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Abstract

This consensus statement was developed by Special Interest Group – Urticaria (IADVL). Urticaria, a heterogeneous group of
diseases, often cannot be recognized by its morphology. Due to non-specific and non-affordable diagnosis, management of urticaria,
especially chronic urticaria, is very challenging. This guideline includes definition, causes, classification and management of urticaria.
Urticaria has a profound impact on the quality of life and causes immense distress to patients, necessitating effective treatment. One
approach to manage urticaria is identification and elimination of the underlying cause(s) and/or eliciting trigger(s), while the second
one is treatment aimed at providing symptomatic relief. This guideline recommends use of second-generation non-sedating H1
antihistamines as the first-line treatment. The dose can be increased up to four times to meet the expected results. In case patients
still do not respond, appropriate treatment options can be selected depending on the cost.
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Introduction

Urticaria consists of a heterogeneous group of diseases. Development of urticarial skin lesions and/or angioedema, which is a
common and distinctive skin reaction, is shared by all types and subtypes of urticaria. Other medical conditions may also have
wheals and these conditions need to be differentiated from urticaria.[1]

Rapid appearance of wheals and/or angioedema is a characteristic of urticaria. A wheal is characterized by three typical features:
(i) a central swelling of variable size, almost invariably surrounded by a reflex erythema, (ii) associated itching or sometimes burning
sensation, and (iii) transient nature, with skin returning to its normal appearance usually within 1–24 hours.[1] Angioedema is
associated with (i) sudden, pronounced swelling of lower dermis and subcutis; (ii) sometimes pain rather than itching; (iii) frequent
involvement of mucous membranes; and (iv) resolution that is slower than for wheals and can take up to 72 hours.[1]

Though symptomatically urticaria may be seen as an allergic reaction, the disease is often autoimmune or idiopathic in nature.[2]
Degranulation of mast cells and basophils by immunological or non-immunological mechanism is the final step in the pathogenesis of
urticaria. Various pathways or mechanisms like IgE or IgE receptor pathway, complement system, arachidonic acid pathway, and
direct mast cell degranulation are involved in the pathogenesis of urticaria.[3]

Frequency and Causes

Classification of the urticarial diseases is based on duration and frequency. The timeline of 6 weeks of daily or nearly daily
symptoms has been chosen as the arbitrary dividing point between acute and chronic urticaria (CU). This classification has been
useful for appropriate differential diagnosis, as common causes of acute and chronic urticaria are different and the two conditions
behave differently.

Acute urticaria is more common in young adults and children and most often is caused by allergic reactions to food, drug, infection
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(commonly viral), insect sting or transfusion. Sometimes patients seek confirmatory testing from a physician about a suspected food
or drug trigger. If a particular medication is suspected which has limited therapeutic alternatives, an allergy evaluation may be
sought. Some medication reactions may not be truly allergic but may be caused by nonspecific mast cell releasing or anaphylactoid
properties of the drug. Common drugs with these properties include opiates, vancomycin, and radiocontrast media (especially
high-osmolar or ionic agents). Other causes of acute urticarial reactions include sea food, allergy to insect envenomation, and
transfusion reactions. A specific cause may not be identified in around 50% of cases of acute urticaria. Once symptoms have
persisted on a frequent basis for more than 6 weeks, the patient is considered to have CU. The two largest subgroups of CU are
physical urticarias, in which physical stimuli initiate the formation of lesions, and autoimmune urticaria, due to functional
autoantibodies to the high affinity receptor for IgE (FcεRI) or less commonly to IgE itself.

Identification of specific cause is rare in CU compared to acute urticaria. It is equally important to find and eliminate the relevant
physical or environmental triggers along with consideration of systemic conditions which are associated with urticaria.[4]

Around 15–20% of people have urticaria at least once during their lifetime. Though no age is bar for urticaria and/or angioedema,
urticaria is seen most commonly after adolescence. The highest incidence of urticaria is seen in young adults. Exact epidemiology of
CU in India is unknown. Worldwide it occurs in 0.1–3% of the population.[5] Women are twice commonly affected compared to men.

In a study from India, it was found that out of 500 cases of urticaria, 37% patients had physical urticaria[6] [Table 1].

Diagnosis of Urticaria

Detailed patient history along with physical examination and ruling out severe systemic disease by conducting basic laboratory tests
should be considered for routine patient evaluation because of heterogeneity of urticaria and its multiple subtypes.[1]

Guidelines for Treatment of Chronic Spontaneous Urticaria (CU)

Urticaria has a profound impact on the quality of life and causes immense distress to patients, necessitating effective treatment.

