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Urticaria

Hudsygdom forarsaget af overaktive mastceller

Kvadler og/eller angiogdem

Klge (og breendende/pressende fornemmelse) i huden
Kvadler til stede under 24 timer / angiogdem til stede under 72
Livstidspraevalens af urticaria er ~25%

Livstidspraevalens af kronisk urticaria er ~1%

Angiogdem til stede hos ~40% med urticaria (eneste manifestation hos 5%)



Zuberbier T.
Allergy 2022;77:734-66.

Klassifikation af urticaria

Kvadler og/eller angiogdem | under 6 uger
= akut urticaria

Kvadler og/eller angiogdem i over 6 uger
= kronisk urticaria




Klassifikation af kronisk urticaria

Chronic Urticaria Subtypes

Chronic Spontaneous Urticaria (CSU)

Spontaneous appearance of wheals, angioedema, or both for
>6 weeks due to known® or unknown causes.

Inducible Urticaria

Symptomatic dermographism?®

Cold urticaria“

Delayed pressure urticaria
Solar urticaria

Heat urticaria®
Vibratory angioedema
Cholinergic urticaria
Contact urticaria
Aquagenic urticaria
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Zuberbier T. Allergy 2022;77:734-66.



UCARE (Urticaria Centers of Reference and Excellence)
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UCARE (Urticaria Centers of Reference and Excellence)

Kort  Satellit

Maurer M.
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Urticaria guideline 2021

The International EAACI/GA2LEN/EuroGuiDerm/APAAACI

Guideline for the Definition, Classification, Diagnosis and |,

LS

Management of Urti

iment only,
mg/kg/day
long term,
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Zuberbier T. Allergy 2022;77:734-66.



Diagnostisk algoritme ved kronisk urticaria
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Hvorfor far man urticaria?

Everyday life events that occurred immediately

before onset of CU, n (%)

Experienced emotional stress

Travelling abroad

Had an infection

Had a new job

Weight changes

Experienced unusual physical symptoms
Moved house

Initiated new medication(s)

Changes in physical activity habits
Major dietary changes

Eaten new foodstuft

Changes in smoking habits

Changes in alcohol drinking habits
Onset of another chronic illness

Been pregnant or tried to become pregnant

37 (43.5)
17 (20.0)
16 (18.8)
14 (16.5)
12 (14.1)
9 (10.6)
9 (10.6)
7 (8.2)
7 (8.2)
6(7.1)
3(3.5)
3(3.5)
3(3.5)
3(3.5)
2(2.4)

Ali S. Dermatology 2021;237:320-2.



Type | (autoallergisk) og Type llb (autoimmun)
kronisk urticaria
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Chang J. J Asthma Allergy. 2021;14:187-99.



Hvordan skelner man mellem Type | og Type b
kronisk urticaria?

Type | (85%) Type llb (15%)

Negativ urticaria HR test Positiv urticaria HR test

Baumann K (submitted).



Hvordan skelner man mellem Type | og Type b
kronisk urticaria?

Type | (85%) Type llb (15%)

Negativ urticaria HR test Positiv urticaria HR test
Normal/Hgj total IgE Lav total IgE (typisk under 10-40)
Normalt basofiltal Lavt basofiltal

Normalt eosinofiltal Lavt eosinofiltal

Normal thyroideaperoxidase (TPO-ab) Hgaj thyroideaperoxidase (TPO-ab)
Sjeeldnere angiogdem (40%) Ofte angiogdem (80%)

Lavere sygdomsaktivitet Hajere sygdomsaktivitet

God prognose Darlig prognose

God respons pa behandling Darlig respons pa behandling

Baumann K (submitted).



