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Chronic Urticaria: The Diagnostic Tests That Rarely
Help

Written by The Life Science Feed Editorial Team - Edited by Mara Voss

Chronic urticaria, defined by daily or aimost daily wheal s and/or angioedema for six weeks or more, presents a
diagnostic challenge for many clinicians. Patients often arrive with alaundry list of symptoms and a desire for
adefinitive cause, prompting a broad array of investigations. But the utility of many common tests for chronic
urticariais questionable, frequently yielding false positives or irrelevant findings that complicate management
rather than clarify it.

The Pivot: Extensive laboratory testing for chronic urticaria rarely identifies a specific underlying cause.

The Data: Routine comprehensive panels often produce non-specific abnormalities without guiding
treatment.

The Action: Clinicians should prioritize a thorough history and physical examination, limiting investigations
to targeted scenarios.

Chronic urticaria affects a significant portion of the population, causing substantial morbidity and impacting quality of
life. The condition is broadly classified into chronic spontaneous urticaria (CSU), where no specific external trigger
isidentified, and chronic inducible urticaria (CIndU), where specific triggers like cold, pressure, or heat are evident.
Distinguishing between these formsisimportant for guiding theinitial diagnostic approach and subsegquent management
strategies. Patients often present with persistent, itchy wheals that can be debilitating, prompting a desire for a clear
etiology.

The initial workup for chronic urticaria should always begin with a comprehensive patient history and a meticulous
physical examination. Thisfoundational step is often overlooked in the rush to order laboratory tests, but it provides the
most valuable clues for guiding further investigation. Details regarding the onset, duration, frequency, morphology, and
distribution of wheals, aswell as any associated symptoms like angioedema, are critical. Identifying potential triggers,
exacerbating factors, and previous treatment responses hel ps narrow the diagnostic focus. For a broader perspective on
dermatological conditions, the Oxford Handbook of Medical Dermatology offers a step-by-step guide to diagnosis and
management.

The Limited Utility of Broad L aboratory Panels

Many clinicians, in an effort to be thorough, order extensive laboratory panels for patients presenting with chronic
urticaria. These panels often include complete blood counts, erythrocyte sedimentation rates (ESR), C-reactive protein
(CRP), antinuclear antibodies (ANA), thyroid function tests, and even specific IgE levelsto various allergens. The
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assumption is that a broad net will catch an elusive underlying cause. But the reality is that these tests rarely provide
actionable information for the vast majority of patients with CSU.

Elevated inflammatory markers like ESR or CRP can be found in a subset of CSU patients, but these are non-specific
indicators of inflammation and do not point to a particular etiology. Similarly, positive ANA titers are common in the
general population and do not automatically signify a systemic autoimmune disease as the cause of urticaria unless
other clinical features are present. Attributing urticaria solely to a positive ANA without other evidence can lead to
misdiagnosis and unnecessary specialist referrals.

Thyroid autoantibodies, particularly anti-thyroid peroxidase (anti-TPO) antibodies, are also frequently tested. While
there is an association between autoimmune thyroid disease and CSU, the presence of these antibodies alone does not
confirm acausal link to urticaria. Treating subclinical thyroid dysfunction based on antibody positivity alone rarely
resolves the urticaria, and the clinical significance of this association for urticaria management remains debated. The
focus should remain on managing the urticaria symptoms directly.

Allergy Testing: A Common Misstep
One of the most common diagnostic missteps in chronic urticariais extensive allergy testing. Patients often believe

their chronic hives must be due to an alergy, and clinicians may feel compelled to investigate this avenue. But true
IgE-mediated alergies rarely manifest as chronic urticaria. Acute urticaria, yes, but chronic urticariais typically not an
allergic reaction to environmental or food allergens.

Performing broad panels of specific IgE tests (RAST or ImmunoCAP) or extensive skin prick testing for common
alergensin patients with CSU is largely unhelpful. These tests frequently yield false positives, leading to unnecessary
dietary restrictions or avoidance measures that do not improve the urticaria and can negatively impact a patient's quality
of life. The only scenario where allergy testing is warranted is if the history strongly suggests a specific, reproducible
trigger, such as a particular food or drug, and even then, the focus should be on acute reactions rather than chronic
presentations.

For patients with chronic inducible urticaria, the diagnostic approach differs. Physical challenges, such asice cube
tests for cold urticaria, pressure tests for delayed pressure urticaria, or exercise challenges for cholinergic urticaria,

are appropriate and necessary. These are targeted tests based on a clear historical suspicion, not broad screening.
Understanding the nuances of these conditionsisvital, asdiscussed in our previous coverage on chronic painin psoriasis
patients, which highlights the systemic impact of dermatological conditions.

