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SIGNIFICANCE

Quality of life is substantially reduced

Disturbance with sleep, daily activities, social interaction, work 

productivity, emotional well-being

High socioeconomic impact from the direct (medication

and healthcare visits)

Indirect costs (absence from or reduced efficiency while at work)



DEFINITION

Urticaria is a disease characterized by the development of wheals 
(hives), angioedema, or both. 

The skin lesions are:

- pruritic 

- erythematous

- typically last less than 24 hours without leaving residual marks 

Acute urticaria is defined as outbreaks of urticarial lesions that do not 
persist beyond 6 weeks. 

Chronic urticaria is defined as the recurrence of hives on a near daily 
basis for more than 6 weeks.  



Chronic Spontaneous Urticaria

Spontaneous appearance of itchy wheals, angioedema, or 

both, for at least 6 weeks

Self limiting disorder persisting for 2–5 years in the 

majority of cases

20% of patients suffer for more than 5 years



PATHOPHYSIOLOGY

Allergy
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PATHOPHYSIOLOGY

Urticaria is a mast-cell-driven disease

Activation of cutaneous mast cells 

Mediators

histamine                                          cytokines 

platelet-activating factor (PAF) serotonin

proteases proteoglycans 

Result in

sensory nerve activation vasodilation 

plasma extravasation cell recruitment to urticarial 

lesions



PATHOPHYSIOLOGY

Mast cell stimulation leading to acute and chronic urticaria 

can be caused by:

IgE-mediated reaction autoimmunity

direct mast cell activation arachidonic acid 

metabolism

infections systemic diseases 



IgE Mediated

Foods (e.g., peanuts, tree nuts, wheat, soy, milk, egg, shellfish, 
fish) 

Inhalants (e.g., animal dander, pollen)

Insect sting or bite (Hymenoptera venom, fire ants) 

Medications (e.g., beta-lactam antibiotics, sulfa-containing 
medications)

Contactants (e.g. latex, animal saliva)



Autoimmune Mediated 

Anti-FcɛRI antibody 

Anti-IgE antibody 
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Direct Mast Cell Activated

Neuromuscular blocking agents (e.g., 

uccinylcholine,ancuronium, atracurium)

Opioid narcotics (e.g., morphine) 

Radiocontrast media 

Vancomycin 



Signs and Symptoms

Urticaria is characterized by the appearance of wheals or 

hives:

central swelling, pruritus, and evanescent nature

Hives are usually very itchy 

Range in size from a few millimeters to the size of a hand



Signs and Symptoms

Wheals usually fade after a few hours, but can be replaced 

by new ones elsewhere on the body!!!!! 

The skin returns to normal as soon as the wheals fade

Acute Urticaria

The rash appears suddenly and is most severe after 8-12 

hours, but usually goes away within 24 hours (although it 

can occasionally last for 48 hours)



Systemic Diseases

Autoimmune disorders (e.g., systemic lupus 
erythematous)

Cryoglobulinemia 

Neoplasia 



Acute Chronic

Less than 6 weeks More than 6 weeks

Recurrent of hives, with or 

without angioedema, on>3 

days/week persisting for  ≥6 

weeks





















































































Angioedema

Patients with acute or chronic urticaria can also experience 

angioedema

Angioedema typically affects areas of loose connective 

tissue, such as the periorbital region, lips, extremities, and 

genitals (e.g., scrotum)

Occasionally, the tongue and pharynx are involved

Swelling can take up to 72 hours to resolve



Diagnosis

Detailed history and physical examination

Characteristics of the lesions

Immunoglobulin E: cutaneous testing or serum 

radioallergosorbent testing (RAST)



Diagnosis

Most frequently implicated foods eliciting generalized 

urticaria in children include milk, soy, wheat, eggs, peanuts, 

tree nuts, shellfish, and fish

Peanuts, tree nuts, shellfish, and fish are common causes in 

adults

Occasionally, foods cause hives through a non–IgE-

mediated reaction: scombroidosis



Treatment

Antihistamines

Patients should be instructed to take antihistamines on a 

regular basis, not simply as needed

Corticosteroids

Efficacious for treating urticaria, but use should be limited 

because of potential side effects

In chronic urticaria, corticosteroids should be used only in 

highly selective situations, such as during a significant 

exacerbation of symptoms or in severe cases refractory to 

other treatments



Epinephrine

Llifesaving for patients who experience laryngeal edema or anaphylaxis

The proper dose for adults is 0.3 mL to 0.5 mL of intramuscular epinephrine in 

1 : 1000 concentration

Pediatric dosing is 0.01 mL/kg of intramuscular epinephrine in 1 : 1000 

concentration, up to 0.3 mL

The lateral thigh is the preferred injection site

Patients with a history of : laryngeal edema or anaphylaxis, food allergy, 

stinging insect hypersensitivity, or latex allergy should have self-injectable 

epinephrine



Other Medications

Antileukotriene drugs

Montelukast (Singulair)

Zafirlukast (Accolate)

Mast cell-stabilizing agents

Oral sympathomimetic agents 



Targeted Treatment

Anti-TNF therapies

Anti-CD20 – Rituximab

Anti-IgE therapies

- Omalizumab

- Ligelizumab

- Quilizumab



Summary

Urticaria is a common skin disorder that causes significant 

morbidity

Most cases of urticaria are self-limited

When there is an identifiable cause such as an immediate 

hypersensitivity reaction, avoidance is effective in 

preventing a recurrence

After a thorough evaluation, a significant portion of these 

patients have no identifiable cause



Hereditary Angioedema

Hereditary angioedema (HAE) is an inherited disease that 

causes repeated episodes of swelling

Cl-inhibitor (C1-INH) deficiency leads to recurrent attacks 

of mucocutaneous edema and may be inherited or acquired 

(AAE), which have the same clinical picture characterized 

by angioedema involving the skin, gastrointestinal tract, 

and larynx



Types of HAE

Type I

Mutations in the SERPING1 gene

This gene makes the protein C1 

inhibitor-a part of complement 

system

People with type I HAE don’t 

make enough C1 inhibitor



Pathophysioplogy
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Type II HAE 