Potentielle undersggelser ved kronisk urticaria

« Thyroidea hormoner / thyroidea autoantistoffer
« Basofil histamin release test / ASST / BAT

» Helicobacter pylori og parasitter i affgring
 CRP, leucocytter, seenkning

 HepatitisB og C

« Standard / fgdevarer prik og RAST tests

e Serum tryptase

« Serum total IgE

* Hudbiopsi

« CINDU provokationstests

« Cl-esterase inhibitor

« ANA

 D-dimer

e Urinstix

* Ragantgen af thorax

« Interferon gamma release assay (TB)

« PET/CT scanning

« Flatoverfarte infektioner / Borrelia burgdorferi



Potentielle undersggelser ved kronisk urticaria

idea hormoner / thyroidea
Istamin release test

I pylori og par

antistoffer

gamma release
scanning
» Fl3toverfarte infektioner / Borrelia

urgdorferi



Anbefalede diagnostiske tests ved kronisk urticaria

Zuberbier T.
Allergy 2022;77:734-66.

Types

Spontaneous
urticaria

Inducible
urticaria

Subtypes

Acute spontaneous urticaria

Ccsu

Cold urticaria

Delayed pressure urticaria

Heat urticaria

Solar urticaria

Symptomatic dermographism

Elicit dermographism and threshold
tested

Vibratory angioedema

Aquagenic urticaria

Cholinergic urticaria

Contact urticaria

Routine diagnostic tests
(recommended)

Differential blood count. ESR
and/or CRP
IgG anti-TPO and total IgE®

Cold provocation and
threshold test®

Pressure test and threshold
test®d

Heat provocation and
threshold test®¢

UV and visible light of
different wavelengths and
threshold test®

Differential blood count, ESR
or CRP

Test with vibration, for
example, Vortex-mixer®

Provocation testing®

Provocation and threshold
testing®

Provocation testing®

Extended diagnostic programme? (based on
history) - For identification of underlying causes
or eliciting factors and for ruling out possible
differential diagnoses if indicated

None®

Avoidance of suspected triggers (eg, drugs);
diagnostic tests for (in no preferred order): (i)
infectious diseases (eg, Helicobacter pylori); (ii)
functional autoantibodies (eg, basophil test);
(i) thyroid gland disorders (thyroid hormones
and autoantibodies); (iv) allergy (skin tests and/
or allergen avoidance test, eg, avoidance diet);
(v) concomitant CIndU, see below**:(vi) severe
systemic diseases (eg, tryptase); and (vii) other
(eg, lesional skin biopsy)

Differential blood count and ESR or CRP, rule out
other diseases, especially infections*®

None

None

Rule out other light-induced dermatoses

None

None

None

None



2rbar urticaria (ClndU)

;{ e Fysisk CIndU:

R Symptomatisk dermografisme (A)
Trykurticaria (B)

Kuldeurticaria (D-F)
Varmeurticaria

Solurticaria (C)

Vibratorisk angiogdem

Andre CindU:
Kolinerg urticaria (G-H)
Kontakturticaria
Aquagen urticaria

Maurer M. J Allergy Clin Immunol
Pract 2018;6:1119-30.



| ClndU:

A: Kulde/Varme urticaria

B: Solurticaria

C-D: Symptomatisk dermografisme
E: Trykurticaria

F: Vibratorisk angiogdem

G: Kolinerg urticaria

Provokationstests ved induceérbar urticaria (CindU)

Patients True False True False Sensitivity ~ Specificit PPV NPV

Provocation Positive Positive Negative Negative (%) (%) (%) (%)

Probable diagnosis
Heat 0 I 183 14 0 99.5 0 92.3
Cold 9 7 205 8 52.9 96.7 56.3 96.2 Maurer M. J Allergy Clin Immunol
Pressure 0 1 188 23 0 99.5 0 89.1 A

S R Th— \ ] Pract 2018;6:1119-30.
Hea 1 1 183 550\ 18 95 [/ 50 76.9
Cold 4 7+ 205 21 \ 16 9%.7 / < 364 90.7 Holm JG. Eur J Dermatol
Pressure 1 T 188 41 ¥4 99.5 50 82.1 2017;27:406-8.



Zuberbier T. Allergy 2022;77:734-66.

