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Urticaria

Definition

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

[A). wheal in patients with urticaria has 3 typical features:

1. a central swelling of variable size, almost invariably sur-
rounded by reflex erythema,

2. an itching or sometimes burning sensation,

3.

a fleeting nature, with the skin returning to its normal
appearance, usually within 30 minutes to 24 hours

EAACI/GAZLEN/EDF/WAO guideline A/lergy. 2018
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3.3 | Pathophysiological aspects

Urticaria is a mast cell-driven disease. Histamine and other media-

tors, such as platelet-activating factor (PAF) and cytokines released

from activated skin mast cells, result in sensory nerve activation,

vasadilatation and plasma extravasation as well

as cell recruitment to

urticarial lesions. The mast cell-activating signals in urticaria are ill-

defined and likely to be heterogeneous and diverse. Histologically,
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Mast cell-driven disease

IgG anti-IgE
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Autoimmune Theory
— 30%- 40% of patients

FeeRI
with CIU
"-,_.‘ - Thyroid auto-Abs and
- >\ thyroid dysfunction
/ g6 anti-FeeRlo: Non-immunological stimuli
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Urticaria (hives) are transi
are composed of a central

|

ent lesions that
wheal

surrounded by an erythematous halo

— Wheal and flare reaction
— ltching or, sometimes, burn

— Usually persist for < 24hrs
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Angioedema

L

=

=

=3

=

Remission ]
e stop?*
-

=]

g

‘g

g

&

L

g

5 Histamine and other - 3

Interleukin-1 : Bradyki
I i mast cell mediators racykinin -
Wheals
Recurrent unexplained fever?
Joint/bone pain? Malaise?
A
Autoinflammatory Average wheal
disease?23 duration > 24h?*

| Signs of vasculitis

Acquired/ RISV 27

Are symptoms
inducible?®

hereditary
AID*

Acquired auto-inflammatory syndromes “

Diseases related to urticaria for historical reasons, and
syndromes that present with hives and/or angioedema

Maculopapular cutaneous mastocytosis (urticaria pigmentosa)

Urticarial vasculitis
Bradykinin-mediated angioedema (eg, HAE)
Exercise-induced anaphylaxis

Cryopyrin-associated periodic syndromes (CAPS; urticarial rash,
recurrent fever attacks, arthralgia or arthritis, eye inflammation, fati-
gue and headaches), that is familial cold auto-inflammatory syn-
drome (FCAS), Muckle-Wells syndrome (MWS) or neonatal-onset

multisystem inflammatory disease (NOMID).

Schnitzler's syndrome (recurrent urticarial rash and monoclonal gam-

mopathy, recurrent fever attacks, bone and muscle pain, arthralgia

or arthritis and lymphadenopathy)

Gleich’s syndrome (episodic angioedema with eosinophilia)
Well's syndrome (granulomatous dermatitis with eosinophilia/eosi-

nophilic cellulitis)
Bullous pemphigoid (prebullous stage)
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The main option in therapies aimed at symptomatic relief is to
reduce the effect of mast cell mediators such as histamine, PAF and

others on the target organs. Many symptoms of urticaria are medi-
ated primarily by the actions of histamine on Hj-receptors located
on endothelial cells (the wheal) and on sensory nerves (neurogenic

flare and pruritus). Thus, continuous treatment with Hi-antihista-
mines is of eminent importance in the treatment of urticaria (safety
data are available for use of several years continuously). Continuous
use of Hq-antihistamines in CU is supported not only by the results
of clinical trials?”?® but also by the mechanism of action of these

medications, that is that they are inverse agonists with preferential
affinity for the inactive state of the histamine Hi-receptor and stabi-

lize it in this conformation, shifting the equilibrium towards the inac-

tive state.

EAACI/GA2LEN/EDF/WAO guideline Allergy. 2018
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Inverse agonists

C Imactive stato Active state

Treatments

1. Nonsedating, newer-generation antihistamines

(Fexofenadine, loratadine, desloratadine®, cetirizine, and levocetirizine*)

- Continuously and regularly
2. Elimination of aggravating stimuli (e.g., cold air)

3. Avoidance of aspirin and other NSAIDs (advisable)

- Exacerbations in 1/3 CU patients

Study showed benefit with doses up to fourfold higher than the recommended dose

: Bilastine, cetirizine, desloratadine, ebastine, fexofenadine, levocetirizine and rupatadine
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EAACI/GA?LEN/EDF/WAO guideline Allergy. 2018
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| Second-generation H -Antihistamines (sgAH) I

if insdaguate control:
Aftar 2-4 whs or earlier,
if symptoms ane intolerable

ta specialist

Consider referral

| Increase sgAH dose (up to 4x) I

if inedequate control:
After 2-4 wka or earlier,
if aymptama are Intolarable

| Add-on o sgAH: Omalizumab |

I madequate conlral:
Within 8 mao or eiarfer,
f syrmplorms are infolerabhe

a specialist

Should be performed

| Add-on to sgAH: Ciclosporin I

Steroids ?

nisolone is only licensed for acute urticaria). For acute urticaria and

acute exacerbations of CSU, a short course of oral corticosteroids,

that is treatment of a maximum of up to 10 days, may, however, be

helpful to reduce disease duration/activity.!****” Nevertheless, well-

designed RCTs are lacking.

