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 Around 8-15% of patients report PCN allergy
 Only 2-5% of patients with reported penicillin allergies actually have a 

positive reaction to penicillin skin testing
 β-lactam antibiotics are preferred agents for treatment and 

prophylaxis
 Cross reactivity between penicillins and cephalosporins
 Dependent on specific drug R1 side chain
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Background



Implications of PCN Allergy
A retrospective, matched cohort study with reported 
penicillin allergy revealed:

 Cases received more fluoroquinolones, clindamycin, 
vancomycin (p<0.0001)

 Had 23.4% more C. difficile (95% CI, 15.6-31.7%)
 Had more MRSA (14.1%) and VRE (30%) infection
 Had an increased length of stay of 0.59 days

Macy E, Contreras R. J Allergy Clin Immunol 2013.



Implications
 Impact of penicillin allergy on surgical site infections (SSI)
 Retrospective cohort study (N=8385), 2010- 2014
 Hip or knee arthroplasty, hysterectomy, colon surgery, and coronary 

artery bypass grafting 
 Increase use of alternative agents
 50% increase risk of SSI

 SSIs account for 34% of ttl healthcare
costs related to HAI, with an estattributable cost of $20,000/case

KG Blumenthal, EE Ryan,Y Li, et al . CID 2018
S Sarfani, C. Stone, G Murphy, et al. JAAOS 2022

Pre-op Prophylaxis Reported
PCN 
Allergy

No Reported 
PCN Allergy

P value

Cefazolin 12% 92% <0.001

Clindamycin 49% 3% <0.001

Vancomycin 35% 3% <0.001

Gentamicin 24% 3% <0.001



PCN allergy & Risk with Cefazolin??
Systematic review/meta-analysis of dual allergy to PCNs & cefazolin
• 77 unique studies, 6147 patients
• Cefazolin allergy identified in 44 patients with a history of PCN 

allergy (0.7% frequency)
• 0.6% in unconfirmed PEN-allergic patients vs 3% in confirmed patients

• Take-home: dual cefazolin/PCN allergy is RARE. Most PEN-allergic 
patients do just fine with cefazolin (no shared R1/2 side chains). 
Consider using some caution in recent, confirmed PEN-allergic patients 
with anaphylaxis
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“Patients with history of anaphylaxis to penicillin, a non–cross-
reactive cephalosporin (eg, cefazolin) can be administered 
routinely without prior testing.”
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ASET Proposal 
Update DUHS Surgical Guidance Document
1) Description in definitions
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*Alternate regimen (below) recommended for patients with history of confirmed cefazolin allergy, any 
cephalosporin anaphylaxis, or high-risk PCN/cephalosporin allergy (e.g. severe skin reaction (eg. SJS); history of 

kidney or liver injury). In patients with history of anaphylaxis to penicillin, a non-cross-reactive cephalosporin 
(eg. Cefazolin) can be administered routinely without prior testing. Caution with use of non-cefazolin 

cephalosporin surgical prophylaxis in patients with history of non-anaphylactic IgE-mediated cephalosporin 
allergy



2) Column Header for Alternatives

3) Unrelated to allergy – Add Mega-prosthesis guidance to document 
based on review of cases
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4) Pediatric Guidelines – no updates needed
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