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Evaluating and managing chronic 
idiopathic urticaria in adults
Lindsay Webster, MPAS, PA-C; Nicholas L. Rider, DO; Mark E. Archambault, DHSc, PA-C, DFAAPA

Chronic idiopathic urticaria (CIU), also known as 
chronic spontaneous urticaria, is characterized by 
the presence of hives on most days of the week, for 

6 weeks or longer, without an identifi able or consistent 
cause. Up to 50% of patients also have accompanying 
angioedema.1 In both the United States and worldwide, this 

ABSTRACT

Chronic idiopathic urticaria (CIU), also known as chronic 
spontaneous urticaria, is characterized by the presence of 
hives on most days of the week, for 6 weeks or longer, and 
without an identifi able or consistent cause. Evaluation is 
clinical and based on the presence of episodic urticarial 
lesions. Although patients are subject to overtesting during 
the diagnosis of CIU, guidelines suggest starting with three 
basic laboratory tests. Treatment is a stepwise approach, 
involving second-generation antihistamines, histamine2 
antagonists, leukotriene receptor antagonists, fi rst-generation 
antihistamines, and potent antihistamines. Refractory CIU 
requires adding alternative agents such as omalizumab, anti-
infl ammatory agents, and immunosuppressants.
Keywords: chronic idiopathic urticaria, CIU, antihistamines, 
hives, refractory, immunosuppressants

Learning objectives 

 Describe the key elements of the history, physical examina-
tion, and workup needed to aid in the diagnosis of chronic 
idiopathic urticaria. 

 Discuss the stepwise approach involved in the treatment of 
chronic idiopathic urticaria.

 Compare the different treatment options available for 
refractory chronic idiopathic urticaria.

FIGURE 1. Characteristic urticarial lesions

disorder affects from 0.1% to 3% of the general popula-
tion.2 Because the disorder is triggered by inconsistent or 
unidentifi able factors, many patients are subject to overtest-
ing and failed treatments, which impair their quality of life.

CLINICAL PRESENTATION

The evaluation of CIU is clinical and based on the presence 
of episodic urticarial lesions found during the physical 
examination. However, the patient’s history will reveal 
that the lesions usually appear and resolve within 24 hours. 
On physical examination, patients have urticarial lesions 
that are circumscribed, raised, and erythematous with a 
possible central pallor (Figure 1). Patients who also have 
angioedema typically present with asymmetric nonpitting 
swelling that occurred over minutes to hours and affects 
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the lips, cheeks, periorbital areas of the face, extremities, 
and/or genitalia.3 These affected areas often are described 
by patients as numb or tingling in sensation.4

Secondary causes A key component of evaluating CIU 
is to obtain a detailed history to rule out a secondary cause 
(such as exposure to new drugs, including antibiotics, non-
steroidal anti-infl ammatory drugs [NSAIDs], and hormones) 
or association with systemic disease. NSAIDs have been 
known to worsen symptoms in 25% to 50% of patients.5

Ask patients about other medical conditions, recent travel, 
infections, and other atopic conditions to rule out derma-
tologic manifestations that are not true urticarial reactions.6

Patients with CIU have a higher prevalence of various 
autoimmune disorders, including thyroid disease, celiac 
disease, Sjögren syndrome, systemic lupus erythematosus, 
rheumatoid arthritis, and type 1 diabetes.7

INITIAL DIAGNOSIS

Patients with CIU often are subjected to extensive labora-
tory testing as clinicians seek a specifi c cause or systemic 
disease. However, most tests come back without abnor-
malities.

Initially, obtain a limited amount of tests to rule out 
systemic disorders that involve urticaria: a complete blood 
cell (CBC) count with differential, C-reactive protein (CRP) 
or erythrocyte sedimentation rate (ESR), and a thyroid-
stimulating hormone level.8-12 In patients with CIU, most 
of these laboratory values should be within normal limits. 
However, patients with uncomplicated urticaria without 
a secondary cause may at times have a slight elevation of 
ESR.13 In contrast, complicated urticaria can include skin 
manifestations of the underlying systemic cause such as 
vasculidites, other rheumatologic disease, malignancy, or 
endocrinopathies, which often will be associated with 
laboratory test abnormalities.

