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Penicil l in  Adverse Drug React ion (HISTORICAL)
Risk  St rat if icat ion 

Exclusion cr it er ia:
- Acute symptoms of reaction (if 

concern for anaphylaxis, see 
Anaphylaxis Clinical Pathway)

- History of ADR to non-penicillin 
antibiotics, (i.e., cephalosporins) 
- Contact Pharmacy or Infectious 

Diseases if needed for 
recommendations

Cont act : EvidenceBasedPract ice @cm h.edu Link  t o synopsis and references         Last  Updat ed: 09.19.2025

QR code 
for mobile view

Patient or family reports a hist ory 
of adverse drug reaction (ADR) to a 

penicillin antibiotic

Has 
same medication 

been taken again without 
reaction?

What was patient 's 
reaction?

No increased r isk  for  al lergic react ion 
- Delabel patient, cancel allergy in EMR and 

document reason (Cerner instructions)
- Provide Medicat ion Allergy St at us wallet card 

(available from CMH Printing Portal via Scope)
- May give a penicillin antibiotic if clinically 

indicated

High Risk*  of  IgE m ediat ed 
react ion w it h re-exposure

Is 
concern for ADR 

based on family history only 
(pt has not taken the 

medication)?

High Risk*  of  Severe Delayed 
React ion 

w it h re-exposure

Any of the following:
- Anaphylaxis 
- Angioedema
- Rash starting < 6 hours af t er  

f ir st  dose (including hives)
- Epinephrine required for 

treatment
AND
- Exclusion of severe delayed 

reaction symptoms

Any of the following at any time:
- Blistering or pustular rash
- Sloughing skin
- Mucosal blistering
- Hives associated with fever 

and/or joint pain
- Organ damage (e.g., hepatitis, 

nephritis, hemolytic anemia)
- Hospitalization required (not 

for anaphylaxis)

Was ADR an 
associated side effect 

only?

Exam ples of  associat ed 
(non- allergy) side ef fect s:
- Upset stomach
- Mild nausea, vomiting 
- Diarrhea
- Yeast infection
- Diaper rash 
- Headache

No

No

No

Recom m ended quest ions:
1. What medication did your child 

react to?
2. Can you describe your child's 

reaction?
3. At what age did the reaction occur?
4. How long after the antibiotic was 

started did the reaction occur?
5. Was any treatment required?
6. Was patient hospitalized?

Yes

Low Risk*  of  IgE m ediat ed 
react ion w it h re-exposure

- Rash starting > 6 hours af t er  
f ir st  dose (including hives)

AND
- Exclusion of severe delayed 

reaction symptoms

Exam ples of  penici l l in  ant ibiot ics:
- Penicillin
- Ampicillin 
- Oxacillin
- Nafcillin

The hist ory is unknown or  
t oo vague t o det erm ine r isk

- Amoxicillin
- Amox/clav (Augmentin)
- Dicloxacillin
- Piperacillin

*Note risk stratification in this algorithm should not be 
confused with documentation of allergy severity in 
EMR. Allergy severity must be assessed separately.

Yes

Yes

Penicillin ADR next steps:
- Documentation
- Referral
- Antibiotic Alternatives
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Penicil l in  Adverse Drug React ion (HISTORICAL)
Docum ent at ion, Refer ral, & Ant ibiot ic Alt ernat ives 
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- Avoid causative antibiotic
- Ensure allergy and details of reaction are 

documented in ADR profile
- If antibiotic treatment is needed during the 

current visit, see alternative treatment page 
for recommendations based on risk 
stratification

High Risk  of  IgE 
m ediat ed react ion w it h 

re-exposure

High Risk  of  
Severe Delayed React ion 

w it h re-exposure

Low Risk  of  IgE m ediat ed react ion 
w it h re-exposure

The history is unknown or too 
vague to determine risk

-
                           

- In some cases, an observed oral dose of 
amoxicillin may be considered. Clinical 
judgment is required. The setting must be 
equipped to manage immediate IgE reaction, 
and the patient must not have any exclusion 
criteria. It is recommended to monitor the 
patient for at least 60 minutes.
- Exclusion criteria for observed oral dose
- May administer therapeutic dose, or 

amoxicillin 250mg for those who do not 
require antibiotic therapy for current illness