J Investig Allergol Clin Immunol. 2010;20(5):386-90

* Topical steroids

— Not helpful (with the possible exception of pressure urticaria
on soles as alternative therapy with low evidence).

+ Study showed benefit with doses up to fourfold higher than the recommended dose

: Bilastine, cetirizine, desloratadine, ebastine, fexofenadine, levocetirizine and rupatadine
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H1-antihistamine up-dosing in chronic

spontaneous urticaria

a retrospective survey study

100 & & 100
= | 10%
g w0 2% 20 30%
E 80 4% &0 |

o { am

A a0 3%

E 20 4% 5% 20
23%
0 L1
First Second 2 Tablets
daily

antihistamines antihistamines

28%

28%

3 Tablets
daily

21%

4 Tablets
daily

[] Equst o 1ess good [] stighty batter

|:| No |:| Slight

[ significant improvement [l Symptom ree

PLoS One. 2011; 6(9): 23931
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Up-dosing > Combination

a Alle Patienten

100 s
£ 50
Iw
c
2 60 ns.
-
3
¥ 40
2
5 20-
(-9

2-fach 3-fach Mono

2-nsAH: levocetirizine 10 mg/fexofenadine 360 mg

3-nsAH: levocetirizine 10 mg/fexofenadine 360mg/azelastine 4 mg

Mono : desloratadine 20 mg per day.

Der Hautarzt 2009, 60(7); 564-568

EAACI/GA?LEN/EDF/WAO guideline Allergy. 2018
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Consider referral
o specialist

if inadaguate control:
Aftar 2-4 whs or earlier,
if symptoms are intolerable

| Imerease sgAH dose (up to 4=

if inadequate control: l
After 2-4 wia or earlier,

it symptams are intolerable
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B Score for No. of Hives

Omalizumab

—=a— Placzbo
—a— Omalizursab, 75 mg
—a— Omalizursab, 150 mg
Omalizumab, 300 mg
4 Omalizurmab injection
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N Engl J Med 2013;368:924-35

Cyclosporin

+ Effective dose range : 3-5 mg/kd/day
+ Treatment duration : 3-6 months

+ Monitoring : BP, kidney function, liver function regularly
» Treatment response

- X2 Bt = 50%2| EXof| M 97H 7 X| complete remission -3 X|

st

- L} X| SHXHOI| M & flare upl| Z A2t TS| AEHRIX|Of TS response

w0 =8

Allergy Asthma Proc 2003;24:285-90.

Cyclosporin : long term treatment

« ST E Y FTS Hol= SAM +=EHZ2E R K|
120 Patients
20 Patients + Low-dose CsA
xs"::': e improved CSU
ue | .. .
" 100 Patients severity in most cases.
CsA3mgkg 30 Patients +  20% of patients need
CU Resolved long-term treatment.
18 Patients
Traatmant failad 3 Manths
Troatment
32 Patients
Modarate responsa
. Anti-histamine treatment
20 Patients - CsA Dependent
Cah 1-2 mghkg
8 Patients 12 Patients
8-14 months treatment 60=120 months treatment

Anfi-histaming treatment
Long-tem treatment

Anii-histamine reatment

Allergy 2010 65: 1478-1482
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Other options

MNon sedating H,-antihistamine (nsAH)

Alternative agent

f syimptoms parsist Montelukast
R alter 2 weeks Hydroxychloroguine
= Dapsone

nsAH updosing (up to 4x) SuIII)";lsalﬂzi ne
I symptoms parsist Methotrexate

after 14 wesks Colchicine
Cyclosporine

Tacrolimus

I sympioms persist
aftor 1-4 weoks

Mycophenolate

Omalizumab
Immune globulin

Comments on procedure on algorithm for chronic urticaria
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Different etiologies and prognosis
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Extendad diagnostic programme’ {sased on history)
Routine diagnostic tests [rec-  For entification of underlying causes or eliciting factors and for
Typas Subtypes ommended) ruling out passible differential diagnoses If indicated
Spontaneous  Acute spontaneaus Nore Hone!
urticaria urticaria
[&:1] Diffesential blood count, SR Aveldance of suspected triggers (eg. drugs; Conduction of diagnostic
and/or CRP tests for fin no prefermed ordes) () infictios diseases (eg Helicobacter

