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INSTRUCTIONS

MOC as well as CME credit can now be obtained, free for a limited
time, by reviewing this Difficult Cases presentation. Please note the
following instructions.

1. Review the target audience, learning objectives, and author
disclosures.
2. Follow the online instructions to review the full online version of the
presentation.
3. Complete the post-test. At this time, you will have earned 1.00 AMA
PRA Category 1 CME Credit�.
4. Approximately 4 weeks later you will receive an online assessment
regarding your application of this article to your practice. Once you
have completed this assessment, you will be eligible to receive 1 MOC
Part II Self-Assessment credit from the American Board of Allergy and
Immunology.

Method of Physician Participation in Learning Process: The core
material for these activities can be found online at the JACI: In Practice
Web site: www.jaci-inpractice.org/. The accompanying tests may only
be submitted online at www.jaci-inpractice.org/. Fax or other copies
will not be accepted.

Date of Original Release: June 1, 2022. Credit may be obtained for
these courses until May 31, 2023.

Copyright Statement: Copyright � 2022-2024. All rights reserved.

Overall Purpose/Goal: To provide excellent case-based reviews on
key aspects of allergic disease to those who research, treat, or manage
allergic disease.
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Target Audience: Physicians and researchers within the field of
allergic disease.

Accreditation/Provider Statements and Credit Designation: The
American Academy of Allergy, Asthma & Immunology (AAAAI) is
accredited by the Accreditation Council for Continuing Medical Edu-
cation (ACCME) to provide continuing medical education for physi-
cians. The AAAAI designates this journal-based CME activity for 1.00
AMA PRA Category 1 Credit�. Physicians should claim only the credit
commensurate with the extent of their participation in the activity.

List of Design Committee Members: Rahul Datta, MD, PhD, and
Stacie M. Jones, MD (authors); Scott H. Sicherer, MD (editor)

Learning objectives:

1. To describe the process of undergoing oral immunotherapy (OIT) to
peanut.

2. To inform potential patients of the risks that may be associated with
OIT.
3. To describe approaches to mitigate OIT-associated risks.

Recognition of Commercial Support: This CME has not received
external commercial support.

Disclosure of Relevant Financial Relationships with Commercial
Interests: S.M. Jones reports grants from Aimmune Therapeutic; re-
ports personal fees from Aimmune Therapeutics; and serves on the
Aimmune Scientific Advisory Board. All other authors and reviewers
reported no relevant financial relationships.
The Difficult Cases Feature is based on the Difficult Cases Course presented at the AAAAI Annual Meeting and coordinated by the
AAAI New Allergist-Immunologist Assembly (NAIA). View the entire presentation and obtain CME or MOC credit by visiting the
JACI: In Practice homepage www.jaci-inpractice.org.
R.G. is an 8-year-old boy who was diagnosed with peanut
allergy at age 1 year after developing hives with peanut butter
ingestion. He had no further reactions until age 7 years when he
had an anaphylactic reaction after mistakenly consuming peanut.
In clinic, parents were concerned that his diet would be more
difficult to control with age, putting him at a higher risk for
reactions. After discussing the risks and benefits with the family,
we decided to start oral immunotherapy (OIT).

The phase 3 Peanut Allergy Oral Immunotherapy Study of
AR101 for Desensitization in Children and Adults (PALISADE)
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trial demonstrated efficacy when comparing peanut OIT to
placebo.1 OIT begins with an initial daily dose of 3 mg of peanut
protein, with updosing every 2 weeks to a maintenance dose of
300 mg followed by 6 months on daily maintenance. Each dose
escalation was performed under medical supervision, with sub-
sequent doses given at home. Primary end point was tolerance of
600 mg of peanut protein following the maintenance phase, with
67% of those receiving peanut able to safely consume 600 mg
versus 4% with placebo.1

OIT was approved by the Food and Drug Administration in
2020 under the brand name Palforzia and is indicated for the
mitigation of allergic reactions, including anaphylaxis, that may
occur with accidental exposure to peanut.2 It is approved for
patients ages 4 to 17 years with a confirmed peanut allergy and
used alongside a peanut-avoidant diet.2 Treatment involves daily
ingestion of peanut powder mixed in a food vehicle such as
pudding. Contraindications are uncontrolled asthma or a history
of eosinophilic gastrointestinal disease.

