically
significant.
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ACKNOWLEDGMENTS

This study was funded by an investigator-initiated grant from Merck.

The following authors disclose financial or other relationships relevant to the study:
MJR. (research support; consultant or speaker for Allergan, Melinta, Merck, Motif,
Nabriva, Paratek, Tetraphase, and Shionogi), J.R.R. (consulting agreements or is on the
speaker’s bureau with Allergan, Merck, Shinogi, Tetraphase, Melinta, and Paratek), S.L.D.
(consultant for Allergan, Spero, and Tetraphase), and S.J.E. (employee of T2 Biosystems).
All other authors have nothing to disclose.

Antimicrobial Agents and Chemotherapy

REFERENCES

1. Hirsch EB, Tam VH. 2010. Impact of multidrug-resistant Pseudomonas Department of Health and Human Services, Washington DC. https://www
aeruginosa infection on patient outcomes. Expert Rev Pharmacoecon .cdc.gov/drugresistance/pdf/ar-threats-2013-508.pdf.
Outcomes Res 10:441-451. https://doi.org/10.1586/erp.10.49. 3. Bonomo RA, Szabo D. 2006. Mechanisms of multidrug resistance in

2. U.S. Department of Health and Human Services, Centers for Disease Control Acinetobacter species and Pseudomonas aeruginosa. Clin Infect Dis
and Prevention. Antibiotic resistance threats in the United States, 2013. U.S. 43:549-556. https://doi.org/10.1086/504477.

April 2020 Volume 64 Issue 4 €02291-19

aac.asm.org 10


https://doi.org/10.1586/erp.10.49
https://www.cdc.gov/drugresistance/pdf/ar-threats-2013-508.pdf
https://www.cdc.gov/drugresistance/pdf/ar-threats-2013-508.pdf
https://doi.org/10.1086/504477
https://aac.asm.org

Clinical Use of Ceftolozane-Tazobactam

4.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

April 2020 Volume 64

Benattar YD, Omar M, Zusman O, Yahav D, Zak-Doron Y, Altunin S, Elbaz
M, Daitch V, Granot M, Leibovici L, Paul M. 2016. The effectiveness and
safety of high-dose colistin: prospective cohort study. Clin Infect Dis
63:1605-1612. https://doi.org/10.1093/cid/ciw684.

. Mingeot-Leclercq MP, Tulkens PM. 1999. Aminoglycosides: nephrotoxic-

ity. Antimicrob Agents Chemother 43:1003-1012. https://doi.org/10.1128/
AAC43.5.1003.

. Panidis D, Markantonis SL, Boutzouka E, Karatzas S, Baltopoulos G. 2005.

Penetration of gentamicin into the alveolar lining fluid of critically ill
patients with ventilator-associated pneumonia. Chest 128:545-552.
https://doi.org/10.1378/chest.128.2.545.

. Doi Y, Bonomo RA, Hooper DC, Kaye KS, Johnson JR, Clancy CJ, Thaden

JT, Stryjewski ME, van Duin D, Gram-Negative Committee of the Anti-
bacterial Resistance Leadership Group a. 2017. Gram-negative bacterial
infections: research priorities, accomplishments, and future directions of
the Antibacterial Resistance Leadership Group. Clin Infect Dis 64:
S30-S35. https://doi.org/10.1093/cid/ciw829.

. Farrell DJ, Flamm RK, Sader HS, Jones RN. 2013. Antimicrobial activity of

ceftolozane-tazobactam tested against Enterobacteriaceae and Pseu-
domonas aeruginosa with various resistance patterns isolated in U.S.
Hospitals (2011-2012). Antimicrob Agents Chemother 57:6305-6310.
https://doi.org/10.1128/AAC.01802-13.

. FDA. 2014. Zerbaxa (ceftolozane and tazobactam) for injection, for intrave-

nous use. Food and Drug Administration, Silver Spring, MD. https://www
.accessdata.fda.gov/drugsatfda_docs/label/2014/2068291bl.pdf.