kel ) functional aute-antibodies (eg. autologous skin serum test
(i) thyroid gland! disarcers [thyroid hormenes and auto-antibodies); [v)
allergy [skin tests and/or allergen aveldance test, eg, avoidance diet];
[i) concomitant ClndU, see Below™; [i]) severe systemic diseases (eg,
tryptase]: (vi] other feg. lesional skin biapsy)

b Unless strongly suggested by patient history, for example allergy

Acute Urticaria

4.1 | Diagnostic work up in Acute Urticaria

Ruth A. Sabroe, rrep, mr Acute urticaria usually does not require a diagnostic workup, as it is

urticaria due to a type | food allergy in sensitized patients or the
existence of other eliciting factors such as nonsteroidal anti-inflam-
¢ Acute urticaria * Anapl matory drugs (NSAIDs). In this case, allergy tests as well as educating
the patients may be useful to allow patients to avoid re-exposure to
KEY POINTS relevant causative factors.

KEYWORDS

« Acute urticaria is comman in adults and children.

+ Acute urticaria is most often idiopathic, but it may follow infection, exposure to drugs, or
less commonly food ingestion.

+ Acute urticaria may be a presenting symptom of anaphylaxis.

« Acute urticaria by definition resolves within & weeks, but it often settles within 2 to 3 weeks.
It may recur in a small proportion of patients.

« Acute urticaria may be treated with antihistamines or oral stercids if needed.

Immunol Allergy Clin N Am. 2014

—
o A ERO HXI
Potential Adverse Effects of First-Generation H, Antihistamines

CNS H, receptors Muscarinic receplors ~ Serolonin receptors  a-Adrenergic receptors  Cardiac ion channels
| Alertness, cogniion, T Dry mouth T Appetite 7 Dizziness o I_"" Ll o)
learning, memory, T Urinary retention T Weight gain T Postural hypotension T QT interval
and psychomotor T Sinus tachycardia T Ventricular
performance arrhythmias
T Impairment with or
without sedation
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Conditions Currently Treated with Hy Antihistamines

Strong evidence base
for second (new)-generation
Hy antihistamine use

v

Allergic rhinitis

4L

Allergic conjunctivitis

v

Urficaria

Weak evidence base
for Hy antihistamine use

Atopic dermatitis
Asthma
Anaphylaxis
Nonallergic angioedema
Upper respiratory tract
infections (colds)
Otitis media
Sinusitis
Nasal polyps
Nonspecific cough

Nonallergic,
nonspecific itching

Weak evidence base
for first (old)-generation
Hy antihistamine use in
CNS and vestibular disorders

Insomnia
Conscious sedation
Perioperative sedation
Analgesia
Anxiety
Serotonin syndrome
Akathisia
Migraine
Mation sickness
Vertigo

% Incomect responses.
-

—0— Placebo
—s— Faxofenadine 120 mg

== Fexpfenadine 180 mg
—o— Fexalenading 240 mg
=@~ Promethazine 10 mg

'n< .05

Slee latancy (min)

S0

Time of test session ()

Tme of lest session (hr)

Fexofenadine (120 mg)
Epinastine (120 mg)
Ebasfine (10 mg)
Loratadine (10 mg)
Cetirizine (10 mg)
Olopatadine (5 mg)
Bepotastine {10 mg)
Azelastine (1 mg)
Cetirizine (20 mg)
d-Chilorpheniramine (2 mg)
Oxatomide (30 mg)
Diphenhydramine (30 mg)
Hydroxyzine (30 mg)
Ketotifen (1 mg)
d-Chiorpheniramine (5 mg i.v.)

H, receptor occupancy (%)

T T T T

T
05 1 15 2 25
Proportional impairment ratio

T T T T

40 50

T T T T

1
60 70 80 90 100

Histamine Hy receptor occupancy (%)
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Fexofenadine

* P-glycoprotein inducers
— Grapefruit juice, rifampin, and St. John’s wort
— Decrease fexofenadine absorption
* Glycoprotein inhibitors
— Erythromycin and ketoconazole
— Increase fexofenadine absorption
* Binds to aluminum/magnesium-containing antacids

— Administration within 15 minutes of ingestion of
these agents should be avoided

Hepatic CYP450 system

* All old—generation H, antihistamines

* New—generation H, antihistamines
— Desloratadine and Loratadine

* Drug concentration 1

— by CYP inhibitors (= metabolism of drug |)

» Erythromycin, azithromycin, and other macrolide
antibiotics or ketoconazole and other imidazole
antifungals.

