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Objective

• Review classification of chronic urticaria 

• Understand pathophysiology of chronic spontaneous 

urticaria 

• Discuss diagnostic approach of chronic spontaneous 

urticaria  

• Outline current treatment strategies 



Definition

• Urticaria
❑ Sudden appearance of wheals and/or angioedema

❑ Central swelling surrounded by a reflex erythema

❑ Associated itching, or sometimes, burning sensation

❑ Skin returning to normal appearance within 1-24 h

• Angioedema
❑ Deeper subcutaneous swelling

❑ Less circumscribed than urticaria

❑ Sometimes pain rather than itching

❑ Leakage of plasma into subcutaneous/mucosal tissue



Classification

Ben-Shoshan. All Asthma Clin Immunol. 2024;20:64

CSUUC

CSUaiTI

CSUaiTIIb



Epidemiology
• Prevalence: 86 million globally in 2017.

Peck. Acta Derm Venereol. 2021;101:adv00433Kolkhir. Nat Rev Dis Prim. 2022;8:61



Epidemiology

Kolkhir. Nat Rev Dis Prim. 2022;8:61



Disease Burden
• Humanistic burden
❑ Health-related quality of life (HRQoL): 

 Mental health, sleep, daily activity

 61.6% with HRQoL score 4-6 (0-6)

 Impact on daily living

 Social discomfort, itching/skin discomfort

 Stress/anxiety/irritation/insomnia

• Healthcare burden
❑ Frequent outpatient visit. Higher ED visit and hospitalization.

 30% used ER over 10 months

 7.3% hospitalized in 1 yr

❑ Financial burden

 In 2012, CSU annual cost $997/pt ($1,160 for diabetes, $1,050 for 

hypertension) Chung. Dermatology. 2026 DOI: 10.1159/000553409



Pathophysiology: Timeline

Kolkhir. JACI. 2022;149:1819



Pathophysiology: Mast Cells
• Chronic Autoimmune Urticaria
❑ Type I

 IgE Abs for autoallergens

 Antigen: IL-24, TPO, DNA

❑ Type IIb

 IgG antoantibodies

 Antigen: IgE receptor, IgE

 IgG high and low affinity Receptors (FcRI and FcRIIa)

 a

Zhao. J Immunol. 2006;177:694
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Pathophysiology: Mast Cells

• Other activating receptors
❑ Mas-related G-protein Coupled Receptor X2 (MRGPRX2)

 Agonists: Substance P, MBP, EPO

❑ C5aR, C3aR

❑ PAR1, PAR2

 Agonists: Thrombin, FXa

❑ Kit

 



Urticaria 
Pathways

Warp. J Am Acad Derm. 2026

10.1016/j.jaad.2025.12.106



Phenotypes and Endotypes

Sanchez-Borges. W All Org J. 2021;14:100533



Clinical Presentation

Kolkhir. Nat Rev Dis Prim. 2022;8:61



Clinical Presentation

• Signs and symptoms occur at any time. But 

commonly during the evening and night. CSUau

• Wheals occur anywhere, but favor arms and legs.

• Angioedema most commonly on the face.

• Wheals and/or angioedema occur daily or nearly 

daily in moderate to severe patients.

• Stress, food, drug (NSAIDs), infection can lead 

exacerbation.

 



Comorbidities
• Chronic inducible urticaria

• Autoimmune diseases

 Autoimmune thyroid disease (Hashimoto)

 Vitiligo

 Rheumatoid arthritis

 Autoimmune gastritis

• Infection

 Helicobacter pylori

 Dental infection

 COVID-19

 Not causal link

• Cancer (Immunedysregulation)

 



Diagnosis
• History

• Physical Exam

• Diagnostic Workup (Aims=7Cs)

 

Zuberbier. Allergy. 2026;81:2582



Zuberbier. Allergy. 2026;81:2582



Differential Diagnosis

Zuberbier. Allergy. 2026;81:2582



Disease Activity and Control

Kolkhir. Nat Rev Dis Prim. 2022;8:61



Urticaria Activity Score (UAS7, 0-42)

Zuberbier. Allergy. 2026;81:2582



Zuberbier. Allergy. 2026;81:2582

0-105



Zuberbier. Allergy. 2026;81:2582

0-16



Zuberbier. Allergy. 2026;81:2582

0-16



Treatment of Chronic Urticaria

Warp. J Am Acad Derm. 2026doi.org/10.1016/j.jaad.2025.11.104

• Avoiding trigger

• Treat comorbidities

 

(CSUaiTIIb)



Principle 
of CSU 

Treatment

Zuberbier. Allergy. 2026;81:2582



Treatment
Algorithm

Zuberbier. Allergy. 2026;81:2582



Corticosteroids

Zuberbier. Allergy. 2026;81:2582



Zuberbier. Allergy. 2026;81:2582

Alternative Treatment Options



Biomarkers for Treatment Response

Kolkhir. Nat Rev Dis Prim. 2022;8:61



Omalizumab to Dupilumab?

338

33 Omalizumab

23 (responders)10 (non-

responders)

Zhu. Clin Exp Derm. 2024;49:1227



Omalizumab to Dupilumab?

Hayama. W All Org J. 2025;18:101098



Omalizumab Vs Dupilumab Vs Remibrutinib



Omalizumab Vs Dupilumab Vs Remibrutinib

Xiong. J Derm Treat. 2025;36:2580374



Summary

• Urticaria Phenotypes: Acute Urticaria, Chronic Inducible 

Urticaria, and Chronic Spontaneous Urticaria.

• CSU Endotypes: Type I, Type IIb, Non-Type I/Type IIb

• Diagnosis progressed from minimal laboratory tests to 

pathway specific diagnostic tests to guide treatment.

• Management of chronic urticaria has evolved from anti-

mediators and anti-inflammatory to biologics and mast cell 

activation inhibitors.

• Outline current treatment strategies 



Thank You!
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