People with type II HAE also have a mutation in the 

SERPING1 gene

They make enough C1, but the C1 doesn’t work properly

Dysfunction of C1 inhibitor

Type III  HAE 

There is no abnormality with C1 inhibitor

It is associated with a mutation in the Factor XII gene and 

too much coagulation factor XII is produced



Triggering Factors

Physical exertion                             Mental stress

Mechanical trauma                           Pregnancy

Infection                                           Medical procedures

Weather changes                              Fatigue/exhaustion

Menstruation                                    Dental procedures



Signs and Symptoms

HAE and AAE have the same symptoms of recurrent 

cutaneous edema attcks affecting the face, extremities, 

trunk, and genitals

Involvement of the gastrointestinal tract leads to bowel sub-

occlusion with severe pain, vomiting, and diarrhea

laryngeal edema can be life-threatening



Signs and Symptoms

Rarely, attacks may involve other sites including the 

esophagus, brain, kidney, and pancreas

Attacks typically develop and resolve slowly, lasting 2–

5 days



Diagnosis

C1-INH level

Type I- low levels of C1-INH protein 

Type II - low C1-INH protein function

C4 - low



Treatment

Prevention of attacks- avoid contact sports

Emergency plan- patients need to seek emergency medical                

care for upper airway attacks

Medication

Plasma-purified C1-INH 

Recombinant C1-INH



Food Allergy

An adverse reaction to food mediated by an immunologic mechanism, 

involving: 

specific IgE (IgE-mediated),  cell-mediated mechanisms (non-IgE-

mediated) or both IgE- and cell-mediated mechanisms (mixed IgE- and 

non-IgE-mediated)

The prevalence of food allergy is generally higher in children than in 

adults

Prevalence of primary food allergy appeared is stable over time

Secondary food allergy caused by cross-reactions of food allergens with 

inhalant allergens is increasing



IgE-mediated food allergies are more common among infants and 
young children than among adults

Infants and young children are more likely to develop IgE-mediated 
food allergies than are older children and adults.

Food allergy is an adverse reactions to food in which immunologic 
mechanisms have been demonstrated

The true prevalence of food allergy is unknown. The frequency of FA is 
higher among children than among adults

The point prevalence of food challenge-confirmed FA is under 1% in 
Europe



Food Allergens

Peanuts                        

Fish shellfish                     

Tree nuts

Fresh fruits                 

Vegetables  

Milk                             

Eggs



Pathophysiology

One of the first manifestations of the atopic syndrome and 

affects young children in the developing gut-associated 

lymphoid tissue

IgE-mediated and cellular hypersensitivity responses to 

ingested foods 

Recent evidence suggest the presence of localized IgE-

mediated responses: duodenal presence of IgE-bearing 

cells, activated eosinophils, and T cells



Pathophysiology

FA in adulthood seems to be commonly associated with 

sensitization to other allergens, particularly inhalants

OAS (oral allergic syndrome)

A number of studies have shown that between 50 and 93% 

of birch pollen-allergic patients have immunological 

reactivity to plant-derived foods



Signs and Symptoms

An adverse food reaction is  any untoward response to the ingestion of 

a food

Adverse food reactions can be divided into food allergies, which are 

immunologically mediated, and all other reactions, which are non-

immunologic 

Besides, adverse reactions to food develop by different gastrointestinal 

tract pathologies. The algorithm of diagnostics, treatment and 

prevention of food allergy and food intolerance require different 

methodical approaches



Intolerance

“Intolerance” is a term loaded with different meanings and 

interpretations

Intolerance, or hypersensitivity, relates to all reactions to foods

Allergy is an immune mechanism and atopy is the terminology for 

immunoglobulin E (IgE) mediated reactions

Intolerance is also used when the symptoms are related to 

carbohydrates, when the sugar is malabsorbed because of a deficiency 

of one of the disaccharidases (actase, maltase,sucrase)

Gluten intolerance is used as a synonym for celiac disease



Signs and Symptoms

Mild, self-limiting reactions

Severe, life-threatening reactions 

The most common food allergy signs and symptoms include:

itching in the mouth         hives, itching or eczema

swelling of the lips, face, tongue and throat

wheezing, repetitive cough

abdominal pain, diarrhea, nausea or vomiting

dizziness, lightheadedness or fainting



Signs and Symptoms

Anaphylaxis

Exercise-induced food 

allergy

Pollen-food allergy 

syndrome (OAS)-swelling 

of the throat or even 

anaphylaxis



Diagnosis

Patient’s clinical history and examination

Determination of sensitization to food - standardized tests and procedures

Elimination diets for diagnostic purposes

Oral food challenge (OFC) – DBPCFC is the gold standard

Diagnosis of EoE

Unconventional tests, including specific IgG testing

EAACI Food Allergy Guidelines



Algorithm for the diagnosis of food allergy

Allergy
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Diagnosis

Medical history

Skin prick tests

Blood tests for specific IgEs



Management and Treatment

Avoid consuming the food

Antihistamines-mild to moderate allergic reaction 

Adrenaline-severe allergic reactions 