Two months after starting OIT, R.G. reported sneezing and
hives 30 minutes after taking a 40-mg home dose despite a
successful clinic dose. He reportedly played soccer shortly after
dosing and the dose was consumed on a nearly empty stomach.
We reviewed OIT risks and precautions with R.G. and his
parents. The following precautions were reviewed with the
family: (1) doses should be taken with meals, (2) patient should
be monitored for 60 minutes after dosing, (3) exercise and hot
showers should be avoided for 3 hours after dosing, and (4) dose
adjustments may be needed because of illness such as a viral
illness due to an increased risk of a reaction.2

Reactions are common with OIT, but are primarily mild to
moderate in nature. Most common are gastrointestinal
symptoms, with 67% of subjects reporting abdominal pain and
37% reporting vomiting during updosing. Epinephrine was
administered to 10.4% of patients. Approximately 2% to 3% of
patients developed eosinophilic gastrointestinal disease.2

Two months later, R.G. returned for updosing and reported a
week of abdominal pain immediately after each home dose of
120 mg. We maintained the 120 mg dosing for 2 extra weeks
and started H1 and H2 blockers. Symptoms resolved and
updosing was resumed. He reached maintenance after which
medications were weaned with no further issue. In a potential
second scenario, R.G. does not respond to the medications. He
was found to have an abnormal endoscopy that demonstrated
esophageal eosinophilia. A diagnosis of eosinophilic esophagitis
was confirmed and OIT was discontinued. Within 2 weeks, his
symptoms resolved. Six months later, a repeat biopsy showed
only 2 eosinophils/hpf.

OIT is a treatment for peanut allergy with proven efficacy in
increasing tolerance of ingested peanut. Most adverse events are
mild to moderate and improve over time. However, OIT is not for
everyone. Familiesmust be aware of the risks, benefits, and processes
involved with undergoing the treatment. Ultimately, OIT is a
shared decision process between the physician, the patient, and the
family requiring ongoing education. The patient must maintain a
peanut-avoidant diet and access to self-injectable epinephrine for the
most beneficial and safe outcomes associated with treatment.
REFERENCES
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peanut allergy. N Engl J Med 2018;379:1991-2001.
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Case Report - RG 
• 8 year old boy presents with a history of a peanut allergy                                    

and atopic derma��s.   
• Peanut allergy was diagnosed at age 12 months a�er                                     

RG developed generalized hives and facial swelling                                            
following inges�on of 1 tablespoon of peanut bu�er. 
• PnIgE = 50 kU/L; Peanut SPT = 8 mm 

• Management includes peanut diet restric�on and self-injectable 
epinephrine with ongoing educa�on from his allergist. 
• One year ago, RG ate ice cream at a birthday party and immediately 

developed hives and respiratory distress.  Epinephrine and 
diphenhydramine were given and he was taken to the emergency room 
where he was monitored 4 hours and discharged to home                                  
without further symptoms. 
• Parents are concerned that as RG gets older, he may                                    

have more accidental inges�ons. 

                          

                               

                                  

                                          
                            



Oral Immunotherapy (OIT) 
• Peanut powder ingested in 

a food vehicle (e.g., 
applesauce, pudding) 

• An�gen is processed in gut-
associated lymphoid �ssue 
with an�gen up-take by 
mucosal dendri�c cells that 
further modify immune 
pathways through 
regulatory mechanisms 
dampening Th2-skewed 
allergic response 

 

Participating countries (66 centers): US, Canada, Denmark, Germany, Ireland, Italy, Netherlands, Spain, Sweden, UK 

PALISADE Trial, Phase 3 – Peanut OIT 
 

3:1 randomiza�on 
AR101:Placebo 

Vickery BP, et al. NEJM 2018; 379:1991-2001 

Enrolled  
N=496 
4-17 yo 

Primary endpoint: Desensi�za�on 

IDE 

updosing maintenance 
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Single Highest Dose (mg) 300 600         1000 
Cumulative Dose (mg) 443 1043         2043 

*p<0.00001 for H0:Treatment Difference = 15% 

Primary Endpoint 

Key Secondary Endpoints 

PALISADE: Efficacy in 4-17 yo, ITT Popula�on (N=496) 

Vickery BP, et al. NEJM 2018; 379:1991-2001 

-Indicated for the mi�ga�on of allergic reac�ons, including anaphylaxis, that 
may occur with accidental exposure to peanut 
-Approved for use in pa�ents, ages 4-17 years, with confirmed peanut allergy 
-Contraindica�ons poorly controlled asthma, EoE, severe anaphylaxis w/in 60d 

**PALFORZIA REMS (Risk Evalua�on and Mi�ga�on Strategy) Program Enrollment           
is required due to risk of anaphylaxis 

5 Doses on Day 1 
0.5 mg, 1 mg, 1.5 mg, 3 mg, 6 mg 

11 Doses every ~2 weeks 
3 mg to 300 mg daily 

Maintenance 
300 mg daily 

- Peanut avoidant diet 
- Epinephrine access 

FDA approval on January 31, 2020 
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Case Con�nued….. 
• Family decides to begin peanut OIT. 
• Two months a�er star�ng, RG reports to clinic for an updosing 

appointment. 
• Parents report that one week prior, RG exhibited symptoms of 

sneezing and 4-5 hives that began 30 minutes a�er he received his 
dose which was given at school a�er lunch. 
• On further ques�oning, several issues are discovered: 
• Shortly a�er taking the dose, he was playing soccer in gym class 
• Dose was given in a small amount of applesauce with only an apple eaten at 

lunch 

• Mom confides that RG splits �me between his two separated parents 
and some�mes with his grandmother.  He may miss 1-2 doses per 
week. She wonders if this may have contributed to his anaphylaxis.  