#el0| #7787

e FE57|

Extended diagnastic programme” (based on history)
Routine diagnostic fests (ec:  For identification of undarlying causes or eliciting factors and for

Typas Subtypas ommended) ruling out possible diffarential diagnoses if indicated
Spontaneous  Arute spantancous Hong None"
urticaria urticaria
[ Differential bhood count, ESR Avoidance of suspected triggers (og. drugs) Conduction of diagnostic
andor CRP tests for (in no prefirmed orderl: {1 infactios dseases [og. Helimbacter

‘pylor); [ functional aute-antibodis (eg, autalogous shin serum testh
(i) thyroid gland disarders (thyroid hormanes and auto-antihodias); v
lergy [skin tests and/or allergen avaidance tast, i3, avoidance dief)
(i concomitant CIndl,see balow™ ) severe systemic discasts e,
trypasel; (vl other fog. lesional skin biapsy)




U2 F5207)

I st -3
1 I ' ‘ 1
LT -
- W W [ T ]

] -
N T I R R T

Allergy. 2004;59(8):869

12 24 ¥ 40 @ 7 M 9

Livtisaria hisadion [rraethe)

-
=g

Allergy Asthma Immunol Res. 2018 Jan; 10(1): 83—
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Definiticn Frecuency™® Dhuration®
Sympaamatic fching andor burming skin and the 1-5% in the general 85 ynars with 3 grast
Lol #ri-ahaped popudation {10, 138-141} waince {142-144)
wheals due to shear foroe acting
o the skin
Cokd Urticaria hchy wheals or angicedema afier Up 1o ang-third of all 4.8-T9 years (27, 28, 30
cold exposune of the skin Piyal) eaea {145
et Uiticaiia Mty wheals BMaT heat sxposune Wty fare, fo data salabl Viaiy fai, o 4618 avalabs
of the skin
Diedayad Prassurs Erythemstous akin swaling sfier 37% of patients with C5U B0 yaers (142 148, 1471
Urticaria tha application of sustaned (B4 but rare as a primary
preEaue inducibie unticaria
Solar urticaria hchy whaals that accur afer light Rara in ganaral population, 36 yoars (1481500
1LY anadfor visible Bght) enposure D0E% of patients with

Wiralory angiosdema
Chalinargic Unicaris
Al TGS

Contse Unicaris

CSL (75), 18% af patients
who pansull 8 hospitsl becsuse
of sunightratited skin
prablems {147)
Cunanesus swellings immedistely Wery rare, no dota svedable
aftar axpasure to wieatian
Ry wheals afer sctive or
passiva warming
My whesls o angioederia afer Wty iare, o dats sadatl
skin corrtact with water

4-11.2% of population {151-153 4-7.5 years (154, 155

My whesls of angiaderna afer arigtike, depsending on aliciior Virisbli, deperding on elchor

cantact with elciting agent

Wary rare, no dats availabie

Veary rane, f dils availatie
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| MANAGEMENT OF URTICARIA

51 | Basic considerations

1
2.

The goal of treatment is to_treat the disease until it is gone.
The therapeutic approach to CU can invelve

a. the identification and elimination of underlying causes,

b.  the avoidance of eliciting factors,

¢ tolerance induction, and/or

d. the use of pharmacological treatment to prevent mast cell
mediator release and/or the effects of mast cell mediators

. Treatment should follow the basic principles of treating as much

as needed and as little as possible. This may mean stepping up

or stepping down in the treatment algorithm according to the

course of disease.
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While antihistamines at up to quadruple the manufacturers’ recom-
mended dosages will control symptoms in a large part of patients with
urticaria in general practice, alternative treatments are needed for the
remaining unresponsive patients. Before changing to an alternative ther-
apy, it is recommended to wait for 1-4 weeks to allow full effectiveness.

As the severity of urticaria may fluctuate, and spontaneous
remission may occur at any time, it is also recommended to re-evalu-
ate the necessity for continued or alternative drug treatment every
3-6 months.

5.2.6 | Dietary management

|lgE-mediated food allergy is extremely rarely the underlying cause of
o L CSUM If identified, the specific food allergens need to be omitted
as far as possible which leads to a remission within less than
24 howrs. In some CSU patients, pseudo-allergic reactions (non-1gE-
o mediated hypersensitivity reactions) to naturally occurring food —
| coaeet. coa ingredients and in some cases to food additives have been e
observed %5 93 A pseudoallergen-free diet, containing only low

[T
[t

|

Swoets and
wschew Jeyels of natural as well as artificial food pseudoallergens, has been
?

[ tested in different countries ** and also a low histamine diet may

improve symptoms in those patients.% Those diets are controversial
| Frese: vmy

Im and as yet unproven in well-designed double-blind placebo-con-

trolled studies. However, when used, they must usually be main-
Im;:: tained for a minimum of 2-3 weeks before beneficial effects are

| ohserved. However, it should be pointed out that this kind of treat-

J Eur Acad Dermatol Venereol. 2016 Sep 13.
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