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Objectives
• Implement evolving evidence into clinical practice
• Understand limitations in use of antihistamines when 

treating various conditions



Bornmann L, et al. J Assoc Info Sci Tech: arxiv.org/abs/1402.4578



>1,000 articles in 2021



J R Soc Med. 2011 Dec; 104(12): 510–520.
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What is an Allergy? 

An abnormal response of the immune system to a harmless substance



Gel and Coombs Classification



Which Would You Choose?
Medication A Medication B

Onset of action Longer Shorter
Duration of action Shorter Longer
Efficacy Less More
Side effects Very common Uncommon
Are pilots legally allowed 
to take this medication 
before flying an 
airplane?

No Yes

1st generation 
antihistamines

2nd generation 
antihistamines



“Most first-generation H1-antihistamines were introduced 
before regulatory agencies existed and before clinical 
pharmacology studies of new medications were required.”

Simons FE, Simons KJ. J Aller Clin Immunol. 2011;128(6):1139-1150



Simons FE, Simons KJ. J Aller Clin Immunol. 2011;128(6):1139-1150

Antihistamines act as 
inverse agonists



Simons FE, Simons KJ. J Aller Clin Immunol. 2011;128(6):1139-1150





https://www.ctvnews.ca/health/canadian-allergists-group-wants-benadryl-behind-the-counter-due-to-side-effects-1.4684745



Fein MN, et al. Allergy Asthma Clin Immunol (2019) 15:61



Fein MN, et al. Allergy Asthma Clin Immunol (2019) 15:61



Weiler JM, et al. Ann Intern Med. 2000;132(5):354-363.



Take Home Points
• Newer generation antihistamines:

• Are readily available
• Have shorter onset of action
• Have longer duration of action
• Have less side effects
• Are MORE effective!



https://www.aaaai.org/practice-resources/statements-and-practice-parameters/practice-parameter-guidelines



Reber LL, et al. JACI. 2017;140(2):335-348.



Supplemental Therapies to Prevent 
Biphasic Anaphylaxis

Question 2 Recommendation: The guideline suggests against glucocorticoids 
or antihistamines as an intervention to prevent biphasic 
anaphylaxis

Conditional Recommendation; Very Low Certainty Evidence
Shaker M, Wallace D, Golden D, et al. Anaphylaxis – A 2020 Practice 

Parameter Update, Systematic Review, and GRADE Analysis. JACI 2020



What Does This Actually Mean?
• Epinephrine is the only 
effective treatment for 
anaphylaxis

• Antihistamines & 
steroids do not treat 
anaphylaxis or prevent 
biphasic anaphylaxis

• Antihistamines may be 
indicated to help with 
itching or other 
symptoms

• Steroids have a very 
limited role in 
anaphylaxis (if any)





There’s No Need to Be Rash 
about Rashes



Most people eat food throughout the day
Chronic skin conditions wax and wane over time

People will have eaten something when their chronic skin condition flares
Human minds are programmed to ask then find answers to questions



Anticipate Concerns and Reassure!

Brancaccio RR. Dermatol Ther. 2004;17(4):302-13.



Eczema



What Causes Eczema?
• Strong genetic component leads to altered skin 

barrier/epidermis
• Filaggrin loss of function mutations
• SPINK5 

• Leads to  increased transepidermal water loss 
increased entry of allergens, irritants, chemicals 
inflammation

Cork M et al. J Allergy Clin Immunology. 2006;118(1):3-21.



Role of Allergens and Eczema
• History is often unreliable in identifying potential food or 

environmental allergen triggers
• Symptoms may not appear for hours to days after ingestion

• IgE testing is often unreliable in identifying potential food 
allergen
• High rate of false positive testing
• May be T cell mediated response (negative IgE testing)

Eigenmann P et al. Ped Allergy Immunol. 2000;11:95-100.



Child with 
eczema eating a 

food without 
problems

Elevated food 
specific IgE Tolerance

Spergel J, et al. Pediatrics 2015;136(6):e1530-e1538

Child with 
eczema eating a 

food without 
problems

Elevated food 
specific IgE AND 
told to avoid that 
food

Allergy

Primum non nocere
(First, do no harm)



• A subset of infants (< 2 years of age) with refractory
moderate-severe eczema may have food allergy 
contributing
• Only consider after thorough regimen of skin care
• Egg, milk, peanut most commonly implicated

• Sensitization to aeroallergens can lead to chronic or 
seasonal flares of eczema lesions
• Dust mite, pet dander, pollen

Role of Allergens and Eczema



• # 1 cause of poorly controlled eczema:
• Lack of understanding regarding: 

• Chronic nature of the underlying condition 
• Knowledge/avoidance of triggers 
• Need for frequent application of moisturizer

Role of Other Factors in Eczema



Severe Itch in Atopic Dermatitis

Allergol Int. 2017;66(1):8-13.