Behandling af kronisk urticaria

Should be performed
under the supervision of
a specialist

Start with standard dose 2nd generation H,-AH
If needed:
Increase 2nd generation H,-AH dose (up to 4x)

If inadequate controlon high dose:
After 2-4 weeksor earlier,
if symptoms are intolerable

Consider referral
to specialist

Add on to 2nd generation H,-AH: omalizumab ®
If needed:
Increase dose and/or shorten interval ¢

If inadequate control:
Within 6 months or earlier,
if symptoms are intolerable

Add on to 2nd generation H,-AH: ciclosporin?

a Second line and third line treatment apply only for CU
b 300mg every 4 weeks

¢ Up to 600mg every 2 weeks

d Up to 5mg/kg body weight

This algorithm was voted on after finishing all separate GRADE questions taking into
consideration the existing consensus. It was decided that omalizumab should be tried
before ciclosporin since the latter is not licensed for urticaria and has an inferior
profile of adverse effects. In addition: A short course of glucocorticosteroids may be
considered in case of severe exacerbation. Other treatment options are available,
see table 11.

Figure is based on expert consensusand achieved 270% agreementinthe consensus conference.




Behandling af kronisk urticaria

men...
Hvornar skal man starte?
Hvornar og hvordan
ned/optrappes
behandlingen?

Hvornar stoppes?

Hvad skal man forvente af
effekt?

Zuberbier T. Allergy 2022;77:734-66.
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Omalizumab (Xolair)

Humaniseret monoklonalt antistof rettet mod Ce3 pa IgE

Neutraliserer frit cirkulerende IgE (indenfor timer)
og medfarer nedregulering af IgE-receptorer pa
mastceller, basofile og dendritceller

Godkendt i:
2003 til sveer allergisk astma
2014 til kronisk urticaria
2020 til kronisk bihulebeteendelse

Administreres s.c. hver 4. uge, 300 mg



Krav til sygdomsaktivitet for at fa omalizumab

Denne kalender (urticaria aktivitetsscore) kan hjaelpe dig med at overvage
forlgbet af din urticaria (naeldefeber).
Angiv én gang om dagen og pa omtrent samme tidspunkt hver dag (f.eks. om
aftenen), hvor mange naelder der er fremkommet i lgbet af de sidste 24 timer,
og hvor meget din hud har kilget i Igbet af de sidste 24 timer.
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R — o c g -
1
: A
3
s | =
5 [ |
6 ‘ ; F 1
s ; | a
Sa— = ——




Krav til sygdomsaktivitet for at fa omalizumab

Denne kalender (urticaria aktivitetsscore) kan hjaelpe dig med at overvage
forlgbet af din urticaria (naeldefeber).
Angiv én gang om dagen og pa omtrent samme tidspunkt hver dag (f.eks. om
aftenen), hvor mange naelder der er fremkommet i lgbet af de sidste 24 timer,
og hvor meget din hud har kilget i Igbet af de sidste 24 timer.
Dato | Dag Nzelder Klge
R — o c g -
1 ! =
2 JAS7 2 16 trods|opdoseret
> Bntihistamin
4 |
5 [ |
6 ‘ ; |
s ; | a
Sa— = ——




100% -
90%
80%
70%
60%
50%
40% -
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Effekt af omalizumab pa kronisk urticaria

I

804 == Baseline
== 3 months follow-up
m=m 6 months follow-up

Error bars: 95% CI

HH

,4 points
eduktion i UAS7

HH

efter 3 maneder

H

*

CSU

m No/limited

Ti :
| A == * *
CINDU 0 = . --i

Partial  mComplete UAS7 ucTt CU-Q,oL DLQI
Mean PRO Scores

Ghazanfar MN. J Eur Acad Dermatol Venereol 2018;32:1761-7.



Nyhenviste patienter med kronisk urticaria

N=800 (~200 nye patienter om aret)

Kagn (kvinder) 68%
Alder 38 ar
Varighed 5,5 ar
CINDU 35%
Angiogdem 42%
Thyroidasygdom 10%
Psykisk sygdom 18%
Astma 15%
Positiv urticaria HR test 11%
UAS7 (0-42 point) 22,0
DLQI (0-30 point) 9,2
Omalizumab ordineret ved farste kons.  39%

Bispebjerg
Sgrensen JA. 2023 (Under udarbejdelse). " Hospital



Varighed af kronisk urticaria hos nyhenviste patienter
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Sgrensen JA. 2023 (Under udarbejdelse).