Walkty A, Karlowsky JA, Adam H, Baxter M, Lagace-Wiens P, Hoban DJ,
Zhanel GG. 2013. In vitro activity of ceftolozane-tazobactam against
Pseudomonas aeruginosa isolates obtained from patients in Canadian
hospitals in the CANWARD study, 2007 to 2012. Antimicrob Agents
Chemother 57:5707-5709. https://doi.org/10.1128/AAC.01404-13.
Livermore DM, Mushtaq S, Meunier D, Hopkins KL, Hill R, Adkin R,
Chaudhry A, Pike R, Staves P, Woodford N, BSAC Resistance Surveillance
Standing Committee. 2017. Activity of ceftolozane/tazobactam against
surveillance and “problem” Enterobacteriaceae, Pseudomonas aerugi-
nosa and non-fermenters from the British Isles. J Antimicrob Chemother
72:2278-2289. https://doi.org/10.1093/jac/dkx136.

Solomkin J, Hershberger E, Miller B, Popejoy M, Friedland |, Steenbergen
J, Yoon M, Collins S, Yuan G, Barie PS, Eckmann C. 2015. Ceftolozane/
tazobactam plus metronidazole for complicated intra-abdominal infec-
tions in an era of multidrug resistance: results from a randomized,
double-blind, phase 3 trial (ASPECT-clAl). Clin Infect Dis 60:1462-1471.
https://doi.org/10.1093/cid/civ097.

Wagenlehner FM, Umeh O, Steenbergen J, Yuan G, Darouiche RO. 2015.
Ceftolozane-tazobactam compared with levofloxacin in the treatment of
complicated urinary-tract infections, including pyelonephritis: a ran-
domised, double-blind, phase 3 trial (ASPECT-cUTI). Lancet 385:
1949-1956. https://doi.org/10.1016/50140-6736(14)62220-0.

Aithal GP, Watkins PB, Andrade RJ, Larrey D, Molokhia M, Takikawa H,
Hunt CM, Wilke RA, Avigan M, Kaplowitz N, Bjornsson E, Daly AK. 2011.
Case definition and phenotype standardization in drug-induced liver
injury. Clin Pharmacol Ther 89:806-815. https://doi.org/10.1038/clpt
.2011.58.

Powers JH, Evans SR, Kesselheim AS. 2018. Studying new antibiotics for
multidrug resistant infections: are today’s patients paying for unproven
future benefits? BMJ 360:k587. https://doi.org/10.1136/bm;j.k587.

Tam VH, Rogers CA, Chang K-T, Weston JS, Caeiro J-P, Garey KW. 2010.
Impact of multidrug-resistant Pseudomonas aeruginosa bacteremia on
patient outcomes. Antimicrob Agents Chemother 54:3717-3722. https://
doi.org/10.1128/AAC.00207-10.

Hook EW, Golden MR, Taylor SN, Henry E, Tseng C, Workowski KA,
Swerdlow J, Nenninger A, Cammarata S. 2019. Efficacy and safety of
single-dose oral delafloxacin compared with intramuscular ceftriaxone
for uncomplicated gonorrhea treatment: an open-label, noninferiority,
phase 3, multicenter, randomized study. Sex Transm Dis 46:279-286.
https://doi.org/10.1097/0LQ.0000000000000971.

Pertel PE, Bernardo P, Fogarty C, Matthews P, Northland R, Benvenuto M,
Thorne GM, Luperchio SA, Arbeit RD, Alder J. 2008. Effects of prior
effective therapy on the efficacy of daptomycin and ceftriaxone for the
treatment of community-acquired pneumonia. Clin Infect Dis 46:
1142-1151. https://doi.org/10.1086/533441.

Prasad P, Sun J, Danner RL, Natanson C. 2012. Excess deaths associated
with tigecycline after approval based on noninferiority trials. Clin Infect
Dis 54:1699-1709. https://doi.org/10.1093/cid/cis270.

Awad SS, Rodriguez AH, Chuang Y-C, Marjanek Z, Pareigis AJ, Reis G,

Issue 4 €02291-19

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34,

Antimicrobial Agents and Chemotherapy

Scheeren TW, Sanchez AS, Zhou X, Saulay M, Engelhardt M. 2014. A
phase 3 randomized double-blind comparison of ceftobiprole medocaril
versus ceftazidime plus linezolid for the treatment of hospital-acquired
pneumonia. Clin Infect Dis 59:51-61. https://doi.org/10.1093/cid/ciu219.
Caston JJ, De la Torre A, Ruiz-Camps |, Sorli ML, Torres V, Torre-Cisneros
J. 2017. Salvage therapy with ceftolozane-tazobactam for multidrug-
resistant Pseudomonas aeruginosa infections. Antimicrob Agents Che-
mother 61:¢02136-16. https://doi.org/10.1128/AAC.02136-16.

