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Direct Oral Penicillin Challenge
1. The patient's penicillin allergy should be evaluated using the Penicillin Allergy Decision Rule (PEN-FAST) tool. If the PEN-FAST score is <3, they are considered to have low-risk of true penicillin allergy and an oral challenge with amoxicillin can be implemented. Note: Amoxicillin has been used over 90% of the time in studies that evaluate penicillin allergy, but penicillin can be used. Tablets, capsules, or oral suspension may be used, but oral suspension will result in the fastest absorption. The dosing recommendations below are for adult patients. 

2. For a 1-step challenge (most patients), use a full dose and observe 30-60 minutes. 
· Amoxicillin 250-500 mg capsule/suspension OR: Penicillin VK 250-500 mg tablet/suspension
For a 2-step challenge (consider if patient has significant co-morbidities such as asthma),
· For step 1, use ¼ tab PO or 1/10 dose of suspension and observe 30 minutes.
· Amoxicillin 875 mg ¼ tab OR: Amoxicillin 250 mg/5 mL suspension – give 50 mg (1 mL) 
OR:
· Penicillin 250 mg ¼ tab OR: Penicillin 250 mg/5 mL suspension – give 50 mg (1 mL) 
· For step 2, use 1 tab or full dose of suspension and observe 60 minutes. 
· Amoxicillin 250-500 mg capsule OR: Amoxicillin 250 mg/5 mL suspension – give 450 mg (9 mL) 
OR:
· Penicillin VK 250-500 mg tablet OR: Penicillin 250 mg/5 mL suspension – give 450 mg (9 mL) 
3. Vital signs and a physical exam should occur at the beginning of the challenge and at the end if there are no symptoms. Vitals when symptoms occur would be appropriate. Peak flow monitoring is not standard but can be utilized if the patient has a risk of respiratory symptoms during the challenge, like pre-existing asthma.
	American Academy of Allergy, Asthma & Immunology Drug Allergy Practice Parameter Interpretation

	Positive reaction
	Urticaria, angioedema, exanthem, wheezing, hypoxia, hypotension, and anaphylaxis

	Possible reactions
	Flushing, vomiting, cough, abdominal cramping, persistent pruritus without rash, fever, and mouth or eye soreness

	Doubtful reactions
	Dizziness, tachycardia, subjective lip/tongue swelling, subjective throat tightness, lump in the throat, dyspnea, transient pruritus without rash, and headache



4. Though the chance of reaction is exceedingly low (<1%), the clinic should be equipped with diphenhydramine to manage mild reactions and epinephrine to manage anaphylactic reactions, as well as standard resuscitation medications and equipment.

5. If patients do not react to the therapeutic dose, this allergy should be removed from the patient’s chart, and the patient should be advised to inform their pharmacist. Patients should be instructed to report any delayed symptoms of rash, hives, wheezing or swelling in the same day or week, or during any subsequent treatments. Patients should be advised about the safety of future prescription of penicillin and related antibiotics. 
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