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Abstract Chronic urticaria is now recognized as an autoreactive disorder in a substantial fraction of patients. A
serologic mediator of whealing has been demonstrated in 50-60% of patients with chronic urticaria, and
autoantibodies against the high affinity IgE receptor or IgE have been detected in about half of these patients.
The demonstration that chronic urticaria is frequently autoimmune has encouraged a more aggressive therapeutic

approach, with the use of immunomodulatory drugs.

A step-by-step approach to the management of chronic urticaria is proposed, based on our personal
experience and review of current medical literature, identified through Medline research and hand searching in

medical journals.

The non- or low-sedating Hi receptor antagonists (antihistamines), such as cetirizine, fexofenadine,
loratadine, mizolastine and, more recently, levocetirizine, desloratadine and ebastine, represent the basic therapy
for all chronic urticaria patients. Older sedating antihistamines, such as hydroxyzine and diphenhydramine, may
be indicated if symptoms are severe, are associated with angioedema, and if the patient is anxious and disturbed
at night.

Corticosteroid therapy with prednisone or methylprednisolone can be administered for a few days (7-14) if
urticarial symptoms are not controlled by antihistamines and a rapid clinical response is needed. In cases of
relapse after corticosteroid suspension, leukotriene receptor antagonists, such as montelukast and zafirlukast,
should be tried. In our experience, remission of urticarial symptoms can be achieved in 20-50% of chronic
urticaria patients unresponsive to antihistamines alone. When urticaria is unremitting and is not controlled by
combined therapy with antihistamines and leukotriene receptor antagonists, prolonged corticosteroid therapy
may be needed. Long-term corticosteroid therapy should be administered at the lowest dose able to control
urticarial symptoms, in order to minimize adverse effects. In a few patients, however, high-dose corticosteroid
therapy may have to be administered for long periods. In these patients, immunosuppressive treatment with
low-dose cyclosporine can be started. This type of treatment has a corticosteroid-sparing effect and is also
generally effective in patients with severe, unremitting urticaria, but requires careful monitoring of cyclosporine
plasma concentration and possible adverse effects.

Other immunomodulating drugs that have been tried in chronic urticaria patients include hydroxychloro-
quine, dapsone, sulfasalazine and methotrexate, but their efficacy has not been proven in large controlled studies.
Warfarin therapy may also be considered in some patients with chronic urticaria and angioedema unresponsive

to antihistamines.
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1. Background

Chronic urticaria is characterized by the repeated occurrence of
short-lived cutaneous wheals accompanied by redness and itching
for >6 weeks. Chronic urticaria has long been considered as a
‘mysterious’ disorder and has been often been ascribed to anxiety
or intolerance to foods, food dyes and food additives.!'3 For many
years hypoallergenic diets have been prescribed to chronic urticar-
ia patients, but the clinical benefit was little or none.*! It is now
clear that food allergy/intolerance underlies chronic urticaria only
in a very small percentage of patients and that dietary restrictions
are most often useless. According to some authors, however, a diet
low in pseudoallergens may be beneficial,[”8! perhaps because it
reduces the exposure to aromatic components of foods that are
supposed to cause pseudoallergic reactions in patients with chron-
ic urticaria.l”’

The association of chronic urticaria with chronic infections has
been thoroughly investigated, but convincing evidence that infec-
tious agents may provoke chronic urticaria has not been provided.
The association of chronic urticaria with Helicobacter pylori
infection has been postulated, and some authors have found a
beneficial effect from eradication therapy.l'%!''! However, other
reports have failed to confirm the possible link between H. pylori
infection and chronic urticaria.['>!3 Occasionally, parasite infesta-
tions are associated with urticarial rash, especially in regions
where parasitoses are endemic.!'*!>! In summary, until recently, a
clear etiology of chronic urticaria was not identified in most
patients. New light on the pathogenesis of the disease was shed by
the demonstration of a serologic mediator of whealing in many
chronic urticaria patients.