Palforzia prescribing informa�on 
• Key Points: 

• Adverse reac�ons, including anaphylaxis, can occur at any stage of dosing 
• Most dose-related reac�ons are mild-moderate in severity 
• Anaphylaxis occurred in 9.4% of peanut OIT par�cipants in key studies 
• EoE was diagnosed in <1% of study par�cipants 
• Risks increase with severe or poorly controlled asthma 

 
• Recommended Dosing Procedures: 

• Doses should be taken in a cool vehicle with a meal or meal-size snack 
• Doses should not be missed and should be take at same �me of day (preferably evening) 
• No strenuous exercise or hot shower/bath immediately before or 3 hours post-dose 
• Dose adjustments, including holding doses, are needed for fever and illnesses (viral 

respiratory/gastrointes�nal), including acute asthma a�acks and menses 
• Dose adjustments or observed doses are needed if 3 or more consecu�ve doses are 

missed 
�Epinephrine Access/Educa�on and Peanut Avoidant Diet are required 
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Case Con�nued…… 
• OIT dosing procedures are carefully reviewed with the family. 
• Two months later, mother calls and reports that RG has developed 

epigastric abdominal pain within 30-45 minutes of each dose of 120 
mg.   
• H1 and H2 blockers are prescribed daily prior to OIT dosing. 

• OIT dose is held at 120 mg x 2 addi�onal weeks with resolu�on of 
pain. 
• As OIT updosing con�nues to 160 mg, no symptoms occur. 
• He is able to con�nue his dosing and achieve maintenance (300 mg).   
• Three months into maintenance, he remains symptom-free and he is 

weaned off the H1 and H2 blockers without issue. 

Case Con�nued (second scenario) 
• OIT dosing procedures are carefully reviewed with the family. 
• Two months later, mother calls and reports that RG has developed 

epigastric abdominal pain within 30-45 minutes of each dose of 120 
mg.  H1 and H2 blockers are prescribed daily prior to OIT dosing. 
• OIT dose is held at 120 mg x 2 addi�onal weeks with resolu�on pain. 
• As OIT updosing con�nues to 160 mg, abdominal returns and persists, 

promp�ng a change from an H2 blocker to a PPI. 
• One week later, family reports that RG is having trouble                          

tolera�ng his meals with difficulty swallowing and emesis. 
• An esophageal biopsy was performed which shows                                    

100 eos/HPF; OIT was discon�nued. 
• Within 2 weeks of stopping OIT, GI symptoms resolve.                        A 

Repeat biopsy six months later shows 2 eos/HPF. 
            AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA 
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Side effects of OIT – Palforzia package insert p g

GI events
are most 
common 

Systemic 
reac�ons 
in ~10% 

Prac�cal factors impac�ng OIT success 
OIT is not the right fit for every pa�ent 
• Problem: Dosing issues – taste and vehicle issues 

• Solu�ons: change/alternate vehicle to mask taste, provide variety 
• Never cook in food or heat peanut OIT 

• Problem: Dosing fa�gue 
• Solu�ons: review benefits, consider alternate treatment and OIT discon�nua�on 

• Problem: Dose adjustments for illness/menses 
• Solu�ons: OIT access line for recommenda�ons 

• Observed dosing a�er 3 or more missed doses with poten�al dose reduc�on  
• Hold doses or pretreat during early menses cycle – monitor for pa�ern 

• Problem: Anxiety with dosing 
• Solu�ons: Suggest counseling; discuss discon�nua�on (risk:benefit assessment) 

• Problem: Lifestyle disrup�ons for child/family 
• Solu�ons: Crea�ve dosing scheme vs. discon�nua�on vs. alternate treatment 
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Summary 
• Oral immunotherapy is a new FDA-approved treatment for managing 

food allergy. 
• OIT has posi�ve efficacy and benefit for many people who undergo the 

treatment. Pa�ents and families o�en report a significant 
improvement in their overall well-being. 
• Most adverse events are mild-moderate, manageable and improve 

over �me. 
• Families must be aware of the risks, benefits, and process involved 

with undergoing the treatment. 
• Ul�mately, oral immunotherapy is a shared decision process between 

the physician, the pa�ent, and the family. Like all treatment, OIT must 
be tailored to the pa�ent and family needs and goals. 

Future therapy under inves�ga�on: 
OIT plus biologic agents  

Dupilumab 
FDA Indica�ons:  

Atopic derma��s, 
Asthma,  
Chronic 

rhinosinusi�s with 
nasal polyposis 

Omalizumab 
FDA Indica�ons:  
Allergic Asthma, 

Chronic Idiopathic 
Ur�caria 
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Thank You!

• Any Ques�ons?
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