Cefazolin-probenecid for the ambulatory management
of skin and skin structure infection (SSSI)
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Background
Cefazolin is a first-generation cephalosporin with excellent Gram-positive spectrum
and is one of the most active anti-staphylococcal antibiotics (MSSA) [1]. It is
normally prescribed every 6 to 8 hours, but when used in conjunction with
probenecid it becomes a once daily antibiotic [2]. Cefazolin-probenecid is commonly
used for ambulatory treatment of skin and skin structure infection (SSSI) in countries
including USA, Canada, Australia and New Zealand [3].

The OUHFT had been using ceftriaxone in the ambulatory setting for the
management of SSSI due to the convenience of once daily administration for this
patient group. However, since the most common causative pathogens of SSSI are
Gram-positive organisms such as Streptococcus pyogenes and Staphylococcus
aureus, ceftriaxone has a broader antimicrobial spectrum than required [4].
Ceftriaxone is also known to be provocative of Clostridioides difficile infection [5]. To
reduce use of ambulatory ceftriaxone, the Infection and Antimicrobial Stewardship
(AMS) team developed a guideline for the use of cefazolin and probenecid for the
management of SSSI in ambulatory patients. This guideline was published on the
OUHFT MicroGuide® platform and promoted to key stakeholders (see Figure 1).
The AMS team conducted an audit to assess the safety and effectiveness of
cefazolin-probenecid for the treatment of SSSI in OUHFT ambulatory care unit.

Methods
The AMS team extracted a list of patients who had been treated with cefazolinprobenecid for audit using the pharmacy dispensing system between July 2021 to
September 2022. Data were extracted from the electronic patients records and
entered onto an excel spreadsheet for analysis.

Figure 1: Oxford University Hospital NHS Foundation Trust Antimicrobial
Guideline for Cellulitis, lower or upper limb [6].

Results and Discussion
•
•
•
•

Twenty-three patients who had received one or more doses of cefazolin-probenecid included in the audit.
All patients were over 18 years of age (age range was 34-99 years with mean of 64)
All patients had a diagnosis of SSSI (21 were lower limb cellulitis, 2 were upper limb cellulitis).
Duration of cefazolin-probenecid treatment ranged from 1 to 10 days (mean 3.75, median 3).

Figure 2 shows that 91% (n=21) of the patients improved on cefazolinprobenecid and oral conversion was possible in 65% (n=15) of the cases. Most
patients received follow-on oral flucloxacillin, a narrow spectrum penicillin
based antibiotic.
In two cases, admission was required after attempted ambulation on cefazolinprobenecid. In one case this was due to severe necrotic lower limb cellulitis
where ambulation with cefazolin-probenecid was attempted at the patients
request, but admission was ultimately necessary. The second case was
admitted due to social circumstances associated with functional decline rather
than deteriorating cellulitis. In both cases, the failure of cefazolin-probenecid
therapy was not considered the primary cause of admission.
Only one (4%) patient had a transient increase in serum creatinine which
corrected during cefazolin-probenecid treatment. No other adverse effects
were seen and there were no reports of occurrence of Clostridioides difficile
infection.

Conclusion
In this small pilot of ambulatory SSSI treatment, the regimen of cefazolinprobenecid was found to be safe and effective. This narrow spectrum, once daily
regimen shows potential for the avoidance of broader spectrum agents like
ceftriaxone. The adverse effects and clinical failure rates were low.
Further analysis of a larger number of SSSI cases receiving cefazolin-probenecid is
required to understand which patient groups can best be targeted with cefazolinprobenecid treatment. In addition, dissemination of knowledge and feedback of
this audit to prescribers is essential to raise the awareness and instil confidence in
the use of this efficacious regimen for management of SSSI.
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