In 1986 Grattan et al.l'®! demonstrated that intradermal injec-
tion of autologous serum induced a wheal and flare reaction in
many chronic urticaria patients. Furthermore, Gruber et al.l'”)
found that circulating anti-Ig-E autoantibodies are present in some
patients with chronic urticaria. Subsequently, two studies by Grat-
tan and colleagues!'® and Hide et al.'’! showed that the main
serologic mediator of whealing was an autoantibody directed
against the o subunit of the high affinity IgE receptor FceRI,
which was found in 25% of chronic urticaria patients. This obser-
vation was confirmed by independent researchers.?>?!! Only in a
minority of chronic urticaria patients (about 5%) can circulating
autoantibodies directed against IgE be detected. These autoantibo-
dies cause direct cross-linking of adjacent FceRI receptors or IgE,
thus inducing mast cell activation and release of inflammatory
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mediators. In addition, monovalent combination of autoantibodies
and receptors may occur, with complement activation and genera-
tion of anaphylatoxins. Complement dependence of histamine
release in chronic urticaria has been suggested by Ferrer and
colleagues.??! Furthermore, C5a has a role in augmenting IgG-
dependent histamine release from basophils in chronic urticaria.?*!

It has been suggested that anti-FceRI autoantibodies are not
always pathogenic and in fact they have been detected in chronic
urticaria patients who went into remission after being treated for
suspected causes of the disease (food or drug intolerance,
Helicobacter pylori infection).?*! Stadler et al.>! have proposed
that anti-FceRI autoantibodies are part of a conditional autoim-
mune reaction, leading to urticaria in relation to other cofactors
and only if a sufficient number of free FceRI is available. The state
of occupancy of FceRI, in turn, may depend on the consumption of
local IgE, e.g. after an immediate reaction.?! This hypothesis can
explain why the presence of anti-FceRI autoantibodies in the
serum is not always accompanied by urticaria and why some
patients have intermittent urticaria.

Skin biopsies at sites of urticarial lesions have demonstrated a
perivascular infiltration of lymphocytes which are predominantly
cell cluster differentiation 4 (CD4) positive, monocytes, neutro-
phils and eosinophils, a picture recalling late-phase antigen-in-
duced reactions.!?”?81 This suggests that the cellular and biochemi-
cal events underlying urticarial symptoms are similar to those
involved in IgE-mediated antigen-induced reactions.

Wedi et al.”! have demonstrated that sera from chronic urticar-
ia patients induce not only histamine release, but also the produc-
tion of leukotriene C4 by stimulated basophils. Since intradermal
injection of leukotriene C4 induces a wheal and flare reaction in
humans, this arachidonic acid derivative can be considered as a
mediator of urticaria.?°! Other mediators, such as platelet-activat-
ing factor, cytokines and chemokines, can be released by activated
mast cells, but little evidence is available so far that they are
involved in the pathogenesis of urticarial lesions.!321 As chronic
urticaria is an autoimmune disorder due to mast cells stimulating
autoantibodies in several patients, it has many similarities with
Graves disease, which is characterized by thyroid-stimulating
antibodies. The coexistence of chronic urticaria and Graves dis-
ease has been described only occasionally.3!

Conversely, an association of chronic urticaria with autoim-
mune thyroiditis has been clearly demonstrated, since an-
tithyroglobulin and/or antithyroid peroxidase antibodies have been
detected in 25-30% of chronic urticaria patients.** A role for
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thyroid autoimmunity in the pathogenesis of chronic urticaria has
been suggested, but not proven. Thyroid-peroxidase specific IgE
have been detected in one patient with chronic urticaria and
autoimmune thyroiditis,® and it has been suggested that these
antibodies could trigger histamine release from mast cells. Howev-
er, the presence of thyroid-peroxidase specific IgE is an occasional
finding and most chronic urticaria patients do not have these
antibodies.*! A role for thyroid autoimmunity in the mechanism
of chronic urticaria is unlikely, although the two autoimmune
diseases are significantly associated. Recurrent hives may occur in
patients with systemic autoimmune disorders, such as systemic
lupus erythematosus, but in these cases histologic examination of
the skin reveals a leukocytoclastic vasculitis rather than the non-
necrotizing vasculopathy which is usually seen in chronic urticaria
patients. Chronic hives due to cutaneous vasculitis occurs in a very
small proportion (<1%) of chronic urticaria patients.

