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Abstract: Urticarial vasculitis, a rare autoimmune disease, is characterized by inflammation of the small blood vessels. It presents 
with skin lesions that resemble hives, but unlike ordinary hives, these lesions last longer than 24 hours, may leave behind bruise-like 
discoloration or purpura, and can be associated with systemic symptoms. This case reports details a middle-aged female patient, who 
exhibited extensive urticarial lesions persisting for two weeks and severe reactions to initial treatments. 
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Introduction
Urticarial vasculitis (UV), a rare autoimmune disease, is characterized by inflammation of the small blood vessels. It 
presents with skin lesions that resemble hives, but unlike ordinary hives, these lesions last longer than 24 hours, may 
leave behind bruise-like discoloration or purpura, and can be associated with systemic symptoms.1 Diagnostic complexity 
in UV arises from its clinical mimicry of other conditions, particularly chronic urticaria and autoimmune disorders, 
posing a significant challenge for effective clinical management.2

The diagnostic process typically involves a clinical evaluation. A skin biopsy can confirm the diagnosis by 
demonstrating histopathological features of vasculitis.3 Studies have shown that the incidence of UV in patients with 
chronic urticaria is 2.7%.4 The treatment measures include corticosteroids, antihistamines, chloroquine, non-steroidal 
anti-inflammatory drugs, colchicine and azathioprine, omalizumab.4,5

Significant clinical amelioration in severe UV with omalizumab treatment has been documented, stemming from its 
underlying pathway of IgE binding and subsequent modulation of mast cell degranulation.5,6 The development of 
innovative treatments and combination strategies remains crucial, as scientific knowledge of UV continues to advance. 
Cyclosporine exerts its effect by forming a complex with cyclophilin, which leads to the inhibition of calcineurin and 
consequently suppresses the initial stage of the immune response. Although its initial indication was the prevention of 
organ transplant rejection, its use has since expanded to include various inflammatory dermatoses.7

Case Presentation
The patient is a 56-year-old female, with a height of 150 cm and a weight of 60 kg, who presented to the clinic on June, 
2025, with a chief complaint of generalized urticaria persisting for two weeks. Her skin manifestations were observed as 
shown in Figure 1a–d. Upon admission, a comprehensive workup was conducted, including complete blood count, 
urinalysis, stool analysis, liver function tests, renal function tests, electrolyte levels, and screenings for hepatitis B, 
hepatitis C, syphilis, HIV, and tuberculosis (t-spot), all of which returned normal results. The patient’s medical history is 
notable for a 10-year history of psoriasis, for which she has been treated with Ixekizumab two months ago. The patient’s 
psoriasis lesions have completely disappeared and are well controlled. The clinical evaluation led to a consideration of 
UV as the potential diagnosis for her symptoms. Initially, the patient took loratadine tablets for treatment, but the effect 
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was not satisfactory. The patient was administered intravenous methylprednisolone sodium succinate at a dose of 60 mg. 
However, during the infusion, the patient experienced a worsening of her rash, raising the suspicion of a possible allergic 
reaction to the methylprednisolone. Consequently, this medication was discontinued. The treatment regimen was then 
changed to intravenous administration of dexamethasone sodium phosphate at a dose of 10 mg, but the patient’s rash 
continued to exacerbate during this infusion. Given the unsatisfactory response to the corticosteroid treatments, 
a decision was made to initiate therapy with methotrexate, starting with an oral dose of 10 mg per week. The patient’s 
condition showed improvement following the introduction of methotrexate; however, during a follow-up visit on July, the 
patient reported inadequate control of her symptoms, noting the recurrence of urticaria despite adherence to the 
methotrexate regimen. In light of the persistent symptoms, patient was started on omalizumab at a dose of 300 mg 
administered subcutaneously every four weeks, in conjunction with methotrexate. Two weeks later during the follow-up, 
the patient’s symptoms remained persistent. In light of the persistent symptoms, methotrexate was discontinued, and the 
patient was started on omalizumab, in conjunction with cyclosporine at a dose of 50 mg twice daily. This combination 
therapy was intended to enhance the management of her condition. The Dosage of cyclosporine was reduced by one 
tablet every two weeks. The patient attended follow-up visits on August, and significant improvement in her condition 
was noted as shown in Figure 2a–d; no recurrence of urticaria was observed during the September visit. The patient’s 
symptoms were well-controlled, and she continues to be monitored in follow-up.

Discussion
UV is a distinct syndrome that differs fundamentally from chronic spontaneous urticaria, making its management 
notoriously difficult due to a broad spectrum of clinical presentations and unpredictable therapeutic responses. UV is 
subdivided into normocomplementemic (NUV) and hypocomplementemic (HUV) types, with the hypocomplementemic 

Figure 1 (a–d) Generalized erythematous wheals all over the body, June, 2025.
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form being linked to systemic diseases like systemic lupus erythematosus (SLE). It occurs at a rate of 0.5 per 
100,000 person-years.8 UV not only presents with skin manifestations, but also causes systemic lesions.9 

Certolizumab, a drug that blocks tumor necrosis factor-α (TNF-α), may cause UV.10 Although we do not have direct 
evidence to prove that Ixekizumab causes UV, we cannot completely rule out the possibility that it does. Autoimmune 
thyroiditis and systemic lupus erythematosus are relatively common comorbidities of UV and antihistamines provide 
limited efficacy, with systemic corticosteroids showing rapid control during acute phases but often failing as a long-term 
solution.11 Although Omalizumab has shown significant efficacy in treating some patients with UV,12 its response varies 
significantly among patients, necessitating individualized treatment strategies among the population with refractory UV 
Moreover, the combination of Omalizumab with immunosuppressants like cyclosporine has been explored, revealing 
variable effectiveness across different patient profiles, with some achieving substantial symptom relief.1 Meanwhile, 
cyclosporine has shown good clinical efficacy in the treatment of urticarial vasculitis and psoriasis. A Study have shown 
that for patients with refractory UV, the combination therapy of upadacitinib with omalizumab and dapsone can 
significantly improve clinical symptoms.1

The research on omalizumab and immunosuppressants mainly focuses on chronic urticaria.13 The research on the 
combined treatment of UV with omalizumab and immunosuppressants is limited. The first-line treatment for UV remains 
glucocorticoids. Patients who experienced exacerbation after steroid treatment might benefit from switching to other 
immunosuppressants such as methotrexate or mycophenolate mofetil, which have shown comparable efficacy in mana
ging refractory cases.3,4 However, in this case, the patient’s condition worsened after using glucocorticoids, which 
indicates that we need to seek out individualized treatment plans. As such, the integration of Omalizumab in combination 

Figure 2 (a–d) A small amount of scattered erythematous wheals all over the body, August, 2025.
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with other agents represents a potential avenue for enhancing treatment efficacy, particularly in refractory cases. The 
significance of monitoring long-term outcomes and adjusting treatment plans based on patient response is critical in 
managing this complex condition.

Conclusion
This case further demonstrates the crucial importance of personalized treatment plans. Especially when conventional 
therapies such as antihistamines and glucocorticoids are ineffective or exacerbate symptoms, the combination of 
omalizumab and cyclosporine represents a breakthrough in UV treatment.
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