
Accepted Manuscript

Title: Determination of Total and Free Ceftolozane and
Tazobactam in Human Plasma and Interstitial Fluid by
HPLC-UV

Authors: Alexander Kratzer, Selina Schießer, Peter
Matzneller, Beatrix Wulkersdorfer, Markus Zeitlinger, Jens
Schlossmann, Frieder Kees, Christoph Dorn

PII: S0731-7085(18)31183-X
DOI: https://doi.org/10.1016/j.jpba.2018.09.044
Reference: PBA 12237

To appear in: Journal of Pharmaceutical and Biomedical Analysis

Received date: 18-5-2018
Revised date: 21-9-2018
Accepted date: 22-9-2018

Please cite this article as: Kratzer A, Schießer S, Matzneller P, Wulkersdorfer
B, Zeitlinger M, Schlossmann J, Kees F, Dorn C, Determination of Total
and Free Ceftolozane and Tazobactam in Human Plasma and Interstitial Fluid
by HPLC-UV, Journal of Pharmaceutical and Biomedical Analysis (2018),
https://doi.org/10.1016/j.jpba.2018.09.044

This is a PDF file of an unedited manuscript that has been accepted for publication.
As a service to our customers we are providing this early version of the manuscript.
The manuscript will undergo copyediting, typesetting, and review of the resulting proof
before it is published in its final form. Please note that during the production process
errors may be discovered which could affect the content, and all legal disclaimers that
apply to the journal pertain.

https://doi.org/10.1016/j.jpba.2018.09.044
https://doi.org/10.1016/j.jpba.2018.09.044


  - 1 - 

Determination of Total and Free Ceftolozane and Tazobactam in Human Plasma and Interstitial Fluid by 

HPLC-UV 

 

Alexander Kratzer1), Selina Schießer2), Peter Matzneller3), Beatrix Wulkersdorfer3), Markus Zeitlinger3), Jens 

Schlossmann4), Frieder Kees4), Christoph Dorn5)* 

 

1) Hospital Pharmacy, University Hospital Regensburg, Franz-Josef-Strauß-Allee 11, 93053 Regensburg, 

2) Dept. of Internal Medicine I, University Hospital Regensburg, Franz-Josef-Strauß-Allee 11, 93053 Regensburg, 

3) Dept. of Clinical Pharmacology, Medical University of Vienna, Währinger Gürtel 18-20, 1090 Vienna, 

4) Dept. of Pharmacology, University of Regensburg, Universitätsstraße 31, 93053 Regensburg,  

5) Institute of Pharmacy, University of Regensburg, Universitätsstraße 31, 93053 Regensburg 

 

*Correspondance to: Christoph Dorn; Universitätsstraße 31, 93053 Regensburg; Telephone: +49 941 943 3289; 

Fax: +49 941 943 813289; E-mail address: christoph.dorn@ur.de 

 

Highlights 

 

 Fast and sensitive HPLC-UV method for ceftolozane/tazobactam 

 Simultaneous determination of both drugs in plasma and microdialysate 

 Both drugs exhibit a negligible plasma protein binding 

 Appropriate for pharmacokinetic studies in man 

 

 

Abstract 

Ceftolozane/tazobactam is a new cephalosporin/beta-lactamase inhibitor combination. An HPLC-UV method is 

described for the determination of total and free ceftolozane and tazobactam in human plasma and in 

microdialysate of subcutaneous tissue, respectively. Separation was performed using a reversed-phase column 

with phosphate buffer/acetonitrile as eluent and photometric detection at 260 nm (ceftolozane) or 220 nm 

(tazobactam). Linearity has been shown down to ceftolozane/tazobactam 0.1/0.05 mg/L in plasma and 

0.03/0.015 mg/L in saline, respectively. The plasma protein binding of both drugs as determined by 

ultrafiltration was less than 10%. Temperature, pH or relative centrifugation force (up to 3000 x g) had no 

significant impact on the protein binding. The method was applied to the determination of ceftolozane and 

tazobactam in plasma and interstitial fluid of healthy volunteers following intravenous infusion of 

ceftolozane/tazobactam 1.0/0.5g. 
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