In our experience, intradermal injection of autologous serum
(measured using the autologous serum skin test [ASST]) elicits a
wheal and flare reaction in about 60% of chronic urticaria patients,
in whom the disease can indeed be considered as autoreactive.l®”!
However, functional IgG autoantibodies for the high affinity IgE
receptor, FceRI, can be detected only in 20-30% of the chronic
urticaria patients.’¥! Furthermore, it has been demonstrated that
sera from chronic urticaria patients containing anti-FceRI antibo-
dies retained their in vivo ability to induce a wheal and flare
reaction also after depletion of IgG.% It is, therefore, conceivable
that histamine-releasing factors other than anti-FceRI and anti-IgE
autoantibodies account for the in vivo activity of sera from chronic
urticaria patients. A preliminary, partial characterization of a hista-
mine-releasing factor with a molecular weight in excess of 30 kDa
was reported by Kermani et al.l*) A histamine-releasing factor
potentially involved in chronic urticaria was also described by
Claveau et al.[!!

The pathogenesis of chronic urticaria remains elusive in about
40% of patients, in whom an autoimmune or autoreactive phenom-
enon cannot be demonstrated. A few of these patients have food or
additive intolerance; although the remainder do not show any
serologic mediator of whealing on ASST, it is possible that they
have a disease due to endogenous factors (chemokines, neuropep-
tides) capable of inducing the release of histamine.

From a clinical point of view, the management of autoimmune
and nonautoimmune chronic urticaria is similar. However, the
demonstration of an autoimmune mechanism in patients with
severe symptoms may support a more aggressive approach.
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2. Diagnosis

We perform skin testing with autologous serum in all patients
with chronic urticaria. Chronic urticaria is a frustrating disorder
and many patients are seriously concerned about their health; a
positive ASST suggests that an autoimmune mechanism underlies
the disease and most patients are happy to know that their disorder
has a defined origin and can be properly treated. ASST requires
minimal technical equipment and can be performed routinely in all
allergy or dermatology outpatient clinics. We recommend the
method by Sabroe et al.[*?! where 0.05ml of freshly drawn serum is
injected intradermally into uninvolved skin, generally in the volar
aspect of the forearm. Intradermal injection with saline solution
(0.9% weight/volume sodium chloride) is considered as negative
control. A positive reaction is when the wheal has a diameter at
least 1.5mm greater than that induced by saline solution. A posi-
tive ASST is suggestive, but not a certain diagnosis, of autoim-
mune urticaria; in vitro tests may help to identify patients with

autoimmune urticaria.

Since a satisfactory immunoassay for anti-FceRI and anti-IgE
antibodies is not available, a functional in vitro assay using baso-
phils from normal donors may help to identify those patients with
chronic urticaria who presumably have histamine-releasing
autoantibodies. Serum filtration may allow a further characteriza-
tion of the histamine-releasing factors in ASST-positive patients,
and we have found that serum histamine-releasing activity is
retained by fractions with molecular weight >100 kDa.’”! Further-
more, basophils from normal donors can be stimulated with sera
from patients with chronic urticaria before and after the stripping
of membrane IgE with lactic acid in order to differentiate patients
with anti-FceRI autoantibodies from those with anti-IgE autoan-
tibodies. In vitro basophil histamine release assay is available in
few centers, and therefore can not be performed as routine exami-
nation. In addition to ASST and basophil histamine release assay,
routine hematologic examinations, thyroid function tests and anti-
thyroid peroxidase and antithyroglobulin antibodies are recom-
mended in all patients with chronic urticaria. Antinuclear antibo-
dies and other serologic tests for systemic autoimmunity, comple-
ment profile, cryoglobulins, hepatitis B and C serologies and
serum protein electrophoresis are indicated if the erythrocyte
sedimentation rate is elevated. A skin biopsy may be required if
systemic autoimmunity and cutaneous vasculitis are suspected. C4
and C1 inhibition should be determined if the patient reports
angioedema.
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3. Treatment

