
doi: 10.21911/aai.142
Asthma Allergy Immunol 2023;21:237-240

ASTHMA 
ALLERGY
IMMUNOLOGY
ASTIM 
ALLERJİ 
İMMÜNOLOJİ

237

CASE  REPORT

Chronic Spontaneous Urticaria Patient Developing 
Idiopathic Anaphylaxis and Responding to 
Omalizumab Treatment: Case Report

Oner OZDEMIR1 , Ummugulsum DIKICI1 , Busra Sultan KIBAR2 

ABSTRACT

Anaphylaxis in which no triggering cause can be demonstrated is called idiopathic anaphylaxis (IA). Idiopathic anaphylaxis is a life-
threatening disease with symptoms similar to other forms of anaphylaxis. Although rare, it is clinically important due to the risk of 
morbidity and mortality. There is currently no standard long-term prophylaxis regimen for IA. The use of omalizumab was beneficial in 
some patients who did not respond to treatment.

We report a 16-year-old girl with chronic spontaneous urticaria who was later diagnosed with IA and was successfully treated with 
omalizumab. Subcutaneous omalizumab treatment was started in our patient who did not respond to antihistamines and mast cell 
stabilizers. Omalizumab treatment was initially started at 150 mg/month and the dose was increased to 300 mg/month when the attack 
recurred.

Allergists should keep in mind that patients with chronic spontaneous urticaria might develop IA, which is responsive to omalizumab.
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INTRODUCTION 

Anaphylaxis usually occurs suddenly after exposure to 
a known or unknown allergen. Cases where the cause of the 
anaphylaxis could not be revealed despite detailed investi-
gations and the presence of conditions such as systemic 
mastocytosis that may be associated with anaphylaxis has 
not been demonstrated are called “idiopathic anaphylaxis 
(IA)” (1,2). Idiopathic anaphylaxis has now been described 
in childhood and adulthood. There is an increase in cases 
all over the world. Although IA can be controlled with 
appropriate treatment regimens, it is potentially fatal. It 
causes anxiety in the patient and his family. It is included 
in the major health expenditures. The fact that it is a corti-
costeroid-responsive disease suggests that the disease may 
have an immunological pathogenesis. Treatment regimens 
used in prophylaxis management are effective. In the com-

piled case series of IA in the literature, a few deaths have 
been reported (3). 

Signs and symptoms do not differ from anaphylaxis 
with a known cause. Although mild attacks may occur, IA 
attacks that threaten life or result in death may be observed 
(1,2). Antihistamines, corticosteroids, and montelukast 
are used in the treatment of IA. In patients unresponsive 
to antihistamine treatment, omalizumab treatment is also 
among the alternative treatment options due to its low 
potential for side effects.

Case series using omalizumab in IA cases have been 
published in the literature. In this report, we would like 
to present a case in which chronic spontaneous urticaria 
(CSU) and IA symptoms were controlled with omalizum-
ab treatment.
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CASE PRESENTATION 

A 16-year-old girl has been suffering from urticaria 
attacks that lasted for 1 week, the etiology of which was 
unknown, for the last eight years. The frequency of urti-
caria attacks had diminished over the past couple of years. 
12 months ago, swelling and itching began for the first time 
on her hand after dinner, and then she became dizzy and 
experienced shortness of breath. She applied to the emer-
gency room within 15 minutes, adrenaline was adminis-
tered, and the complaints regressed. Two days after the 
first anaphylaxis, similar symptoms developed again. 
They applied to the emergency room and adrenaline was 
administered once again. Cetirizine 10mg/day and pheni-
ramine 2mg/kg/day were started. The patient was issued 
an adrenaline autoinjector report suitable for his age. The 
patient, who continued to have similar but milder symp-
toms, had 4 anaphylaxis attacks in 8 days, 2 days apart, and 
applied to our outpatient clinic of pediatric allergy.

When applying to our polyclinic, there was no reason 
detected for anaphylaxis that had been going on for 1 year. 
Hemogram and sedimentation values were normal. There 
was no eosinophilia in the hemogram (149/µl). Immu-
noglobulin (Ig) G, A, and M values were normal. Total 
IgE was 125 IU/mL. Specific IgE testing was negative for 
indoor and outdoor inhalant allergens. C1 inhibitor ester-
ase, C3, and C4 levels were normal. Within one episode, 
serum tryptase (2.36 μg/L) and urine histamine values 
were normal. Thyroglobulin antibody (55.80 IU/ml) and 

anti-thyroid peroxidase antibodies (184.1 IU/ml) were 
positive. Thyroid-stimulating hormone (TSH) and thyroid 
hormone levels were found to be normal. Anti-nuclear 
antibody (ANA), rheumatoid factor (RF), and anti-gliadin 
IgA were negative. Evaluations for stool parasites, Helico-
bacter pylori, and hepatitis B virus were negative. Vitamin 
B12, ferritin, and folic acid values were found to be nor-
mal. Vitamin D level was found to be low (5.31 μg/L).