Dietl B, Sdnchez |, Arcenillas P, Cuchi E, Gbmez L, Gonzéalez de Molina FJ,
Boix-Palop L, Nicolas J, Calbo E. 2018. Ceftolozane/tazobactam in the
treatment of osteomyelitis and skin and soft-tissue infections due to
extensively drug-resistant Pseudomonas aeruginosa: clinical and micro-
biological outcomes. Int J Antimicrob Agents 51:498-502. https://doi
.org/10.1016/j.ijantimicag.2017.11.003.

Gallagher JC, Satlin MJ, Elabor A, Saraiya N, McCreary EK, Molnar E,
El-Beyrouty C, Jones BM, Dixit D, Heil EL, Claeys KC, Hiles J, Vyas NM,
Bland CM, Suh J, Biason K, McCoy D, King MA, Richards L, Harrington N,
Guo Y, Chaudhry S, Lu X, Yu D. 2018. Ceftolozane-tazobactam for the
treatment of multidrug-resistant Pseudomonas aeruginosa infections: a
multicenter study. Open Forum Infect Dis 5:0fy280. https://doi.org/10
.1093/0fid/ofy280.

Haidar G, Philips NJ, Shields RK, Snyder D, Cheng S, Potoski BA, Doi Y,
Hao B, Press EG, Cooper VS, Clancy CJ, Nguyen MH. 2017. Ceftolozane-
tazobactam for the treatment of multidrug-resistant Pseudomonas
aeruginosa infections: clinical effectiveness and evolution of resistance.
Clin Infect Dis 65:110-120. https://doi.org/10.1093/cid/cix182.

Hakki M, Lewis JS, I1l. 2018. Ceftolozane-tazobactam therapy for
multidrug-resistant Pseudomonas aeruginosa infections in patients with
hematologic malignancies and hematopoietic-cell transplant recipients.
Infection 46:431-434. https://doi.org/10.1007/s15010-018-1125-5.
Munita JM, Aitken SL, Miller WR, Perez F, Rosa R, Shimose LA, Lichten-
berger PN, Abbo LM, Jain R, Nigo M, Wanger A, Araos R, Tran TT, Adachi
J, Rakita R, Shelburne S, Bonomo RA, Arias CA. 2017. Multicenter evalu-
ation of ceftolozane/tazobactam for serious infections caused by
carbapenem-resistant Pseudomonas aeruginosa. Clin Infect Dis 65:
158-161. https://doi.org/10.1093/cid/cix014.

Booth CM, Karim S, Mackillop WJ. 2019. Real-world data: towards achiev-
ing the achievable in cancer care. Nat Rev Clin Oncol 16:312-325.
https://doi.org/10.1038/541571-019-0167-7.

Vincent JL, Moreno R, Takala J, Willatts S, De Mendonca A, Bruining H,
Reinhart CK, Suter PM, Thijs LG. 1996. The SOFA (sepsis-related organ
failure assessment) score to describe organ dysfunction/failure. On be-
half of the Working Group on Sepsis-Related Problems of the European
Society of Intensive Care Medicine. Intensive Care Med 22:707-710.
https://doi.org/10.1007/bf01709751.

Magiorakos AP, Srinivasan A, Carey RB, Carmeli Y, Falagas ME, Giske CG,
Harbarth S, Hindler JF, Kahlmeter G, Olsson-Liljequist B, Paterson DL,
Rice LB, Stelling J, Struelens MJ, Vatopoulos A, Weber JT, Monnet DL.
2012. Multidrug-resistant, extensively drug-resistant and pandrug-
resistant bacteria: an international expert proposal for interim standard
definitions for acquired resistance. Clin Microbiol Infect 18:268-281.
https://doi.org/10.1111/j.1469-0691.2011.03570.X.

Xiao AJ, Miller BW, Huntington JA, Nicolau DP. 2016. Ceftolozane/
tazobactam pharmacokinetic/pharmacodynamic-derived dose justifica-
tion for phase 3 studies in patients with nosocomial pneumonia. J Clin
Pharmacol 56:56-66. https://doi.org/10.1002/jcph.566.

