1 Introduction
[bookmark: _Hlk108003560]With the rise in obesity worldwide, clinicians encounter obese patients with increasing frequency in their daily practice. Obesity may cause a number of pharmacokinetic changes, including an increase in volume of distribution and changes in clearance [1,2]. Although a reduced effectiveness of certain antibiotics for skin and skin structure infections in severe obesity has been documented especially after abdominal surgery, specific dosing recommendations for patients with obesity are often lacking on the product label [3].
[bookmark: _Hlk108004273][bookmark: _Hlk102736619][bookmark: _Toc380657952]Tigecycline is a broad-spectrum antibiotic and approved for the treatment of complicated skin and skin structure infections, complicated intra-abdominal infections and community-acquired bacterial pneumonia. The approved standard dosing regimen of tigecycline is a 100 mg loading dose, followed by 50 mg twice daily irrespective of body weight. The pharmacokinetics of tigecycline are characterized by a large volume of distribution between 7 and 10 L/kg, indicating extensive tissue penetration, and a long terminal half-life of approximately 40 h [4]. After intravenous short infusion (30 min) of a single dose of 100 mg tigecycline, peak plasma concentrations (Cmax) of 1.45 ± 0.32 mg/L are typical, and the area under the concentration-time curve (AUC) is 5.19 ± 1.87 h×mg/L [5]. Concentrations of tigecycline in tissue homogenates of gall bladder, colon, and lung can be many times higher than concomitant plasma concentrations after a single dose, whereas the concentrations in synovial fluid or cerebrospinal fluid are lower than in plasma [6]. Concentrations equaling the free plasma concentrations were observed in subcutaneous interstitial fluid (ISF) of patients with diabetes after multiple dosing [7]. In that study, three of eight patients had a body mass index (BMI) of at least 30 kg/m², with a single class III obese individual (BMI of 41 kg/m²) who had a significantly lower tissue penetration ratio compared with the remaining group [7,8]. This may indicate an impaired tissue penetration of tigecycline in heavily obese subjects despite similar plasma pharmacokinetics [9]. In line with this assumption, a higher dose than the standard dose of 50 mg tigecycline b.i.d. has been suggested, especially for patients with high BMI, based on a retrospective clinical study in ICU patients. Of note, the authors regretted the lack of tissue level measurement in that study to support their recommendation [10]. Till now, the impact of obesity on the penetration of tigecycline into the ISF of subcutaneous tissue, a main site of bacterial infection, has not been investigated.
The objective of this study was to assess the penetration of tigecycline into the ISF of subcutaneous adipose tissue using microdialysis in obese and non-obese patients following a single dose of tigecycline as part of perioperative antibiotic prophylaxis.
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