Treatment of chronic autoimmune and nonautoimmune urticar-
ia does not differ substantially; a lack of response to conventional
therapy and demonstration of an autoimmune mechanism re-
present an indication to provide more aggressive treatment and the
use of immunosuppressive drugs. It must be noted, however, that
studies comparing different immunomodulatory drugs in autoim-

mune and nonautoimmune chronic urticaria are still lacking.

3.1 Antihistamines

Histamine is the main mediator of urticaria and histamine
Hj-receptor antagonists (antihistamines) represent the treatment of
choice in all chronic urticaria patients.*3! The non- or low-sedating
antihistamines (second generation antihistamines), such as ce-
tirizine, fexofenadine, loratadine, mizolastine and ebastine at the
daily doses suggested (10mg for all except for fexofenadine,
which is recommended at the dose of 180mg) will control pruritus
and hives in most urticaria patients.[***°1 Desloratadine, the bio-
logically active metabolite of loratadine, and levocetirizine, the
active enantiomer of cetirizine, both given at the daily dosage of
Smg, seem to be effective as well, with even less risk of sedation
and interaction with other drugs than with other antihista-
mines.’%321 According to some authors, concentrations of Hj
antihistamines higher than those recommended may be necessary
to achieve disease control.’3! However, according to our personal
experience and to published literature, chronic urticaria patients
are unlikely to obtain added benefits from the use of Hi antihista-
mines at higher doses, whereas they are certainly more exposed to
the risk of sedation and other adverse effects.5*! At least during the
first period of treatment, the drugs should be taken regularly and
not as needed to obtain maximum benefit. When patients complain
of severe pruritus at night, older sedating antihistamines, such as
hydroxyzine (25-50 mg/day) diphenhydramine (25mg twice a
day) or the tricyclic antidepressant doxepin (25-50 mg/day) may
be indicated to achieve control of urticarial symptoms.>3331 The
drugs are usually administered in a single nocturnal dose.

Hp-receptor antagonists have been used in combination with
antihistamines to treat patients with urticaria.l®® The basis of this
combined pharmacological treatment is provided by the represen-
tation of Ha-receptors in the skin, where they account for approxi-
mately 15% of total histamine receptors. Some controlled studies
have shown that the addition of Ho-receptor antagonists to antihis-
tamines may provide a statistically significant benefit.l>’>8! Ac-
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cording to Simons et al.,’°! co-administration of hydroxyzine with
cimetidine resulted in significantly increased serum hydroxyzine
concentrations and increased wheal and flare suppression, sug-
gesting that a combined therapy with these drugs might be useful
in some chronic urticaria patients who are unresponsive to an Hj
antihistamine alone. In contrast, cetirizine levels were not affected
by cimetidine administration and no enhancement of wheal and
flare suppression was found.’”) In our experience there is no
indication of a benefit with a combined therapy with hydroxyzine
and cimetidine, in fact, this combination exposes the patient to a
high risk of sedation. However, a combined H; and H» antagonist
therapy may be administered if the patient complains of dyspepsia
or gastric hyperacidity. Gastroscopy and search for H. pylori are
indicated in patients with persisting digestive symptoms, and
appropriate therapy should be prescribed if necessary.

3.2 Corticosteroids

Oral corticosteroids are prescribed in a minority of patients
with chronic urticaria with persisting clinical symptoms that are
not controlled by antihistamines. The efficacy of corticosteroid
therapy is high,! but long-term therapy cannot be proposed be-
cause of known adverse effects, such as diabetes mellitus, hyper-
tension, osteoporosis and gastrointestinal bleeding. Short courses
of systemic corticosteroids (for example prednisone 25mg daily or
methylprednisolone 16mg daily to be tapered and suspended with-
in 7-14 days) can be prescribed if urticarial symptoms are severe
and disturbing and if the patient needs a rapid and complete
disease control for special circumstances. In some cases, oral
corticosteroid therapy can be prolonged, but it has to be kept at the
lowest effective dose (for example, prednisone Smg daily or every
other day).