Kalil AC, Metersky ML, Klompas M, Muscedere J, Sweeney DA, Palmer LB,
Napolitano LM, O'Grady NP, Bartlett JG, Carratala J, El Solh AA, Ewig S,
Fey PD, File TM, Restrepo MI, Roberts JA, Waterer GW, Cruse P, Knight SL,
Brozek JL. 2016. Management of adults with hospital-acquired and
ventilator-associated pneumonia: 2016 clinical practice guidelines by
the Infectious Diseases Society of America and the American Thoracic
Society. Clin Infect Dis 63:e61-e111. https://doi.org/10.1093/cid/ciw353.
Bodem CR, Lampton LM, Miller DP, Tarka EF, Everett ED. 1983. Endo-
bronchial pH. Relevance of aminoglycoside activity in gram-negative
bacillary pneumonia. Am Rev Respir Dis 127:39-41. https://doi.org/10
.1164/arrd.1983.127.1.39.

Bonine NG, Berger A, Altincatal A, Wang R, Bhagnani T, Gillard P, Lodise
T. 2019. Impact of delayed appropriate antibiotic therapy on patient
outcomes by antibiotic resistance status from serious Gram-negative
bacterial infections. Am J Med Sci 357:103-110. https://doi.org/10.1016/
j.amjms.2018.11.009.

Seymour CW, Gesten F, Prescott HC, Friedrich ME, Iwashyna TJ, Phillips
GS, Lemeshow S, Osborn T, Terry KM, Levy MM. 2017. Time to treatment

aacasm.org 11


https://doi.org/10.1093/cid/ciw684
https://doi.org/10.1128/AAC.43.5.1003
https://doi.org/10.1128/AAC.43.5.1003
https://doi.org/10.1378/chest.128.2.545
https://doi.org/10.1093/cid/ciw829
https://doi.org/10.1128/AAC.01802-13
https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/206829lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/206829lbl.pdf
https://doi.org/10.1128/AAC.01404-13
https://doi.org/10.1093/jac/dkx136
https://doi.org/10.1093/cid/civ097
https://doi.org/10.1016/S0140-6736(14)62220-0
https://doi.org/10.1038/clpt.2011.58
https://doi.org/10.1038/clpt.2011.58
https://doi.org/10.1136/bmj.k587
https://doi.org/10.1128/AAC.00207-10
https://doi.org/10.1128/AAC.00207-10
https://doi.org/10.1097/OLQ.0000000000000971
https://doi.org/10.1086/533441
https://doi.org/10.1093/cid/cis270
https://doi.org/10.1093/cid/ciu219
https://doi.org/10.1128/AAC.02136-16
https://doi.org/10.1016/j.ijantimicag.2017.11.003
https://doi.org/10.1016/j.ijantimicag.2017.11.003
https://doi.org/10.1093/ofid/ofy280
https://doi.org/10.1093/ofid/ofy280
https://doi.org/10.1093/cid/cix182
https://doi.org/10.1007/s15010-018-1125-5
https://doi.org/10.1093/cid/cix014
https://doi.org/10.1038/s41571-019-0167-7
https://doi.org/10.1007/bf01709751
https://doi.org/10.1111/j.1469-0691.2011.03570.x
https://doi.org/10.1002/jcph.566
https://doi.org/10.1093/cid/ciw353
https://doi.org/10.1164/arrd.1983.127.1.39
https://doi.org/10.1164/arrd.1983.127.1.39
https://doi.org/10.1016/j.amjms.2018.11.009
https://doi.org/10.1016/j.amjms.2018.11.009
https://aac.asm.org

Jorgensen et al.

35.

36.

37.

38.

39.

40.

April 2020 Volume 64

and mortality during mandated emergency care for sepsis. N Engl J Med
376:2235-2244. https://doi.org/10.1056/NEJMoa1703058.

Lodise TP, Jr, Patel N, Kwa A, Graves J, Furuno JP, Graffunder E, Lomae-
stro B, McGregor JC. 2007. Predictors of 30-day mortality among patients
with Pseudomonas aeruginosa bloodstream infections: impact of de-
layed appropriate antibiotic selection. Antimicrob Agents Chemother
51:3510-3515. https://doi.org/10.1128/AAC.00338-07.

Raman G, Avendano E, Berger S, Menon V. 2015. Appropriate initial
antibiotic therapy in hospitalized patients with gram-negative
infections: systematic review and meta-analysis. BMC Infect Dis 15:395.
https://doi.org/10.1186/512879-015-1123-5.

Tamma PD, Cosgrove SE, Maragakis LL. 2012. Combination therapy for
treatment of infections with gram-negative bacteria. Clin Microbiol Rev
25:450-470. https://doi.org/10.1128/CMR.05041-11.

