
Northwestern Medicine -Lactam Allergy Risk Assessment and Clinical Pathway for Non-Critically Ill Inpatients 
***Document any new findings or changes to the patient allergy history within the EPIC allergy profile tab*** 

The NM -lactam Allergy Risk Assessment and Clinical Pathway for Non-Critically Ill Inpatients is a guide and should be used with the NM In-patient and Out-patient -Lactam Cross-reactivity Chart for Drug Challenges when assessing the decision to drug challenge with a -lactam.  
Recommendations are based on published literature written by content experts that have considered similarities in structures, in vitro or skin test-based patterns of cross reactivity, challenge results, and clinical evidence, where available. 

Examples of historial allergy features are provided to assist with risk stratifictiaon, however, not all inclusive. Clinical reasoning and clinical judgment should be applied throughout this process.  

 

 

 

 

 

 
 
 
     

 
 

 
 
 

 

 

 
 
 
 
 
 
 
 
 
 
 
 

 
 

* Mucus membrane: the eyes, mouth, nose, genitourinary. 

 Anapylaxis: life threatening multi-system allergic reaction (CUTANEOUS + RESP, GI and/or CARDIOVASCULAR systems) requiring prompt treatment with epinephrine, supportive care, and adjunctive antihistamines, corticosteroids, and albuterol, as needed. 
^ Severe cutaneous adverse reactions (SCARs): drug reaction with eosinophilia and systemic symptoms (DRESS), acute generalized exanthematus pustulosis (AGEP), Stevens-Johnson syndrome (SJS)/toxic epidermal necrolysis (TEN).  

LOW RISK  
History of a NONSEVERE (NONANAPHYLACTIC) 

or UNKNOWN PCN or CEPH allergy 
 

Benign cutaneous rash 
Maculopapular exanthem or morbilliform cutaneous 

eruption occurring several hours to days after initial therapy 
without mucus membrane* involvement, lasting several days 

Mild remote urticarial rash 
Transient hives lasting < 24 hrs and occurring > 5 years ago 
without systemic symptoms and no blistering or exfoliation 

of the skin or mucus membrane* involvement 

Unknown allergy 
Not aware of the allergy label or clinical  

signs or symptoms of a reaction 

 

 

 
 

NEGLIGIBLE 
RISK  

History inconsistent 
with allergy 

 

Culprit -lactam used 
since index reaction  

and tolerated 
 

Headache 
Isolated GI symptoms 

(diarrhea) 
 

Family history of 
penicillin allergy only 

 

ACTION: 
Remove penicillin 
allergy from EPIC 
allergy profile tab 

ACTION: 
History of a NONSEVERE (NONANAPHYLACTIC) 

or UNKNOWN PCN allergy 
Any CEPH can be administered  
without testing or precautions 

 

History of a NONSEVERE (NONANAPHYLACTIC) 
or UNKNOWN CEPH allergy 
A PCN can be administered  

without testing or precautions 
 

 

ACTION: 
A structurally dissimilar side chain  
CEPH can be administered without  

testing or precautions 
Refer to side chain chart for selection of a  

non-cross reactive cephalosporin 
 

 
 

MODERATE RISK  
History of a REMOTE PCN or CEPH allergy 

concerning for a non-life-treatening  
IgE-mediated feature 

(excluding anaphylaxis):  
 

An IgE feature occurring within minutes  
to a few hours > 10 years ago 

 

Cutaneous Symptoms: 
 itching, flushing, hives, angioedema 

Respiratory System:  
shortness of breath, rhinitis, wheezing, or bronchospasm 

Cardiovascular System: 
 arrhythmia, syncope, or chest tightness 

OR 

GI System: 
 nausea, vomiting, diarrhea, or abdominal pain 

 
 

 
 

 

1. Collect and evaluate the historical allergy features of the patient for risk assessment. 

2. Determine the risk of a drug allergy if a direct -lactam challenge (without prior skin testing) were to be administered to the patient. 
3. Follow the recommended ACTION based on the safest and beneficial risk category for the patient. 

4. Consult ADSP if assistance is needed. 
 

AVOID  
Severe delayed  
(days to weeks) 

immunologic reactions  
SCARs^ 

Serum sickness 
Drug fever 

 

Organ-specific reactions 
Drug-induced liver injury 

Acute interstitial nephritis 
Hemolytic anemia  

 

Recurrent reaction           
 with re-exposure 

 
 

HIGH RISK  
History of ANAPHYLAXIS  
or a PCN or CEPH allergy 

concerning for IgE-mediated 
features < 10 years ago 

 

 
 

ACTION: 
If skin testing and/or drug 
challenge are attainable: 
 PCN skin test and/or drug 

challenge prior to 
administration of PCN 

 

If skin testing and/or drug 
challenge are unattainable: 
Use an alternative antibiotic 
and recommend outpatient 

Allergy assessment 
 

 Cefazolin may be given without 
prior testing in patients with 

history of anaphylaxis to penicillin 

 
 

ACTION: 
Use an alternative 

antibiotic 

ALLERGY CONSULT RECOMMENDED 
(ID consult if allergist not available) 

DRUG CHALLENGE 
For patients with: 

1. A higher pretest probability of true allergy or 
2. A history of more severe reactions when the benefit of drug therapy outweighs the risks or 

3. Patients who are anxious or request additional reassurance before treating with a beta-lactam 

 
 
 
 

 

-LACTAM 1-2-step challenge with  
a dissimilar side chain 

Refer to side chain chart for a non-cross reactive -lactam 
If tolerated, update penicillin allergy history in EPIC profile tab 

 

 

Amoxicillin 1- or 2-step challenge 
If tolerated, remove penicillin allergy  

from EPIC profile tab 

 

OR 
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