3.3 New Therapeutic Options

3.3.1 Leukotriene Antagonists

Peptide-leukotrienes are potent inflammatory mediators de-
rived from arachidonic acid through the 5-lipoxygenase pathway
and produced by several cell types.'®” Some lines of evidence
indicate that peptide-leukotrienes are mediators of urticaria,!>*3!
providing the rationale for the clinical use of leukotriene receptor
antagonists. Wedi et al.”®! demonstrated that sera from chronic
urticaria patients induced de novo generation of peptide-leuko-
trienes by basophils of normal donors, in addition to histamine
release. Intradermal injection of peptide-leukotrienes (leukotriene
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C4, D4 and E4) elicits a wheal and flare reaction either in chronic
urticaria patients or in healthy patients.?®’ On a molar basis,
peptide-leukotrienes are 100 times more potent than histamine in
inducing wheal and flare reactions. In vitro experiments have
shown that peptide-leukotrienes are generated and released by
human mast cells following IgE-mediated stimulation and it is
reasonable to suppose that they are released in vivo by human skin
mast cells activated by anti-FceRI or anti-IgE autoantibodies,

which are present in many chronic urticaria patients.

Two leukotriene receptor antagonists — zafirlukast and
montelukast — are now available in most countries for the treat-
ment of asthma. In controlled studies, zafirlukast (20mg twice
daily) and montelukast (10mg once daily) were shown to be
superior to placebo in the treatment of patients with chronic
urticaria symptoms.[®163] The efficacy of leukotriene receptor ant-
agonists was also reported in single cases of delayed pressure or
chronic autoreactive urticaria.[®®%71 A recent controlled study by
Erbagcil®®! demonstrated the beneficial effect of montelukast when
added to antihistamines inpatients with refractory chronic urticar-
ia. However, in another controlled study by Reimers et al.,/®
zafirlukast did not provide any significant benefit when adminis-
tered as monotherapy to patients with chronic urticaria. In our
experience, leukotriene receptor antagonists can control urticaria
symptoms in a variable proportion of chronic urticaria patients
(20-50%) who are unresponsive to antihistamines alone; the pro-
portion is possibly dependent upon the coexistence of intolerance
to acetylsalicylic acid or additives."” In some patients with chron-
ic urticaria, leukotriene receptor antagonists have been able to
prevent NSAID-induced exacerbations.”!! Accordingly, Pacor et
al.I**! found that montelukast was effective in the treatment of
patients with chronic urticaria who had positive challenge to
acetylsalicylic acid and/or food additives. Clinical responses to
leukotriene receptor antagonists are likely to depend on the mech-
anism of chronic urticaria, which may be different and involve
peptide-leukotrienes only in some subgroups of patients. The
5-lipoxygenase inhibitor zileuton, which inhibits peptide-leuko-
triene generation, has also been employed with success in the
treatment of chronic urticaria, but experience with this agent is
limited and the drug is available in few countries.[?!

3.3.2 Cyclosporine

Cyclosporine is an immunosuppressive and anti-inflammatory
drug, which is currently employed to avoid graft rejection in
transplanted patients and to treat some autoimmune diseases. Oral
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cyclosporine was shown to be effective in patients with severe
unremitting urticaria who had a poor response to conventional
treatment with antihistamines.[”?! This observation was confirmed
by some controlled studies.”>7# In a recent randomized, double-
blind study by Grattan et al.,’> 8 out of 19 patients receiving
cyclosporine (4 mg/kg/day), compared with none of the 10 pa-
tients receiving placebo, had a remission of urticarial symptoms,
accompanied by a decrease of serum histamine-releasing activity.
However, given the potentially serious adverse effects, the admin-
istration of cyclosporine should be limited to patients with severe
unremitting urticaria, requiring prolonged high dose corticosteroid
therapy.