Varighed af kronisk urticaria afhaengig af henviser

Gennemsnit (ar)
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Sgrensen JA. 2023 (Under udarbejdelse).



Varighed af kronisk urticaria vs. udskrevet omalizumab

Gennemsnit (ar)
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Omalizumab lkke omalizumab

Sgrensen JA. 2023 (Under udarbejdelse).



Varighed af kronisk urticaria vs. udskrevet omalizumab

Gennemsnit (ar)
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Prediktorer for pabegyndelse af

omalizumab
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Angiogdem
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Tidligere anvendt systemisk steroid

Omalizumab

Sgrensen JA. 2023 (Under udarbejdelse).
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Tid til opnaelse af peak omalizumab koncentration

Omalizumab concentration over time _
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Ghazanfar MN. Clin Exp Allergy 2022;52:715-8.



Faktorer af betydning for omalizumab peak koncentration

Effect of predictors on Omalizumab concentration
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Faktorer af betyding for omalizumab effektivitet

Effect of predictors on UAS7
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Ghazanfar MN. Clin Exp Allergy 2022;52:715-8.
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Kolkhir P. Ann Allergy Asthma Immunol 2020;124:2-12.
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UCARE

Urticaria Centers of Reference and Excellence

A GA’LEN NETWORK

Kocaturk E.

Allergy 2021;76:3133-44:

Urticaria og graviditet

- ( The PREG-CU study )

21 UCAREs
13 countries
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A GA’LEN NETWORK

Urticaria og graviditet

TABLE |I. Serum total IgE levels and their association with disease activity changes during pregnancy

CSU disease parameters Total IgE level, median (range) P

Diagnosis CSU 103 (3-1664) 971
CSU + CIndU 103 (19-672)

Severity before pregnancy Mild 1127% (3-967) 009*
Moderate 1287 (4-1664) 0187
Severe 681 (11-347)

Angioedema during pregnancy Unchanged 115 (3-1664) 539
Got better 100 (4-515)
Got worse 60 (37-379)

Emergency referral during pregnancy Yes 89 (10-4006) 953
No 106 (3-1664)

Disease activity during pregnancy Got better 82.21 (4-672) 0331
Got worse 1541 (3-967)
Did not change 120 (10-1664)

Disease activity after birth Got better 120 (3-967) S01

Got worse
Did not change

84.3 (4-1664)
128 (7-965)

Kocatlrk E. J Allergy Clin Immunol Pract 2023;11:350-3.



UCAR

Urticaria Centers of Reference and Excellence

A GA’LEN NETWORK

Stopped and switched to other regular medication

Behandling af urticaria far og under graviditet

Treatments used before Continued use during  Stopped and did not switch to other  Total, n

pregnancy, n (%) pregnancy, 1 (%) regular medication, n (%) (%) SD-sgAH,n  HD-sgAH,n  fgAH,n AH-comb,n Oma,n GCS,n  Other,n
Total, n = 166, 100% 60 (36.1) 47 (28.3) 59 (35.5) 35 5 11 -t 1 3 0
SD-sgAH, n=65,39.1% 35 (53.8) 22 (33.8) 8(12.3) - 2 4 0 1 1 0
HD-sgAH, n = 38,22.9% 5(13.1) 8 (21) 25(65.8) 17 - 5 2 0 1 0
tgAH, n = 10, 6% 6 (60.0) 1 (10.0) 3(30.0) 2 1 - 0 0 0 0
AH-comb, n =7, 4.2% 0 4(57.1) 3(42.8) 3 0 0 - 0 0 0
LTRA-comb, n = 11, 6.6% 0 3(27.3) 8(72.7) 3 1 2 1 0 1 0
Oma, 1 = 22, 13.2% 10 (45.4) 3(13.6) 9(409) 9 0 0 0 : 0 0
GCS, n =8, 4.8% 3 (37.5) 3(37.5) 2(25.0) 1 0 0 1 0 - 0
Other®, n =5, 3% 1(20.0) 3 (60.0) 1(20.0) 0 1 0 0 0 0

Kocatlrk E. J Eur Acad Dermatol Venereol 2023:37:356-64.



