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Acute urticaria

< 6 weeks

Chronic urticaria

≥ 6 weeks

Chronic spontaneous

urticaria

Chronic inducible urticaria

Spontaneous appearance of 

wheals, angioedema, or both for

>6 weeks due to known or

unknown causes

Symptomatic dermographism

Cold urticaria

Delayed pressure urticaria

Solar urticaria

Heat urticaria

Vibratory angioedema

Cholinergic urticaria

Aquagenic urticaria

Contact urticaria

Other

inducible

urticaria

Physical

urticaria

75%

Classification of Chronic Urticaria
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Pathophysiology of urticaria
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What activates mast cells in chronic urticaria?
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Autoimmune mechanisms in CSU

• Characterized by IgE antibodies
directed to self-antigens

• IgE to more than 200 autoantigens
including: 

– Thyroid peroxidase (TPO)

– Eosinophil peroxidase (EP)

– Double-stranded DNA (ds-DNA)

– IL-24 

– Tissue factor (TF)
– Eosinophil cationic protein (ECP)

– FcERI

– Thyroglobulin (87%)

– Transglutaminase

50%

Maurer M, et al. Int Arch Allergy Immunol 2020;181:321-33. Marcelino J, et al. Front Immunol 2021;12:742470. Kolkhir P, et al. J Allergy Clin Immunol Pract 2021;9:4138-46.e8. 

Asero R, Ferrer M, Kocaturk E, Maurer M. J Allergy Clin Immunol Pract. 2023 Mar 1:S2213-2198(23)00226-X. Su H, et al. Allergy. 2023 Sep;78(9):2537-2539. 
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Autoimmune mechanisms in CSU

8-40%

Maurer M, et al. Int Arch Allergy Immunol 2020;181:321-33. Marcelino J, et al. Front Immunol 2021;12:742470. Kolkhir P, et al. J Allergy Clin Immunol Pract 2021;9:4138-46.e8. 

Asero R, Ferrer M, Kocaturk E, Maurer M. J Allergy Clin Immunol Pract. 2023 Mar 1:S2213-2198(23)00226-X. Xiang YK, et al. Curr Opin Allergy Clin Immunol. 2023 Oct

1;23(5):438-445. 

Maurer M, et al. Int Arch Allergy Immunol 2020;181:321-33. Marcelino J, et al. Front Immunol 2021;12:742470. Kolkhir P, et al. J Allergy Clin Immunol Pract 2021;9:4138-46.e8. 

Asero R, Ferrer M, Kocaturk E, Maurer M. J Allergy Clin Immunol Pract. 2023 Mar 1:S2213-2198(23)00226-X. Xiang YK, et al. Curr Opin Allergy Clin Immunol. 2023 Oct

1;23(5):438-445. 



CSU Pathomechanism Summary

Causative factor

Genetic tendency

Environmental factors



Diagnosis of autoimmune CSU types

Type I autoallergic CSU

Presence of:

• anti-TPO-IgE or

• anti-IL-24 or

• both

Type IIb autoimmune CSU

Presence of:

• positive ASST and

• positive BAT and

• positive IgG-anti-FcεRI and

• positive IgG-anti-IgE



Autoimmune type IIb CSU is severe, comes with markers

Kolkhir et al., J. Allergy Clin. Immunol. 2022; 149: 1819-1831



Epidemiology

Kolkhir P, et al. Nat Rev Dis Primers. 2022 Sep 15;8(1):61. 

Point prevalence of CU 
≤1.5% in USA and Europe
3–4% in Mexico, Korea and China

Females 70%, males 30%



Female vs male CSU

• Females have more angioedema

• Females have more systemic symptoms

• Females have lower UCT

• Females have more autoimmune disease

• Females have more psychiatric disease

• Stress and food more aggravators for

females

• Most pronounced difference was between

51-65 years!

*Unpublished data from CURE registry



Diagnostic work up in CSU

No extensive
work up!

Basic lab work-up:

CBC

CRP/ESR

Anti-TPO IgG

Total IgE

Should be done 
in each CSU 

patient
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International Urticaria Guideline introduces a more
PERSONALIZED APPROACH in patients with CSU

7C
Hashimoto, atopic

com, mental com

CU-Q2oL

UAS, UCT

Low IgE



Gönül M, et al. 10.5772/67911. Kolkhir P, et al. Autoimmun Rev. 2017b;16(12):1196–1208

Comorbidities 

Look for and treat comorbid conditions



Parameters Mental Health Disorders Metabolic Syndrome Autoimmune Diseases Chronic Inducible Urticaria Cancer, Infection, Allergy

