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Conclusions

Methods

In MRX-I-06, subjects enrolled included those with
estimated creatinine clearance (CLcr) of 60 to <90 mL/min
(mild impairment) and 30 to <60 mL/min (moderate
impairment). No dose adjustments were made for renal
status. In a subset of 63 subjects in the CZD group, PK
was evaluated for subjects with no (CLcr ≥90 mL/min),
and those with mild or moderate renal impairment.

Results (continued)

In the CZD PK subset of 63 subjects, 19 had
renal impairment (18 mild, 1 moderate). CZD
subjects with CLcr above and below 90 mL/min
had similar PK values, and CLcr was not a
significant covariate (below are means ± SD).
There was no indication that the variability in
CL/F or in AUC was larger due to renal
impairment, and the average AUC and Cmax
were comparable between subjects with renal
impairment and those with normal renal function
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Contezolid (CZD; formerly MRX-I) is a novel oral (PO)
oxazolidinone with potent activity against Gram-positive
pathogens, including methicillin-resistant Staphylococcus aureus
(MRSA) and vancomycin-resistant Enteroccocus (VRE).
In a Phase 3 (Ph3) complicated skin and soft tissue infection
(cSSTI) clinical trial (MRX-I-06), 719 subjects were randomized
to either CZD 800 mg PO q12h or linezolid (LZD) 600 mg PO
q12h with a treatment duration of 7-14 days in both groups. CZD
was demonstrated to be noninferior to LZD for the primary
efficacy outcome, and overall safety assessments were
comparable to LZD. The most common treatment emergent
adverse events (TEAEs) in both the CZD and LZD groups were
gastrointestinal; however, hematologic laboratory abnormalities
and TEAEs were less common with CZD. In June 2021, CZD
was approved in China for cSSTI.
Contezolid acefosamil is a prodrug of CZD that is administered
intravenously, and sequential therapy with CZA infusion followed
by CZD PO is being evaluated in global Ph3 diabetic foot
infection (DFI) and acute bacterial skin and skin structure
infection (ABSSSI) clinical trials. Because patients with diabetes
commonly have diminished kidney function, pharmacokinetics
(PK) in renally impaired subjects were evaluated in MRX-I-06.

In a Ph3 cSSTI clinical trial, PK in renally
impaired subjects who received CZD was
comparable to that of subjects without renal
dysfunction. This data supports current Ph3
global DFI and ABSSSI studies which will enroll
subjects with reduced kidney function, and
administer the same doses of CZA IV and CZD
PO to all subjects.

PK parameter 
(units)

CLcr ≥90 mL/min 
(n=44)

CLcr <90 mL/min 
(n=19)

CL (L/h) 11.91 ± 4.04 10.93 ± 2.62
CL (L/h/kg) 0.13 ± 0.05 0.13 ± 0.03

V2 (L) 36.45 ± 19.04 29.62 ± 8.06
V2 (L/kg) 0.36 ± 0.08 0.34 ± 0.05

V3 (L) 2.74 ± 1.25 2.68 ± 0.91
V3 (L/kg) 0.03 ± 0.02 0.03 ± 0.01

Css,max (μg/mL) 18.21 ± 7.16 18.32 ± 5.45
AUCss (μg*h/mL) 72.85 ± 24.94 75.55 ± 18.37

RAUCss - 1.04
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