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Linezolid and OPAT/COpAT 
- what have we learned?

(a work in progress)



COpAT: Oral abx intolerability
 OPAT followed-up ORAL antibiotic pts (Jan-Jun 2021)

 36/78 pts had recorded complications (46%)

 Abx implicated most commonly : 

▪ Linezolid (47% of patients)

▪ Co-trimoxazole (33% of patients)

▪ Quinolones (28% of patients)

▪ Many pts on > 1 abx



Personalised dosing – mounting 
evidence

TDM and dose individualisation needed to:
- Mitigate DDIs
- Prevent blood dyscrasias
- Allow prolonged courses
- Avoid under-exposure (e.g. in obesity, critical care)



We have the technology ….



Targets?



Targets?



GGC Criteria for Linezolid TDM
 BMI > 30 kg/m2

 CrCl < 60 ml/min

 Drug interactions; levothyroxine, potent CYP P450 
enzyme inducers/ inhibitors

→ Sample peak and trough and estimate AUC24



Putting the ‘C’ in linezolid COpAT

k = Cl/V  →  Cl = k x V

AUC0-24 = daily dose/Cl

Efficacy: AUC:MIC 80-120, T>MIC at least 85% of dose interval

Toxicity: AUC not > 300-350mg.h/L, trough not > 7-10mg/L

Assuming linearity, ½ dose = ½ AUC

600mg bd → 300mg bd = ½ peak and ½ trough

600mg bd → 600mg od = need to estimate trough (t & τ = 24h)

     Absorption complete at 2h (Ka ≥2), steady state has been reached, dose interval 12h, 

no missed/delayed doses, samples at 2h/12h post dose, linear kinetics



Snapshot of our TDM data
 2025; ~128 patients added to database, reviewed 80 pts:

 32.5% Female/67.5% Male

 32 (40%) patients completed planned linezolid course

 Linezolid TDM indicated in 38 (48%) of patients



Snapshot of our TDM data
 Of those where TDM indicated

 No toxicity observed, n = 15 (39%)

 Linezolid-associated toxicity observed, n = 23 (61%)



Snapshot of our TDM data
 Linezolid TDM performed in 11/38



Reducing the ‘C’ in linezolid COpAT?
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Bland–Altman analysis examines the difference between each simplified method and the gold 

standard for every patient, providing both the average bias (indicating systematic over- or 
underestimation) and the limits of agreement (showing the variability in differences across individuals). 
Together, these directly address whether the methods can be used interchangeably in a clinically 
meaningful way.

The intra-class correlation coefficient can be a supplementary measure, summarising overall 

similarity between methods on a scale from 0 to 1. However, it reflects consistency rather than true 
agreement and may be high even with clinically important differences.

Reducing the ‘C’ in linezolid COpAT?



Summary/conclusion
 Mounting evidence advocating for individualised linezolid 

dosing 

 We plan to further analyse our linezolid TDM data
 Do our current TDM criteria identify those at greatest risk of 

under/overexposure?

 How often are dose adjustments made based on TDM?

 Do these help avoid/delay toxicity and prevent treatment failure?

 Do they achieve predicted Cmin/AUC24?

 Looking at simplifying AUC estimation (trough → AUC?)
 Avoids patients avoid waiting on a 2h peak

 Patients only subjected to 1 blood sample

 Easier for the pharmacists to calculate



Thank you
 Fiona Robb 

 The rest of the GGC OPAT team

 Mohanad Al-Habbal & Marketa Kosta (Severn Pathology, 
North Bristol NHS Trust)

 Dr Cosmika Goswami (Bioinformatics Research Associate, 
University of Strathclyde)
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