The management of urticaria should consist of following two approaches and both lines of treatment should be considered in every
patient.

Identification of underlying cause(s) and/or eliciting trigger(s)1.
Treatment for symptomatic relief2.

Especially for patients suffering from physical urticaria, treating the underlying cause is the most desirable; but it is unfortunately not
possible in the most of the patients. Avoidance of the triggering factor or stimulus is the second best approach. This is possible for
the rare patients with IgE-mediated urticaria and partly for patients suffering from physical urticaria.[7]

A step by step approach tailored to the individual patient should be taken for management of CU. Routine management of
autoimmune and non-autoimmune CU is the same.[2]

General Measures

Aspirin is the commonest drug aggravating urticaria. Aspirin and other nonsteroidal anti-inflammatory drugs (NSAIDs) can worsen
CU in 20–30% of patients during active phase but probably not in remission.[8] A number of aggravating factors of urticaria can be
avoided by simple measures. Treating physicians can identify these triggers or aggravating factors by taking careful history from the
patient. The aggravating factors may include diet, drugs, alcohol, viral infections, local heat and friction, and mental stress.[9] In
India, diet is often considered as a cause of any skin allergy. Patients often come to physician with a list of “not to eat” items.
Pseudoallergens may be important cause of urticaria in some patients. Pseudoallergic reactions to additives, natural salicylates, and
aromatic compounds are mostly dose related. At present, we do not know how much is to be ingested to precipitate an attack. In an
earlier study by Zuberbier et al, only 19% of patients reacted severely to challenge capsules containing food additives.[10] Although
there are no published studies on food items causing urticaria, in the clinical practice it has been observed that tomato, wine, herbs
and nuts can worsen urticaria.

Overheating and local pressure because of belts and clothing may aggravate CU. Often there is an overlap between physical
urticaria and CU. Urticaria may be worsened by alcohol because of the vasodilatation. Viral infections may also aggravate urticaria.
Upregulation of cytokines with the acute phase response causing temporary state of enhanced mast cell releasability may be the
underlying mechanism for aggravation of urticaria during viral infections.[9] Treatment of identifiable cause, avoidance of triggers,
advice and written information about the condition, and antihistamines should be part of treatment plan. Soothing agents such as
calamine lotion give excellent symptomatic relief.
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Antihistamines

Antihistamines are the first line of treatment for all patients with CU. Classic H1 antihistamines which have the side effect of sedation
include chlorpheniramine, hydroxyzine, diphenhydramine,[11] etc. Newer H1 antihistamines include fexofenadine, loratadine,
desloratadine, cetirizine, levocetrizine, ebastine, mizolastine, olapatadine, rupatadine, etc. H2 antihistamines include ranitidine and
famotidine. In some cases of CU, the addition of H2 antihistamines may prove effective.

First-generation antihistamines can interfere with rapid eye movement (REM) sleep and impact on learning and performance. New
GA2LEN/EDF/EAACI/WAO guidelines do not recommend the use of these sedating antihistamines for the routine management of
CU as the first-line agents.[7] Second-generation antihistamines should be considered as the first-line symptomatic treatment for
urticaria because of their good safety and tolerability profile.[7] Second-generation antihistamines in higher doses have been shown
to be effective in control of chronic spontaneous urticaria. This has been verified in studies using even up to fourfold higher than
recommended doses of desloratadine,[12] fexofenadine,[13] levocetirizine[14] and rupatadine.[15] Two long-term studies in healthy
volunteers have demonstrated that fexofenadine, at doses up to 240 mg once daily for up to 12 months, is safe and well
tolerated.[16] No dose-related increases in corrected QT interval (QTc) were found with fexofenadine doses up to 800 mg once
daily or 690 mg twice daily for 28 days.[17] Fexofenadine does not lead to sedation at approved as well as supratherapeutic doses.
Cetirizine has a potential to cause sedation at therapeutic as well as supratherapeutic dose, whereas levocetirizine and
desloratadine may have the potential of sedative effect at supratherapeutic dose.[18]

Antihistamines up to four times than the recommended dosages control symptoms in the majority of patients with urticaria in general
practice. For the remaining unresponsive patients, alternative treatments are required.[7]