- Place comment for observed dose in the 
order so pharmacy can dispense with the 
patient 's current ADR profile

- If an observed oral dose is not attempted and 
antibiotic treatment is needed during the 
current visit, see alternative treatment page for 
recommendations based on risk stratification

- Avoid causative antibiotic
- Ensure allergy and details of reaction (if 

known) are documented in ADR profile
- If antibiotic treatment is needed during the 

current visit, see alternative treatment page 
for recommendations based on risk 
stratification- Testing not recommended but may 

refer to Allergy Clin ic for further 
evaluation of initial delayed reaction

If 
administered, did 

patient tolerate observed 
oral dose?

Yes

- Delabel patient, cancel allergy in EMR and 
document reason (Cerner instructions)

- May give a penicillin antibiotic if clinically indicated
- Provide educational handout and wallet card:

- Patient Instructions After Amoxicillin Test Dose
- Medicat ion Allergy St at us wallet card (available 

from CMH Printing Portal via Scope)

No /
Not Administered

Refer ral Guidance
Recommend photo documentation of rash if available for subspecialist's reference

Patient Handout: Antibiotic Allergy Check: What You Need to Know

Refer  t o Allergy Clin ic for : 
- Multiple medication allergies
- Immunocompromised or taking 

immunomodulators (i.e., chemo, steroids, 
biologics)

- Already followed by Allergy/Immunology
- History of anaphylaxis or other high-risk IgE 

mediated reaction > 5 years ago

Refer  t o Infect ious Diseases for :
- Patients > 12 months of age

AND
- Penicillin /  amoxicillin allergies only (not 

amoxicillin-clavulanate)

- Refer to Infect ious Diseases -or - Allergy 
Clin ic if testing is still needed (do not refer 
patients who fail oral challenge/observed dose)

- If inpatient, consider Infect ious Diseases 
-or - Allergy consult depending on how it may 
impact the plan of care 

- Patients with a history of anaphylaxis may be 
referred for re-evaluation after 5 years

Refer to Infect ious Diseases -or - Allergy 
Clin ic for possible oral challenge

Subjective, 
self-limiting 

symptoms may 
require additional 
monitoring, but do 
not usually indicate 
an allergic reaction.

Penicillin ADR 
Risk Stratification 

Algorithm
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 Patient with diagnosis for which a 
penicillin is normally indicated, but with 

potential for allergic reaction 

What was the 
risk of reaction with 

re-exposure?

- Risk of cross reactivity is low IF the 
penicillin and cephalosporin have no 
shared side chains 

- Any carbapenem -or- cephalospor in 
w it h no shared side chains can be 
given without allergy testing or 
additional precautions 
(see alternative antibiotics table)

- May refer to disease-specific clinical 
pathway for recommendations

- Avoid all beta-lactams (penicillins, 
cephalosporins, carbapenems, 
monobactams) 

- Alternative therapy should be based on 
indication. 

- May refer to disease-specific clinical 
pathway or contact Infectious Diseases 
for recommendations
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Khan, D. A., Banerji, A., Blumenthal, K. G., Phillips, E. J., Solensky, R., White, A. A., Bernstein, J. A., Chu, D. K., Ellis, A. K., Golden, D. B. K., Greenhawt, M. J., Horner, C. C., Ledford, D., Lieberman, J. A., Oppenheimer, J., Rank, M. A., Shaker, M. S., 
Stukus, D. R., Wallace, D.,? Wang, J. (2022). Drug allergy: A 2022 practice parameter update. J Allergy Clin Immunol, 150(6), 1333-1393. https://doi.org/10.1016/j.jaci.2022.08.028
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- Risk of penicillin /  cephalosporin 
cross-reactivity is low 

- Any cephalosporin -or- carbapenem 
can be given without testing or 
additional precautions

- May refer to disease-specific clinical 
pathway for recommendations

High Risk  of  IgE m ediat ed 
react ion w it h re-exposure

Low Risk  of  IgE m ediat ed 
react ion w it h re-exposure

High Risk  of  
Severe Delayed React ion 

w it h re-exposure

The history is unknown or 
too vague to determine risk

Penicillin ADR 
Risk Stratification 

Algorithm
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