3.3.3 High Dose Infravenous Immunoglobulin

High dose intravenous immunoglobulin (IVIG) has been em-
ployed to treat some immune-mediated diseases, such as vasculitis
and connective-tissue  disorders, corticosteroid-dependent
bronchial asthma and myocarditis.”8! IVIG exerts a complex im-
munomodulating effect, resulting in immunosuppression.’”!
O’Donnell et al.[’® found some apparent benefits with IVIG in the
treatment of chronic urticaria patients; however, the study was

small and the effectiveness was not confirmed by others.[”!

3.3.4 Plasmapheresis

Plasmapheresis has been used to treat some patients with
autoantibody-positive severe chronic urticaria.®! This approach is
effective, but can not be adopted for long-term management of
patients with chronic urticaria.

3.3.5 Methotrexate

The efficacy of low-dose methotrexate in the control of urticari-
al symptoms has been reported in two patients with autoantibody-
negative chronic urticaria refractory to conventional therapies.!
So far, the experience with methotrexate is limited and its clinical
use can be proposed only in cases of severe, unremitting cortico-
steroid-dependent chronic urticaria.

3.3.6 Hydroxychloroquine, Sulfasalazine, and Dapsone

Some case reports have suggested that hydroxychloroquine,
sulfasalazine, and dapsone, which have immunomodulatory
properties, are effective in the treatment of chronic urticaria.3%-3%!
In particular, a favorable response to hydroxychloroquine has been
described in patients with hypocomplementemic urticarial-vascu-
litis syndrome.!®? However, the experience is limited and routine
use of these drugs in patients with chronic urticaria cannot be
recommended.
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3.3.7 Thyroxine

The efficacy of treatment with thyroxine (levothyroxine) has
been described in some patients with chronic urticaria and thyroid
autoimmunity,’®>87 but not confirmed in others.®® Our opinion is
that this treatment should be reserved to those patients with both

hypothyroidism and chronic urticaria.

3.3.8 Warfarin

Berth-Jones et al.®! found a beneficial effect of warfarin ther-
apy in some patients with chronic urticaria, but no improvement
was observed in another study. Recently, a double-blind place-
bo-controlled study showed a response to warfarin in some pa-
tients with chronic urticaria and angioedema unresponsive to
antihistamines.[®" It is interesting to note that these patients were
ASST-negative and had chronic urticaria associated with
angioedema. The lack of response to antihistamines and the bene-
ficial effect of warfarin suggest that their symptoms were not
histamine-dependent, but related to coagulation-dependent
mediators, perhaps kinins. Warfarin therapy can indeed be consid-
ered in a subgroup of patients with ASST-negative chronic urticar-

ia and angioedema.

3.4 A Step-By-Step Guide to Practical Treatment

Figure 1 provides a step-by-step approach to the treatment of
chronic urticaria. The first step in the treatment of chronic urticaria
is represented by the low-sedating antihistamines, such as ce-
tirizine and its active enantiomer levocetirizine, loratadine and its
metabolite desloratadine, fexofenadine, mizolastine and ebastine.
If symptoms are severe, associated with angioedema, and the
patient is anxious and disturbed at night, old sedating antihista-
mines, such as hydroxyzine and diphenhydramine may be used
instead of the new generation antihistamines.

When the disease is unremitting and urticarial symptoms are
incompletely controlled by antihistamines, a short course of corti-
costeroid therapy (for example prednisone 25 mg/day to be
tapered and suspended in 1-2 weeks) can be administered. If
urticaria relapses after corticosteroid suspension, leukotriene re-
ceptor antagonists, such as montelukast and zafirlukast, should be
tried. In a variable proportion of the patients with partial response
to antihistamines, sufficient control of the disease may be achieved
with the addition of a leukotriene receptor antagonist.