UCAR

Urticaria Centers of Reference and Excellence

A GA’LEN NETWORK

Stopped and switched to other regular medication

Behandling af urticaria far og under graviditet
0g amning

Treatments used before Continued use during  Stopped and did not switch to other ~ Total, n
pregnancy, n (%) pregnancy, n (%) regular medication, n (%) (%) SD-sgAH,n  HD-sgAH,n fgAH,n AH-comb,n Oma,n GCS,n  Other,n
Total, n = 166, 100% 60 (36.1) 47 (28.3) 59 (35.5) 35 5 11 -t 1 3 0
SD-sgAH, n =65, 39.1% 35 (53.8) 22 (33.8) 8(12.3) 2 4 0 1 1 0
HD-sgAH, n = 38,22.9% 5(13.1) 8 (21) 25(65.8) 17 5 2 0 1 0
tgAH, n = 10, 6% 6 (60.0) 1 (10.0) 3 (30.0) 2 1 0 0 0 0
AH-comb, n =7, 4.2% 0 4(57.1) 3(42.8) 3 0 0 0 0 0
LTRA-comb, n = 11, 6.6% 0 3(27.3) 8 (727
Oma, n =22, 13.2% 10 (45.4) 3(13.6) 90 Treatments n %
GCS, n=8,4.8% 3 (37.5) 3 (37.5) 2 (25
| ° SD-sgAH 85 61.5
Other®, n =5, 3% 1(20.0) 3 (60.0) 1(20
HD-shAH 19 13.7
fg- AH 7 5.1
AH-comb/LTRA-comb 4 2.8
Oma 11 8.0
GCS 6 4.3
Other” 6 4.3
Kocatirk E. J Eur Acad Dermatol Venereol 2023;37:356-64. Total 138 100



UCARE

A GA’LEN NETWORK

Urticaria og COVID-19
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Kronisk urticaria og alfa-gal allergl

Dermatology hospital department,
Private allergology practice, n = 450 n= 283

Chronic urticaria, n = 373 Non-urticaria, n = 77 Chronic urticaria, n = 283

a-gal sensitized a-gal non-sensitized a-gal sensitized a-gal non-sensitized a-gal sensitized  a-gal non-sensitized

n=21(56%) n=2352(94.4%) n =4 (5.2%) n =73 (96.1%) n= 11 (3.9%) n = 272 (96.1%)

Sex, n (%)

Female 11 (52.4) 265 (75.3) 2 (50.0) 40 (54.8) 3(27.3) 196 (72.1)

Male 10 (47.6) 87 (24.7) 2 (50.0) 33 (45.2) 8 (72.7) 76 (27.9)
Age (years), mean (SD) 54.0 (16.1) 45 (17.8) 68.2 (16.8) 48.1 (17.0) 33.8 (16.2) 38.2 (17.1)
Obesity (BMI >30.0 kg/m?), n (%) 7 (33.3) 83 (23.6) 0 (0) 18 (24.7) N/A N/A
Angioedema, n (%) 13 (61.9) 181 (51.4) 0 (0) 0 (0) 5 (45.5) 119 (43.8)
PRO-score, mean (SD) N/A N/A N/A N/A

UAS7Y 243 (16.6) 21.4 (14.1)

UCT 4.3 (3.9) 6.0 (4.2)

Total IgE (KU/L) 233 (28-4.840) 103 (103-103) 168 (15-1.280)  70.50 (1.00-12.800)
Clinically relevant, n (%) N/A N/A N/A

Yes 8(38.1) 0 2 (18.2)

No 6 (28.6) 3 (75.0) 7 (63.6)

Information unavailable 7 (33.3) 1 (25.0) 2 (18.2)

Pedersen HST. Clin Transl Allergy 2022;12:12199.