Jorgensen SCJ, Zasowski EJ, Trinh TD, Lagnf AM, Bhatia S, Sabagha N,
Abdul-Mutakabbir JC, Alosaimy S, Mynatt RP, Davis SL, Rybak MJ. 2019.
Daptomycin plus beta-lactam combination therapy for methicillin-
resistant Staphylococcus aureus bloodstream infections: a retrospective,
comparative cohort study. Clin Infect Dis https://doi.org/10.1093/cid/
ciz746.

Grill MF, Maganti RK. 2011. Neurotoxic effects associated with antibiotic
use: management considerations. Br J Clin Pharmacol 72:381-393.
https://doi.org/10.1111/j.1365-2125.2011.03991 x.

Dinh A, Wyplosz B, Kernéis S, Lebeaux D, Bouchand F, Duran C, Béraud
G, Lazaro P, Davido B, Hénard S, Canoui E, Ferry T, Wolff M. 2017. Use of

Issue 4 €02291-19

41.

42.

43.

44,

45,

46.

Antimicrobial Agents and Chemotherapy

ceftolozane/tazobactam as salvage therapy for infections due to exten-
sively drug-resistant Pseudomonas aeruginosa. Int J Antimicrob Agents
49:782-783. https://doi.org/10.1016/j.ijjantimicag.2017.04.001.

Frattari A, Savini V, Polilli E, Cibelli D, Talamazzi S, Bosco D, Consorte A,
Fazii P, Parruti G. 2018. Ceftolozane-tazobactam and Fosfomycin for
rescue treatment of otogenous meningitis caused by XDR Pseudomonas
aeruginosa: case report and review of the literature. IDCases 14:¢00451.
https://doi.org/10.1016/j.idcr.2018.e00451.

Sacks H, Chalmers TC, Smith H, Jr. 1982. Randomized versus historical
controls for clinical trials. Am J Med 72:233-240. https://doi.org/10.1016/
0002-9343(82)90815-4.

Harris PA, Taylor R, Thielke R, Payne J, Gonzalez N, Conde JG. 2009.
Research electronic data capture (REDCap)—a metadata-driven meth-
odology and workflow process for providing translational research in-
formatics support. J Biomed Inform 42:377-381. https://doi.org/10.1016/
j,jbi.2008.08.010.

Charlson ME, Pompei P, Ales KL, MacKenzie CR. 1987. A new method of
classifying prognostic comorbidity in longitudinal studies: development
and validation. J Chronic Dis 40:373-383. https://doi.org/10.1016/0021
-9681(87)90171-8.

Knaus WA, Draper EA, Wagner DP, Zimmerman JE. 1985. APACHE II: a
severity of disease classification system. Crit Care Med 13:818-829.
https://doi.org/10.1097/00003246-198510000-00009.

Cockeroft DW, Gault MH. 1976. Prediction of creatinine clearance from
serum creatinine. Nephron 16:31-41. https://doi.org/10.1159/000180580.

aacasm.org 12


https://doi.org/10.1056/NEJMoa1703058
https://doi.org/10.1128/AAC.00338-07
https://doi.org/10.1186/s12879-015-1123-5
https://doi.org/10.1128/CMR.05041-11
https://doi.org/10.1093/cid/ciz746
https://doi.org/10.1093/cid/ciz746
https://doi.org/10.1111/j.1365-2125.2011.03991.x
https://doi.org/10.1016/j.ijantimicag.2017.04.001
https://doi.org/10.1016/j.idcr.2018.e00451
https://doi.org/10.1016/0002-9343(82)90815-4
https://doi.org/10.1016/0002-9343(82)90815-4
https://doi.org/10.1016/j.jbi.2008.08.010
https://doi.org/10.1016/j.jbi.2008.08.010
https://doi.org/10.1016/0021-9681(87)90171-8
https://doi.org/10.1016/0021-9681(87)90171-8
https://doi.org/10.1097/00003246-198510000-00009
https://doi.org/10.1159/000180580
https://aac.asm.org

	RESULTS
	Patient characteristics. 
	Infection characteristics. 
	Infection management. 
	Outcomes. 

	DISCUSSION
	MATERIALS AND METHODS
	Study design and population. 
	Ethics. 
	Data collection and study definitions. 
	Statistical analysis. 

	SUPPLEMENTAL MATERIAL
	ACKNOWLEDGMENTS
	REFERENCES

