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1 Foreword

The Clinical and Laboratory Standards institute (CLSI) i ership organization that brings together the varied

dvancement of a common cause: to foster excellence

presented for evaluation, are d§8@kibed i o pt M23.2 CLSI antibacterial breakpoints are provided in CLSI documents
M100? and M45.2

nowledge, and clinically relevant laboratory test results to guide patient treatment. For more
information, visit

This CLSI rationale document is based on data compiled by the CLSI Oral Cephalosporin Ad Hoc Working Group to reassess
cefazolin minimal inhibitory concentration (MIC) breakpoints for Enterobacterales for uncomplicated urinary tract infections
(UTls) and introduce new intermediate and resistant MIC breakpoints supported by higher dosage treatment regimens for
cefazolin.
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2 A Note on Terminology

As of January 2020, the term Enterobacteriaceae has been replaced with Enterobacterales. For consistency with CLSI document
M100,? Enterobacterales is used in MRO8.

3 Introduction

Cephalosporins are a large class of antimicrobial agents that contain a six-membered dihydrothiazine rin
B-lactam ring with broad-spectrum antimicrobial activity against gram-positive and gram-negative
are derivatives of 7-aminocephalosporanic acid, with various modifications at several ring positio

oiety fused to a
1a. These compounds
result in differences in

mediated by their strong binding affinities for penicillin-binding proteins (PBPs). This affinity i n of bacterial cell
wall synthesis and, ultimately, cell death.*

Staphylococcus spp., penicillin-susceptible Streptococcus pneumoniae, Streptococ
Klebsiella pneumoniae, and Proteus mirabilis.®

- Respiratory tract infections caused by S. pneumoniae, KI lus i S. aureus, and group A
B-hemolytic streptococci

injection U
Dosage

Moderate to 0.5-1 g every 6 to 8 hours
Mild infections catiSed by susceptible 250-500 mg every 8 hours
gram-positive streptococci
Acute uncomplicated UTls 1 g every 12 hours
Pneumococcal pneumonia 500 mg every 12 hours
Severe life-threatening infections 1-1.5 g every 6 hours
(eg, endocarditis, septicemia)

Abbreviation: UTI, urinary tract infection.
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The predominant mechanisms of resistance to cefazolin in gram-negative bacteria include decreased bacterial uptake of cefazolin
into the cell or production of B-lactamases that enzymatically hydrolyze and inactivate p-lactam antibiotics.” Cefazolin is a

useful de-escalation agent for the treatment of many invasive and noninvasive infections caused by susceptible isolates of E. colj,
Klebsiella spp. (excluding Klebsiella aerogenes), and P. mirabilis.?

CLSI has established cefazolin as a surrogate agent to predict the activity of the oral cephalosporins (ie, cefaclor, cefdinir,
cefpodoxime, cefprozil, cefuroxime, cephalexin, and loracarbef) in antimicrobial susceptibility testing (AST) against
Enterobacterales isolates causing uncomplicated UTIs.**° Data demonstrate that a cefazolin MIC <16 (correlate zone
diameter >15mm) is an excellent predictor (97% to 100% accuracy) of susceptibility to these agent n testing E. col,

be tested individually, because some isolates may be susceptible to these agents but resista
uncomplicated UTI cefazolin breakpoints.t

Additional Resources, June 2013 CLSI meeting). Current CLSI urine-specific bre

Table 2. Current CLSI Urine-Specific Cefazolin Breakpoin

Interpretive
Antimicrobial
Organism Group Agent
Enterobacterales Cefazolin
(E. coli,

K. pneumoniae,
P. mirabilis)

Abbreviations: |, intermediate; R, resistant; S, susceptible
a Last reviewed June 2013; first published in CLSI documen
b These breakpoints can be used to predi
cephalexin, and loracarbef.

The standard dosages and P
are listed in Table 3.

Dosages

250-500 mg every 8 hours

1-2 g (IM or IV) every 8 hours (1 g every 12 hours for
uncomplicated UTIs), 2 g every 8 hours

300 mg every 12 hours or 600 mg every 24 hours

Cefpodoxime'’ 1>

100-200 mg every 12 hours

Cefprozil'® 250-500 mg every 12 hours
Cefuroxime'!’ 125-500 mg every 12 hours
Cephalexin'®2° 250-1000 mg every 6 hours
Loracarbef?’ 200-400 mg every 12 to every 24 hours (200 mg

every 24 hours for uncomplicated UTIs)
Abbreviations: IM, intramuscular; 1V, intravenous; UTI, urinary tract infection.
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