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Background.  NP is a frequent healthcare-acquired infection associated with high 
mortality; rising resistance rates among causative Gram-negative pathogens require new 
treatment options. In the randomized, controlled, double-blind, phase 3 ASPECT-NP 
trial, C/T (at double the initially approved dose) was noninferior to MEM for ventilated 
NP in both primary and key secondary endpoints. Here we evaluate the impact of prior 
and concomitant Gram-negative antibacterial therapy on outcomes in that trial.

Methods.  Mechanically ventilated patients with ventilator-associated or hospi-
tal-acquired pneumonia were randomized 1:1 to 3 g C/T or 1 g MEM, both by 1-h IV 
infusion every 8 hours for 8–14 days. Patients could receive ≤24 hours of active anti-
bacterial therapy within ≤72 hours prior to first dose; longer durations were permitted 
in case of prior treatment failure (i.e., signs and/or symptoms of the current episode of 
ventilated NP persisted/worsened despite ≥48 hours of treatment). At sites with MEM-
resistant Pseudomonas aeruginosa rates ≥15%, patients could optionally receive up to 
72 h of adjunctive empiric aminoglycoside (amikacin was recommended) until study 
drug susceptibility was confirmed. Primary and key secondary endpoints, respectively, 
were 28-d all-cause mortality and clinical response at test of cure (TOC; 7–14 days after 
the end of therapy) in the intent to treat (ITT) population (all randomized patients).

Results.  In the C/T arm, 285/362 (79%) ITT patients received prior systemic 
Gram-negative therapy and 103/362 (28%) received adjunctive aminoglycoside, com-
pared with 288/364 (79%) and 112/364 (31%) patients, respectively, in the MEM arm. 
In the microbiologic ITT population, causative pathogens in patients failing prior 
therapy at the time of enrollment (C/T 15%, MEM 11%) were mainly Klebsiella spp 
(33%), P. aeruginosa (17%), Escherichia coli (14%), and Acinetobacter baumannii (8%). 
Mortality and cure rates were comparable between C/T and MEM regardless of receipt 
of prior systemic or adjunctive Gram-negative therapy (table).

Conclusion.  Prior and adjunctive Gram-negative antibacterial therapy did not 
affect the relative efficacy of C/T (at the 3-g dose) vs. MEM in these high-risk patients 
with Gram-negative ventilated NP.
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Background.  ASPECT-NP, a phase 3, randomized, double-blind study, evaluated 
C/T (at double the approved dose for other indications) vs. meropenem (MEM) in 
adults with ventilated nosocomial pneumonia. We compared safety and efficacy out-
comes from this trial among patients with and without renal impairment (RI).

Methods.  Patients were stratified by age and diagnosis and were randomized 1:1 
to intravenous (IV) C/T 3 g every 8 h or IV MEM 1 g every 8 h. Study drug was admin-
istered for 8–14 days; doses were adjusted for moderate and severe RI. Eligible patients 
were mechanically ventilated; those on renal replacement therapy or with creatinine 
clearance (CrCL) < 15 mL/minute were excluded. Key efficacy endpoints included clin-
ical cure rates at the test of cure (TOC) visit in the intent-to-treat (ITT) and clinically 
evaluable (CE) populations and Day 28 all-cause mortality (ACM) in the ITT popu-
lation. In this analysis, patients were stratified based on renal function for outcome 
comparisons: normal renal function (CrCL ≥ 80 mL/minute); mild RI (CrCL > 50 to 
< 80 mL/minute); moderate RI (CrCL ≥ 30 to ≤ 50 mL/minute); and severe RI (CrCL 
≥ 15 to < 30 mL/minute).

Results.  A total of 726 patients were enrolled (C/T, N = 362; MEM, N = 364). 
Clinical cure rates at the TOC visit (CE and ITT populations) were robust across 
CrCL subgroups in both treatment arms and were similar based on 95% confidence 
intervals for treatment differences that included 0 (table). Day 28 ACM rates for 
patients with moderate and severe RI were numerically higher than those with mild 
RI in the MEM treatment arm. Rates of treatment-emergent adverse events (TEAEs) 
were similar in both treatment arms and across CrCL subgroups, with rates gener-
ally increasing with increasing RI severity. Rates of treatment-related TEAEs were 
low across treatment arms and CrCL subgroups with no treatment-related deaths 
reported.

Conclusion.  Similar clinical cure and Day 28 ACM rates at the TOC visit were 
found across treatment groups for all CrCL subgroups, consistent with the overall pri-
mary and key secondary efficacy results for the ASPECT-NP study. Both drugs were 
well-tolerated. The results of this analysis indicate that the use of dose-adjusted C/T is 
appropriate in patients with nosocomial pneumonia and moderate or severe RI.
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