Presently, corticosteroids are commonly used in the management of allergic diseases. There is a strong recommendation
from GA2LEN/EDF/EAACI/WAO guidelines against the long-term use of corticosteroids outside specialist clinics if it can be
avoided.[7] A dose of 0.5 mg/kg/day of prednisolone can be used for up to 1 week to resolve the resistant urticaria.
Cyclosporine has a moderate, direct effect on mast cell mediator release.[19] It is recommended only for patients with
severe disease refractory to maximum dose of antihistamines. It has much better risk/benefit ratio compared with steroids.[7]
Many controlled studies have reported cyclosporine to be effective at the dose of 4–5 mg/kg. Low-dose (2–3 mg/kg) therapy
has also shown its beneficial effect in controlling urticaria.[20] Generally, the duration of cyclosporine therapy is 3 months.
Methotrexate may be a useful and cost-effective alternative for steroid-dependent CU in the Indian settings.[21] Functional
autoantibodies do not correlate with the response to treatment. The beneficial effects seen with methotrexate are due to its
anti-inflammatory and immunosuppressive properties. It can be used up to 10-15 mg/week for its steroid-sparing effect.[22]
Omalizumab, a recombinant, humanized, monoclonal antibody acts as a neutralizing antibody by binding IgE at the same site
on IgE as its high-affinity receptor; FcεRI. It reduces IgE serum levels and blocks the IgE attachment to mast cells and other
immune cells, which prevents IgE-mediated inflammatory changes. It is approved for the treatment of moderate-to-severe
persistent asthma in adults and adolescents older than 12 years of age who have a positive skin test to a perennial allergen.
Dosing of omalizumab is based on weight and pretreatment serum IgE levels. It is administered via subcutaneous injection
every 2–4 weeks. The most commonly reported adverse event with omalizumab is injection site reaction. It has now been
shown to be dramatically effective in selected patients with chronic spontaneous urticaria.[23]
Autologous serum therapy (AST) has been found to be successful in CU in an Indian study.[24] Larger studies are required to
confirm findings.

A strong recommendation was made by the GA2LEN/EDF/EAACI/WAO panel to discourage the use of first-generation
antihistamines in infants and children. Thus, in children, the same first-line treatment and updosing (weight adjusted) is recommended
as in adults.[7]

The GA2LEN/EDF/EAACI/WAO panel suggests that in pregnant patients, the use of second-generation antihistamines should be
limited to loratadine with the possible extrapolation to desloratadine.[7] As safety studies are not available, the increased dosage of
second-generation antihistamines can only be carefully suggested in pregnancy. While using loratadine, it must be remembered that
it is metabolized in the liver. First-generation antihistamines may be cautiously used in pregnancy when symptoms are nonresponsive
to second-generation antihistamines.[7]

According to the data from Berlin Teratogen Information Service, 196 women exposed in any trimester (11% in the first trimester)
showed no increased risk of birth defects or other adverse outcomes with cetirizine.[25] Use of loratadine, desloratadine, or
fexofenadine in a therapeutic dose is less likely to cause an adverse effect in nursing infant because of the minimal exposure of a
breast feeding infant to the drugs through breast milk.[26]

Safety of second-generation antihistamines should be considered when these drugs are to be used in patients with liver disease,
renal impairment and in geriatric patients. Table 2 shows the metabolism and dose adjustment of various second-generation
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antihistamines.[27]

Recommendations for combinations of non-sedating H1 antihistamines with H2 antihistamines or with antileukotrienes or dapsone
are based on low levels of evidence [Figure 1].[7]

Conclusion

Urticaria has a profound impact on the quality of life and causes immense distress to patients, necessitating effective treatment. This
guideline includes definition, causes, classification and management of urticaria. One approach to manage urticaria is identification
and elimination of the underlying cause(s) and/or eliciting trigger(s), while the second is treatment aimed at providing symptomatic
relief. We recommend use of second-generation non-sedating H1 antihistamines as the first-line treatment. The dose can be
increased up to four times to meet the expected results. In case patients still do not respond, appropriate treatment options can be
selected depending on the costs and risk/benefit ratios.

Disclaimer
The contents/recommendations in this consensus statement are recommendations only and are not absolute or binding on members.
The principles outlined in this statement are of general nature, based on current evidence, and individual variations may occur from
patient to patient, hence appropriate modifications may be needed depending on the needs of the given patient, as per the discretion
of physician and as per emerging evidence in future. Each patient has to be treated on his/her merit and the ultimate judgment
regarding the choice of treatment should be made by the physician, keeping in view the individual patient and training and experience
of treating physician. The physician must exercise his judgment in light of all the circumstances of the individual patient. This
statement is prepared with the sole purpose of establishing minimum standards of care and as a service to the members of IADVL.
Neither the SIG Urticaria members nor IADVL will be held responsible either directly or indirectly for any legal claims.

About SIG urticaria
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Figures and Tables

Table 1

Classification of urticaria subtypes (presenting with wheals and/or angioedema)*

Table 2

Metabolism and dose adjustment of various second-generation antihistamines

Figure 1

Management of chronic spontaneous urticaria
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