Case 
• 2 year old boy with frequent episodes of generalized hives
• Parents report hives after he eats dairy, egg, wheat, soy, 

peanut, tomato, strawberry
• Avoiding all these foods… but hives still occur



Case 
• Allergist evaluates with skin prick testing
• Parents told he has > 20 food and environmental allergies

• Told to administer epinephrine if hives ever “cover more than his 
chest”

• He has received epinephrine 7 times in 
2 months

• Referred for 2nd evaluation of 
mastocytosis



One Test…



Case 



History NOT Suggestive of IgE-mediated Food 
Hypersensitivity

• Long list of suspected triggers
• Suspected trigger is not recognized as a common or highly allergenic 

item
• No identifiable trigger
• Delayed symptom onset after exposure ( > 3 hrs) 
• Symptoms not reproducible with each exposure
• Able to tolerate allergen in other forms
• Symptom duration >24 hours in acute urticaria

•Chronic urticaria



The Stukus Rule of Hives
• The longer the list of 
suspected items grows, 
the less and less likely it 
is that multiple different 
IgE-mediated allergies to 
those items are present

• Key question:
• “What causes your child’s 

hives?”



Prognosis
• Acute urticaria is self limited

• By definition, lasts < 6 weeks
• Chronic urticaria

• Episodic
• Self limited
• 30-50% resolve within one year
• ~20% persist longer than 5 years
• Can be debilitating in refractory cases



Treatment of Urticaria
• Reassurance and realistic expectations
• No need to change diet or environment
• Daily or twice daily 2nd generation antihistamines
• Skip the benadryl!!!!!!
• Higher than standard doses – up to 4x normal dose 
• H2 blockers, montelukast not very effective
• Avoid using steroids, but may be necessary during severe 

exacerbations
Allergy. 2018 Jul;73(7):1393-1414.



International Urticaria Guidelines

Allergy. 2021. PMID: 34536239



Biologics for Urticaria
• Omalizumab approved in 2014

• Targets IgE  downregulates receptors  dissociates IgE from 
receptor  suppress mast cell and basophil responsiveness

• Recommended ages > 12 years for urticaria
• > 6 years for mod-to-severe asthma
• > 18 years for nasal polyposis

• Recommended for use as 3rd step in therapy AFTER 
patients fail consistent use of low-moderate then high 
dose non-sedating antihistamines

J Allergy Clin Immunol Pract 2021;9:1067-78



Take Home Points
• Food allergies do not ‘cause’ eczema
• Food allergies are unrelated to chronic urticaria
• Risk from false positive testing >>>>> benefit from 

potentially identifying a contributing factor
• Allergists LOVE helping these families…



10% of the general population 
reports having a penicillin allergy…

…BUT >95% of those individuals 
are NOT actually allergic to penicillin.

Penicillin Allergy



Castells M, et al. N Engl J Med 2019;381:2338-51.



Use the History to Determine if There is LOW 
Likelihood of Drug Allergy

Received 
again 

without 
adverse 
effect

No clear 
recollection 

of 
symptoms

Delayed 
onset 

maculo-
papular 

rash

>10 
years 
ago

Listed 
due to 
family 
history 

GI side 
effects

Candidiasis

Listed due 
to false 

assumption 
about 
cross-

reactivity 
with other 
allergens



What Can YOU Do to Clarify a Patient’s 
Drug Allergy Status?
1. Address with every patient at every visit
2. Make it a part of the culture
3. Ask clarifying questions
4. Take the easy ‘wins’
5. Refer patients for testing/challenge when appropriate
6. Remove the label if they’re not allergic!!!

Presenter
Presentation Notes
Relevant to everyone in the room



Penicillin Cross Reactivity

• Beta lactam antibiotics all 
share common beta lactam ring
• This causes a minority of type I 

allergic reactions
• Cross reactivity comes from 

similarity in side chains

Middleton’s Allergy: Principles and Practice, 7th Edition. Chapter 68. Elsevier 2012.



Penicillin: Rates of Cross Reactivity 
• Penicillin + 1st gen Cephalosporins = 4%

• Penicillin + 2nd, 3rd, 4th gen Cephalosporins = 0%

• Penicillin + Carbapenems = <1%

• Penicillin + Aztreonam = 0%
Frumin J et al. Annal of Pharmacology. 2009;43:304-315.

Presenter
Presentation Notes
? The carbapenem part



Penicillin Allergy Evaluation
• We can perform skin testing for penicillin

• Pre-pen
• Penicillin G
• Negative skin prick and intradermal testing associated with 97-99% 

negative predictive value
• Low cost

• 2016 US $ = $220/patient

Blumenthal KG, et al. J Allergy Clin Immunol Pract. 2018;6(3):1019-1027.



Amoxicillin Graded Dose Challenge
• 1 step:

• Amoxicillin 250 mg or 500 mg PO x 1, 60 minutes observation
• 2 step:

• Amoxicillin 50 mg PO x 1, 30-60 minutes observation
• Amoxicillin 500 mg PO x 1, 60 minutes observation

Solensky R, et al. Ann Allergy Asthma Immunol. 2010;105(4):259-273.



It Starts at Home



Who is “Allowed” to Remove a Listed Drug Allergy from a Chart?



Conclusion
• Misperceptions about allergic conditions are common 

among patients and medical professionals
• Utilize current guidelines to provide the best evidence 

based care and answer patient questions
• When in doubt, call your friendly neighborhood allergist!



Thank You



Rapid Fire Myth Busting



https://www.nationwidechildrens.org/family-resources-education/700childrens/2020/11/myth-hypoallergenic-dog



https://adc.bmj.com/content/104/1/91
Balfour-Lynn IM. Arch Dis Child 2019;104:91–93.

https://adc.bmj.com/content/104/1/91




Does “Local” Honey Treat Allergies???



https://www.jem-journal.com/article/S0736-4679(09)00889-0/fulltext
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