Patients with chronic

spontaneous urticaria who

have comorbidity

8.5%-31.6% 5.9%-19.7% 10.5%-28% >10%

Cancer: about 1%; infection: varies 

depending on infection type; allergic 

diseases: 7%-22%

Appearance in relation to

chronic spontaneous

urticaria

In many cases, after diagnosis of 

chronic spontaneous urticaria
Unknown

In about 80% of patients with

autoimmune diseases, autoimmune

disease is diagnosed after urticaria

Often at the same time (67.4%) Unknown

Most common forms

Anxiety (9.6%-30.6%), mood 

disorders including depression 

(6.6%-29.4%), sleep-wake 

disorders (36.7%)

Central obesity (13.9%), 

dyslipidemia (11.3%), 

hyperglycemia (5.9%), 

arterial hypertension 

(19.7%)

Autoimmune thyroiditis (Hashimoto

thyroiditis) in about 20% of patients

Symptomatic dermographism

(24.8%), cold urticaria (13.4%), 

delayed pressure urticaria (7.3%)

Solid cancers, Helicobacter pylori, 

allergic rhinitis

Pathogenetic or causal 

relation to chronic 

spontaneous urticaria

Due to urticaria symptoms and 

impairment in quality of life 

(consequence of urticaria)

Low-grade chronic 

inflammation

In rare cases, can also induce urticaria, 

e.g., due to systemic lupus

erythematosus

Possible pathogenetic association Causal association is possible but rare

Association with chronic 

spontaneous urticaria 

endotype

Any endotype Any endotype Autoimmune endotype
Any endotype except IgG-mediated 

autoimmune endotype
Any endotype

Association with chronic 

spontaneous urticaria 

characteristics, response to 

treatment, and quality of life

Further decrease in quality of life
Probably longer urticaria 

duration

Possibly longer urticaria duration, more 

active urticaria, worse response to 

treatment

Longer duration of urticaria, further 

decrease in quality of life

Urticaria can improve after successful

treatment of underlying cause

Kolkhir P, Bonnekoh H, Metz M, Maurer M. Chronic Spontaneous Urticaria: A Review. JAMA. 

2024 Sep 26. 





PRO tools to assess disease activity  and 
control in chronic urticaria and angioedema

PRO Format 

(time span)

Domain Scoring 

system

Scoring 

range

Correlating 

response

MCID

UAS7 Diary (based 

on the last 7 

days)

Pruritus intensity and 

number of hives

0–3 0–42 0 = Itch and hive free

1-6 = Well-controlled

7-15 = Mild activity

16-27 = Moderate activity

28-42 = Severe activity

9.5–10.5

AAS7 Diary (based 

on the last 7 

days)

Severity of physical 

discomfort, ability to perform 

daily activities, cosmetic 

impact, and global 

assessment of severity

0–3 0–10 – 8

UCT 4-item 

questionnaire 

(based on the 

last 4 weeks)

Physical symptoms, impact 

on QoL, treatment 

effectiveness, symptom 

control

0–4 0–16 16 = Completely controlled

12-15 = Well-controlled

<12 = Uncontrolled

3

AECT 4-item 

questionnaire 

(based on the 

last 4 weeks)

Frequency of angioedema, 

angioedema-related QoL 

impairment, the 

unpredictability of 

angioedema attacks, and 

angioedema control by 

current treatment

0–4 0–16 0-9 = Poorly controlled

10-16 = Controlled disease

–

CU-Q2oL 23-item 

questionnaire 

(based on the 

last 2 weeks)

Pruritus, swelling, daily life 

activities, sleep, 

appearance, and limitations

1–5 0–100 Mild = 0-15

Moderate= 16-50

Severe >50

15

AE-QoL 17-item 

questionnaire 

(based on the 

last 4 weeks)

Functioning, fatigue/mood, 

fear/shame, and food

1–5 0–100 – 6

DLQI 10-item 

questionnaire 

(based on the 

last 7 days)

Symptoms/feelings, daily 

activities, leisure, work or 

school, personal 

relationships, and treatment 

side effects

0–3 0–30 0–1 = No impact

2–5 = Little impact

6–10 = Moderate impact

11–20 = Very high impact

21–30 = Extremely high 

impact

4

Armstrong AW, Soong W, Bernstein JA. Dermatol Ther (Heidelb). 2023 Aug;13(8):1629-1646. 



Urticaria Control Test (UCT)

https://moxie-gmbh.de/
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• ChRonic 

• Urticaria 

• Self-

• Evaluation
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PROM Scores
Current Medication

Prep for Doctor
+Send Report Function

Urticaria Activity Score (UAS)
Angioedema Activity Score (AAS)
Urticaria Control Test (UCT)
Angioedema Control Test (AECT)
VAS – Urticaria
VAS – productivity
VAS – EQ5D

4.5 The CRUSE app
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4.5 The CRUSE app – Global availability



Biomarkers for treatment response in CSU

Fok JS, Kolkhir P, Church MK, Maurer M. Predictors of treatment response in chronic spontaneous urticaria. Allergy. 
2021 Oct;76(10):2965-2981. Ayse Ornek S, …Kocaturk E. Int Immunopharmacol. 2022 Nov;112:109198. 