Skin biopsy typically is reserved for patients who need 
to have urticarial vasculitis ruled out. These patients 
typically have painful lesions that persist longer than 24 
hours, have an elevated CRP or ESR, systemic symptoms, 
and/or are unresponsive to antihistamines.14,15

MANAGEMENT

After secondary causes and systemic diseases are ruled out 
and the urticaria is deemed idiopathic, clinicians can initiate 

treatment. Management routinely is approached in a step-
wise fashion based on the management guidelines developed 
by the Joint Task Force on Practice Parameters, representing 
the American Academy of Allergy, Asthma, and Immunol-
ogy; American College of Allergy, Asthma & Immunology; 
and the Joint Council of Allergy, Asthma & Immunology 
(Table 1).9,12,16

Once a patient is diagnosed with CIU, the fi rst step in 
treatment is to administer a second-generation antihistamine 
at the standard therapeutic dose. Patients also should 
eliminate aggravating factors. A substantial number of 
patients will experience exacerbations that are occasionally, 
but not predominately, triggered by physical stimuli. These 
physical stimuli include heat, extreme humidity, cold, and 
pressure. Patients also should be counseled to abstain from 
NSAIDs, which worsen CIU symptoms in 20% to 40% 
of patients.5,17

If the patient’s symptoms do not improve after 1 to 2 
weeks of a second-generation antihistamine at a standard 
dose, the next step provides multiple options for increasing 
therapy:
• Increase the dose of the second-generation antihistamine.
The US guidelines, in addition to others, advocate for up 
to four times the standard dose of a second-generation 
antihistamine.16,18,19 Increasing the dosage works best for 
levocetirizine and desloratadine.20

• Add a different second-generation antihistamine to the 
original therapy. For example, a patient taking fexofenadine 
could be prescribed a loratadine, desloratadine, cetirizine, 
or levocetirizine.
• Add a histamine2 antagonist such as ranitidine. This 
option can improve symptoms in a patient not satisfacto-
rily controlled by histamine1 antihistamines.
• Add a leukotriene receptor antagonist. Symptoms resis-
tant to histamine1 antihistamine monotherapy may respond 
to leukotriene receptor antagonists, either as monotherapy 
or as an adjunctive therapy. The preferred leukotriene 
modifi ers are montelukast and zafi rlukast, which do not 
require monitoring of any laboratory values; patients on 
zileuton require routine liver function testing.
• Add a fi rst-generation antihistamine at bedtime. This 
approach is recommended for patients who have failed the 
previous options of higher-dosed second-generation anti-
histamines, the addition of histamine2 antagonists, and/or 
the addition of leukotriene receptor antagonists.9

Key points

 Evaluation of CIU is clinical and based on the presence of 

episodic urticarial lesions.

 Begin with three basic laboratory tests: CBC count, CRP or 

ESR, and thyroid-stimulating hormone level.

 Treatment is a stepwise approach, involving first- and 

second-generation antihistamines, histamine
2
 antagonists, 

and leukotriene receptor antagonists.

No guidelines exist for 

managing refractory CIU, 

so treatment must be 

individualized.
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Patients whose symptoms fail to improve after step 2 
therapy may be considered for step 3, treatment with 
short-acting antihistamines. The two most commonly used 
medications in this category are hydroxyzine and doxepin. 
Both are started at 10 to 25 mg daily, and increased in 
weekly increments. When these medications are used at 
high doses (such as 75 to 150 mg per day), they often are 
associated with control of CIU symptoms.21 Patients who 
continue to have symptoms after failing these therapies 
are considered to have refractory CIU.