When Targeted | nvestigations Are Warranted

While broad screening is discouraged, specific, targeted investigations are appropriate when the history or physical
examination suggests an underlying systemic condition. For example, if a patient presents with recurrent angioedema
without wheals, particularly if accompanied by abdominal pain or afamily history, complement levels (C4, C1 esterase
inhibitor quantity and function) should be checked to rule out hereditary or acquired angioedema. Thisisadistinct entity
from urticaria and requires a different diagnostic and therapeutic approach.

If thereare systemic symptoms such asfever, arthralgia, or unexplained weight | oss, amore thorough workup for systemic
inflammatory diseases might be appropriate. This could include a more focused autoimmune panel or imaging studies,
but these should be driven by specific clinical suspicion, not as a routine screen for all urticaria patients. The Oxford
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Handbook of Rheumatology can be a valuable resource for navigating complex autoimmune presentations.
Autologous serum skin testing (ASST) has been proposed asaway to identify patientswith an autoimmune form of CSU,
where autoantibodies against IgE or the IgE receptor are present. A positive ASST indicates the presence of circulating
factors that can induce awheal, but its clinical utility in guiding treatment decisionsis limited. While it may identify a
subset of patients who respond better to certain therapies, it is not a routine diagnostic test and should be reserved for
specific research or highly refractory cases.

The Role of Biopsy and Mast Cell Activation
Skin biopsy israrely indicated in the routine workup of chronic urticaria. The typical histopathological findingsin

urticaria are non-specific, showing dermal edema and a perivascular infiltrate of lymphocytes and eosinophils. A
biopsy isonly warranted if the lesions are atypical, persistent beyond 24 hours in one location, or accompanied by
systemic symptoms suggestive of urticarial vasculitis. In such cases, a biopsy can help differentiate urticaria from other
inflammatory skin conditions or vasculitis, which require different management strategies.

Mast cell activation syndrome (MCAS) has gained attention as a potential cause of chronic urticaria-like symptoms.
While mast cells are central to urticaria pathogenesis, diagnosing MCAS requires specific criteria, including recurrent
episodes of systemic symptoms involving at |east two organ systems, atransient increase in mast cell mediators (e.g.,
tryptase) during episodes, and aresponse to mast cell-targeting therapies. Routine testing for tryptasein chronic urticaria
patients without systemic anaphylactic-like symptoms is not recommended, as baseline levels are often normal and
transient elevations are difficult to capture. The diagnostic criteriafor MCAS are stringent, and over-diagnosis can lead
to unnecessary and ineffective treatments.

The current guidelines emphasi ze a stepwi se approach to chronic urticariamanagement, starting with H1 antihistamines
at increasing doses, followed by omalizumab, and then cyclosporine. This approach prioritizes symptom control based
on clinical response, rather than relying on an elusive underlying cause identified through extensive testing. Our previous
article on psoriasis workup also highlighted the importance of targeted investigations over broad screening.

The Cost and Patient Burden of Over-Testing
Beyond the lack of diagnostic utility, extensive and unnecessary testing for chronic urticaria carries significant costs,

both financial and psychological. Patients undergo multiple blood draws, endure long waits for results, and often receive
confusing or contradictory information from various specialists. False positive results can lead to anxiety, unnecessary
dietary restrictions, and even invasive procedures. Thiscan erodetrust inthe medical system and delay effective symptom
management.

A focused, evidence-based approach saves resources and, more importantly, reduces patient burden. The goal in chronic
urticariais to control symptoms and improve quality of life, which can often be achieved without identifying a specific
underlying cause. The emphasis should be on effective symptomatic treatment and patient education, rather than afutile
search for a definitive etiology that rarely materializes.

The next frontier in chronic urticaria management will likely involve better biomarkers to predict treatment response,
rather than to identify a specific cause. This shift in focus would allow for more personalized and effective therapeutic
strategies, moving beyond the current trial-and-error approach.
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CLINICAL IMPLICATIONS

The prevailing tendency to order a battery of tests for chronic urticaria is a disservice to both patients and
the healthcare system. Most of these investigations are low-yield, generating noise rather than actionable
insights. Clinicians should resist the urge to cast a wide net and instead rely on a meticulous history and
physical examination to guide any further, highly targeted, diagnostic steps.

The financial burden of unnecessary testing is substantial, but the psychological toll on patients is arguably
greater. False positives lead to anxiety, unwarranted dietary restrictions, and a prolonged diagnostic odyssey
that often ends without a definitive answer. This can foster a sense of frustration and distrust, diverting attention
from effective symptomatic management.

For the pharmaceutical industry, this highlights a need for better biomarkers that predict treatment response,
rather than focusing on identifying an underlying cause that often remains idiopathic. Developing tools that
can stratify patients based on their likelihood of responding to specific therapies would be a far more valuable
contribution. Until then, the focus must remain on controlling symptoms with established treatments.
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