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Amoxicillin-Clavulanate for ESBL UTIs

Recommended treatments for extended spectrum beta-lactamase (ESBL) infections typically include carbapenems, which are stable
to ESBLs, and non-beta-lactam antibiotics (e.g. quinolones, nitrofurantoin, etc.), which are not inactivated by ESBLs. Use of beta-
lactam/beta-lactamase inhibitors is controversial, as common beta-lactamase inhibitors (e.g. tazobactam, clavulanate) inhibit ESBLs
and susceptibility is often demonstrated, however outcomes data has suggested inferiority in severe infections.! A common beta-
lactam/beta-lactamase inhibitor is amoxicillin-clavulanate and many urinary tract infections (UTI) are not severe infections. Can
amoxicillin-clavulanate be used to treat ESBL UTIs?

What is the available guidance?

The 2024 Infectious Diseases Society of America (IDSA) guidance on antimicrobial resistant gram-negative infections suggest against
the use of amoxicillin-clavulanate for cystitis due to ESBL Enterobacterales.? They note that robust data informing this question is
lacking and that the deterrence is primarily based on a RCT that found 3-days of amoxicillin-clavulanate 500/125 mg BID to be
inferior to ciprofloxacin 250 mg BID in clinical cure of cystitis (58% to 77%). Prevalence of ESBL was not reported.3

They acknowledge that amoxicillin-clavulanate may still be selected when resistance and toxicities preclude use of alternatives and it
is preferred to avoid intravenous antibiotics. They recommend cautioning patients about the risk for recurrent infection in these
situations.

What is the evidence?
In one observational study, use of amoxicillin-clavulanate 500/125 mg TID for 5- 7 days achieved clinical cure in 31/37 (84%)
outpatients with cystitis due to ESBL Enterobacterales.*

In another retrospective cohort that included both inpatients and outpatients with uncomplicated UTI, complicated UTI, and
pyelonephritis, 90-day clinical failure rates were similar among patients who received amoxicillin-clavulanate (5/26, 19.2%) and
standard of care (10/33, 30.3%). Most patients received amoxicillin 875 mg/125 mg every 12 hours and mean duration of treatment
was 7 days with amoxicillin-clavulanate.>

Key Takeaway: Amoxicillin-clavulanate may be active in vitro against ESBL Enterobacterales, but limited data exists to
inform its role in therapy compared with alternatives for mild infections such as cystitis or uncomplicated UTI. If
selecting amoxicillin-clavulanate higher doses and 7-day duration may be needed.
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