In patients whose disease is not controlled by combination
therapy with antihistamines and leukotriene receptor antagonists,
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prolonged systemic corticosteroid therapy may be needed. Corti-
costeroids should be continued at the lowest dose sufficient
enough to control urticarial symptoms (for example 5mg every
other day), in order to minimize adverse effects. In a few cases,
high-dose corticosteroid therapy has to be administered for long
periods. In these patients, actually a small minority, immunosup-
pressive treatment with low-dose cyclosporine (3 mg/kg/day) can
be started. This type of treatment has a corticosteroid-sparing
effect and is also generally effective in patients with severe unre-
mitting urticaria. However, cyclosporine plasma concentrations
and possible adverse effects must be carefully monitored. Alterna-
tive treatments to cyclosporine are hydroxychloroquine,
sulfasalazine or dapsone. The efficacy of these agents, however,
has not been proven in large controlled studies. Plasmapheresis
may also be effective in patients with severe chronic urticaria, but
certainly represents an impractical approach and has a temporary
effect. Warfarin therapy may be considered in a subgroup of
patients with chronic urticaria and angioedema unresponsive to

antihistamines.

4. Possible Future Studies

Much remains to be done in order to identify the best therapeu-
tic approach in each patient with chronic urticaria. For example,
studies comparing the effects of different immunomodulatory
drugs in patients with either autoimmune or nonautoimmune
chronic urticaria are still lacking and should be performed.
Cyclosporine seems to be a very effective drug in the treatment of
most chronic urticaria patients, but it is not known whether its
efficacy varies according to positivity or negativity of ASST.
Furthermore, the optimal dose and duration of treatment have to be
identified. The place of other immunomodulatory drugs also re-
mains to be defined. For example, it would be worth evaluating in
a double-blind, placebo-controlled study whether leukotriene re-
ceptor antagonists provide an added benefit in chronic urticaria
patients who are already receiving antihistamines. It should also be
ascertained whether the patients who are likely to benefit from
leukotriene receptor antagonists are those with chronic urticaria
and intolerance to acetylsalicylic acid and food additives. Lastly,
the experience with the oral anticoagulant warfarin should be
expanded, particularly in those patients who have presumably

nonautoimmune chronic urticaria associated with angioedema.
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Coexistance of anxiety or night exacerbation?

l Yes

Consider sedating

H, receptor antagonists
(antihistamines)

Hydroxyzine 25-50 mg/day

or diphenhydramine 50 mg/day

No v

Consider nonsedating
antihistamines

Loratadine 10 mg/day

or cetirizine 10 mg/day

or desloratadine 5 mg/day
or levocetirizine 5 mg/day
or fexofenadine 180 mg/day

A 4

A 4

or mizolastine 10 mg/day
or ebastine 10 mg/day

A

Presence of severe symptoms + angioedema? |

|
v Yes
Add a short course of corticosteroid therapy
Prednisone 25 mg/day or
methylprednisolone 16 mg/day,

No

| Continue antihistamines

A 4

tapered and suspended in 1-2 weeks

A 4

A

| Incomplete control of the disease? |

v Yes
Add a leukotriene receptor antagonist
Zafirlukast 40 mg/day or

A 4

montelukast 10 mg/day

A 4

No

| Continue antihistamines

| Incomplete control of the disease? |

v Yes
Consider corticosteroid therapy
Prednisone 25 mg/day or
methylprednisolone 16 mg/day,

A 4

tapered at the lowest effective dose

A 4

No +

Continue antihistamines and
leukotriene receptor antagonists

| Incomplete control of the disease? |

v Yes
Consider cyclosporine therapy
(low dose therapy: 3 mg/kg daily)
Alternative therapies that can be
tried in some chronic urticaria patients
are: sulfasalazine, hydroxychloroquine,
dapsone, methotrexate, warfarin and
thyroxine (this last agent when chronic
urticaria coexists with hypothyroidism)

Fig. 1. Step-by-step treatment of chronic urticaria.
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