UCT 

≤4

Response
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Zuberbier T, Aberer W, Asero R, et al. Allergy. 2021;73(7):1393-414

Main aim of treatment in CSU

TREAT THE DISEASE 

UNTIL IT IS GONE!



Step wise treatment approach in Chronic Urticaria



Mechanism of action of omalizumab in CSU

Rapid:
Free IgE ↓ therefore mast cell
and basophil degranulation
does not happen (within 3 

days)

Can bind free allergens and 
autoallergens

Slow/late:
Down-regulation of FcƐR1 on 

mast cell (weeks) and basophil 
(within 4 weeks) 

Inflammatory mediator and 
cytokine release ↓ = anti-

inflammatory effect 



Slow responders to omalizumab treatment can 
still reach complete control

Omalizumab responder rates increase over a 24-week periodꝉ1,2 
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Casale TB, et al., J Am Acad Dermatol. 2018;78:793–5; 2. Maurer M, et al. J Allergy Clin Immunol. 2018;141:1138–9.



Some patients may have a slow 
response to omalizumab

Many patients with CSU discontinue biologic treatment before it begins 

to have an effect

It is recommended that patients with CSU are treated with omalizumab 

for at least 6 months, in order to achieve disease control

Ferrer M, et al. Eur J Dermatol. 2017;27:455–63. 



Guidelines recommend stepping up/stepping down in the 
treatment algorithm according to the course of disease

UCT score

Control level

Action

Uncontrolled

Step-up* if:
- On 1–4-fold 2GAH >7–28 d
- On omalizumab 

>3 months†

UCT <12

Continue therapy 

and try to 

optimize

Well controlled

UCT = 12–15

Step-down*
based on individual factors 
by reducing dose or 
extending intervals

UCT = 16

Completely controlled

Zuberbier T, et al. Allergy. 2022;77:734–66.



N=2325

• Average duration of omalizumab

treatment=3.3 years

• Predictors of longer treatment

– Longer disease duration >2 years

– Presence of CIndU



Extending dosing
intervals have higher
remission rates than
fixed dosing

• with gradually extending dosing

intervals following a complete

response, 58.1% maintained

remission for 14.9 months

• studies with fixeddosing intervals

has reported lower remission rates

(39–39.8%)

Marzano AV, et al. J. Eur. Acad. Dermatol. Venereol. 2019; 33: 918–24.



Current treatment for CSU

SCF

Trigger avoidance
Omalizumab: 
Binding IgE

Omalizumab: 
downregulating

FcER1

Antihistamines
Histamine

IL-4

IL-13

TNF

IL-17

IL-31

IL-5

Ciclosporine: 
inhibiting ab production

Ciclosporine: 
inhibiting T cell

function

Created by Biorender

%50

%50-70

%40-100



15-30% of CU 
patients will still 
need further 
treatment 
options



Drugs under clinical trials for CU

SCF

IL-5

Created by Biorender

MC 
migration, 
proliferation, 
survival

KIT

BARZOLVOLIMAB

BRIQUILIMAB

Mast cell depletion Antagonism of mast cell activation

btk

jak

TSLP

TEZEPELUMAB

EVO756

UB-221

REMIBRUTINIB

RILZABRUTINIB

TAS5315

MRGPRX2 

FCER1 

POVORCITINIB

TLL018
IL-4R

DUPILUMAB

EP262

Targeting recruiting cells

BENRALIZUMAB

RESLIZUMAB

MEPOLIZUMAB

Metz M, et al.Allergy. 2024 Jan;79(1):37-51. Zuberbier T, et al.. Lancet. 2024 Jul 27;404(10450):393-404. 



compared to
placebo, all
treatments except for
benralizumab, 
methotrexate, and
quilizumab resulted
in significant benefit
in these 4 outcomes

• Efficacy:

• Barzolvolimab was the most
effective drug for UAS7/HSS7/ISS7

• Remibrutinib may be considered
ranking first when choosing an oral
agent

• Efficacy and safety:

• Omalizumab, dupilumab, 
ligelizumab, remibrutinib, and
fenebrutinib are superior to
barzolvolimab, methotrexate, 
hydroxychloroquine, cyclosporine, 
quilizumab, benralizumab, and placebo



We need long remission of the
disease…
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Patient-Centered Care and Quality of Life



Date: 4th and 5th December 2024

Langenbeck-Virchow-Haus, Lecture Hall

Luisenstr. 58/59

10117 Berlin

Berlin, Germany

Contact: 

info@ga2len-ucare.com or 

guf@remember-management.de

 >> UCARE GUIDELINE Consensus Meeting on 6th December  

 

https://ga2len-ucare.com/

4.5 UCARE Meetings/Conferences:

7th GA²LEN Global Urticaria Forum (GUF 2024)

mailto:guf@remember-management.de
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