Systemic glucocorticoids can be periodically used at any 
point in a treatment plan for patients in need of temporary 
control of a severe urticarial exacerbation. Glucocorticoid 
use generally is supplementary to the other medications 
for CIU. Although the dose and duration of treatment is 
individualized based on the patient’s responsiveness, 
experts typically suggest a starting dose of 30 to 40 mg 
of prednisolone daily with food, for 2 to 7 days.22,23

In patients with severe exacerbations, use systemic 
glucocorticoids for the shortest duration possible. Some 
patients may require treatment for longer periods, and 
may be on glucocorticoids for months at a time. When 
systemic glucocorticoids are used for longer periods of 
treatment, they should be tapered to avoid adrenal sup-
pression and a rebound in CIU symptoms.24

TREATING REFRACTORY SYMPTOMS

Patients with symptoms that are not controlled by stan-
dard therapy typically are treated with multiple courses 
of glucocorticoids, or may undergo extended periods of 
glucocorticoid therapy, putting them at risk for adverse 
reactions and toxicity. Therefore, other options for 

refractory CIU are commonly sought. These treatment 
options include omalizumab in addition to certain anti-
infl ammatory drugs and immunosuppressants. When 
managing a patient with refractory CIU, consider refer-
ral to a subspecialist who has more experience with the 
administration of these medications.22 No guidelines 
exist for managing refractory CIU, so the treatment must 
be individualized based on the patient’s coexistent med-
ical conditions and preferences. The treatment options 
have different levels of effi cacy, adverse reaction profi les, 
and cost.21

Omalizumab Based on an ample amount of data show-
ing its safety and effectiveness in treating CIU, omalizumab 
is the drug of choice for patients with or without gluco-
corticoid toxicity secondary to refractory CIU.25-28 However, 
it may not be the preferred option for most patients. The 
drug is expensive, must be administered in a clinic, and 
provides a shorter remission time compared with other 
treatments.21

Anti-infl ammatory agents For patients with refractory 
CIU who do not wish to take omalizumab and do not have 
glucocorticoid toxicity, anti-infl ammatory agents are an 
option. The medications of this class that are most studied 
for refractory CIU are dapsone, sulfasalazine, and hydroxy-
chloroquine. These drugs are less expensive than omali-
zumab and are all taken orally, eliminating the need for 
administration by medical professionals. However, the 
onset of symptom improvement with these drugs is between 
1 and 3 months.21

Dapsone is the most commonly used drug in this group 
because it is well tolerated, widely available, and inexpensive. 
The initial dose is 50 to 100 mg daily.29 Note that dapsone 
is associated with asymptomatic methemoglobinemia, and 
less commonly is associated with hepatotoxicity and other 
hematologic abnormalities such as DRESS syndrome. Patients 
should have a CBC count and liver function tests after 2 
weeks of therapy; repeat these tests monthly for 3 months 
before gradually increasing the time between tests.21,30

Sulfasalazine also is frequently used as adjunctive therapy 
for patients with refractory symptoms.31-34 The typical 
starting dosage is 500 mg once or twice a week, gradually 
increased to 1 g twice daily. Although most patients toler-
ate this drug well, some experience nausea, headache, 
leukopenia, and elevated transaminases.32 For that reason, 
a CBC count, liver function tests, and urinalysis should be 
performed every month for the fi rst 3 months, then less 
frequently as treatment progresses.21

Hydroxychloroquine has a slower onset of action com-
pared with the other anti-infl ammatory drugs, but also 
only modestly impairs a patient’s quality of life—the only 
adverse reactions are nausea, rash, and headache. However, 
because hydroxychloroquine is associated with increased 
risk of retinopathy after 5 years of use, patients should 
have a baseline ophthalmologic examination within the 
fi rst year of starting treatment.35 This drug typically is 

TABLE 1. Stepwise approach to treating chronic idiopathic 

urticaria

STEP 1

• Begin monotherapy with a second-generation antihistamine

• Avoid triggers

STEP 2

One or more of the following:

•  Dose advancement of the second-generation antihistamine 

used in step 1

• Add another second-generation antihistamine

• Add a histamine
2
 antagonist

• Add a leukotriene receptor antagonist

• Add a fi rst-generation antihistamine to be taken at bedtime

STEP 3

Dose advancement of potent antihistamines (such as 

hydroxyzine or doxepin) as tolerated

STEP 4, for patients with refractory symptoms

Add an alternative agent such as omalizumab, an anti-

infl ammatory, or an immunosuppressant
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started at 200 mg twice a day and requires a 3-month trial 
to determine its effectiveness.21,36

Immunosuppressants For patients with glucocorticoid 
toxicity who do not wish to take omalizumab or have 
failed treatment with omalizumab, immunosuppressants 
may be benefi cial. Cyclosporine, tacrolimus, sirolimus, 
and mycophenolate are associated with a more rapid effect 
than anti-infl ammatory agents, letting patients taper off 
glucocorticoids more rapidly.21

Cyclosporine is associated with rapid onset of action, 
with some reports of improvement within days, and lasting 
remission.37-39 Two techniques can be used for prescribing 
this drug: Lower doses, ranging from 2 to 4 mg/kg/day, or 
starting with a high dose and tapering down to the lowest 
effective dose.38,40,41 These two approaches let patients 
receive long-term benefi t with the lowest adverse reaction 
profi le possible. Most patients taking cyclosporine receive 
symptom relief within 3 months.40 Regardless of the dose 
and duration of therapy, patients taking cyclosporine should 
have their BP, blood urea nitrogen, and creatinine tested 
monthly and fasting lipids tested periodically.42

Tacrolimus, sirolimus, and mycophenolate also can be 
prescribed for patients with refractory CIU. However, data 
supporting these drugs is limited. The few studies that do 
exist show that these drugs successfully treat refractory 
CIU.43-46 Laboratory test monitoring for tacrolimus is 
similar to that for cyclosporine. Tacrolimus is started at 1 
mg twice daily for 1 week, and then increased to 2 mg 
twice daily if there is no proven benefi t in 1 to 2 weeks.21

Mycophenolate typically is started at 1 g twice daily. 
After 2 to 4 weeks, this dose can be increased by 500 mg 
twice daily, up to 6 g per day.21,46

The optimal duration of immunosuppressant treatment 
options is not known but cyclosporine, tacrolimus, and 
sirolimus are typically given a 1-month trial to determine 
effi cacy. Mycophenolate is given a longer trial because of 
its slower onset and because it may need to be titrated up 
to an effective dose. However, most patients with refractory 
CIU see symptom improvement within days.21

COST OF CARE

The evaluation and management of CIU can create a 
fi nancial burden regardless of a patient’s socioeconomic 
status. Broder and colleagues reported that the average 
healthcare cost for a patient with CIU was more than 

$9,000 US per year.47 Because CIU mostly is treated in an 
outpatient setting and is chronic in nature, medication 
costs account for more than half of the annual expenses.48 
Medications can range from under $50 US per month for 
antihistamines to $1,000 US per injection of omali-
zumab.49,50 The cost of medications alone can drive low-
income patients to choose a less-expensive treatment, 
potentially leading to suboptimal control of their condition 
and poorer quality of life.

CONCLUSION

The average duration of CIU ranges from 2 to 5 years but 
30% to 50% of patients achieve spontaneous remission 
within 1 year.51-53 Up to 30% of patients continue to have 
symptoms past 5 years.54,55

Although the natural course of CIU is episodic and self-
limited in most patients, the disorder can cause marked 
physical and psychological distress. The unpredictability 
and discomfort can interfere with a patient’s activities or 
sleep. Clinicians must reassure patients that the condition 
is rarely permanent, rarely puts them in any acute risk, 
and can be successfully managed with time. JAAPA
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