As a result of consultation with endocrinology about 
the results of the thyroid gland, which was thought to be 
related to the etiology of CSU, it was said that nothing was 
needed at this stage except for follow-up. In addition, the 
relationship with any known triggering factor could not be 
established with these clinical and laboratory findings and 
the diagnosis of IA was made. Montelukast was added to 
the patient’s cetirizine and pheniramine treatment. When 
there was no response to this combined treatment, it was 
decided to start monthly 150 mg subcutaneous omali-
zumab treatment with the thought that it would be good 
for controlling both the urticaria and IA. The patient had 
one more anaphylaxis after the seventh dose under omali-
zumab treatment. The dose of omalizumab was increased 
to 300 mg/month. During the next eight months of omali-
zumab treatment alone, she had no exacerbations. The 
patient’s response to omalizumab treatment is shown in 
Figure 1, and the change in the urticaria activity score 
(UAS7), and the change in the urticaria control test (UCT) 
scoring in Figure 2. (Informed consent was obtained from 
the patient’s family for this presentation.)

Figure 1. Number of anaphylaxis attacks in our patient. Figure 2. Change in urticaria activity score (UAS7) and urticaria 
control test (UCT) scoring in the follow-up of our patient.
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positive for thyroid antibodies, and developed IA could be 
thought to be somewhat severe. In our literature search, 
the course and rate of developing IA in CSU could not be 
found.

Treatment of attacks according to management guide-
lines should be planned. Prednisone, H1-antihistamines, 
and adrenaline are resources. Omalizumab is a monoclo-
nal anti-IgE antibody. Anti-IgE has been recently started 
to be utilized in IA cases (14). It acts on IgE by binding to 
high-affinity receptors (FcεRI) on mast cells and basophils 
(15). Recently, positive results of anti-IgE (omalizumab) 
therapy have been reported in allergic rhinitis, especially 
asthma, and in complex and difficult-to-treat urticarial/
anaphylactic cases (15). Jones et al. reported in 2008 that 
omalizumab treatment was effective in a 12-year-old 
male patient with episodes of uncontrolled asthma, aller-
gic rhinitis, multiple food allergies, and anaphylaxis (14). 
Özdemir et al. have shown the effect of omalizumab in a 
16-year-old girl who was diagnosed with steroid-depen-
dent malignant IA (16). Pitt et al. reported that omalizum-
ab was effective in a 15-year-old girl who was diagnosed 
with IA due to systemic mastocytosis (17). 

Similar examples exist for adult patients. Recently, it 
has been demonstrated in case reports that omalizumab 
treatment prevents relapse in these resistant patients 
(14,18). In the IA case series of 335 patients aged between 5 
and 83 years conducted by Ditto et al., it was reported that 
omalizumab treatment prevented relapse (2). Lee report-
ed that they treated a 41-year-old male patient diagnosed 
with IA, who had six attacks in seven months, with 300 
mg of omalizumab per month, and that he had no attacks 
in the 13 months after omalizumab prophylaxis, and that 
it could be an option to prevent anaphylactic events (19). 
Demirtürk et al. reported that attacks were controlled with 
omalizumab in a 46-year-old female patient with severe, 
uncontrolled allergic asthma and IA (20). 

The literature on omalizumab as an effective real-
ity is growing. Our patient had frequent episodes under 
CSU prophylaxis treatment. Monthly 300 mg omalizum-
ab treatment was started. Our patient did not have any 
attacks during the eight-month follow-up with anti-IgE 
(Omalizumab) treatment. Similar to the mentioned litera-
ture, our patient has been also responsive to omalizumab 
therapy and has good control of the disease. Omalizumab 
did prevent both the attacks of IA and CSU.

DISCUSSION

Consistent with the literature, anti-thyroglobulin and 
anti-thyroid peroxidase antibodies were found to be posi-
tive in our case during the laboratory investigation for the 
etiology of CSU. However, thyroid stimulating hormone 
(TSH) and thyroid hormone levels were normal. Autoim-
mune thyroid disease or the positivity of thyroid autoan-
tibodies are the most frequently investigated disorders in 
cases with CSU. Studies have reported that the incidence 
of thyroid autoantibodies varies between 6.5% and 57% 
(4-6). In a study by Irinyi et al. evaluating 109 chronic 
urticaria cases, autoimmune disease was found in the his-
tory of 22%. The most common ones were autoimmune 
thyroiditis, vitiligo, and rheumatoid arthritis (5). In a large 
study including 12.778 cases in which autoimmune dis-
eases and serological markers were investigated in a case 
of CSU, the most common accompanying clinical picture 
was again determined as thyroid diseases. Hypothyroid-
ism was found in 9.8% of the cases and hyperthyroidism 
in 2.6% (7). In a study by Akarsu et al., 4.8% of 146 cases 
diagnosed as CSU were found to have an anti-thyroglob-
ulin antibody and 9.6% anti-thyroid peroxidase antibody 
positivity (8).

Anaphylaxis is defined as a severe, life-threatening sys-
temic hypersensitivity reaction (9). As in our patient, IA 
is defined when other causes are excluded and there is no 
specific trigger. Since its etiology is not known for certain, 
the treatment and care are difficult (1-3).

Studies on the course and treatment response of CSU 
in children are limited. In a prospective study in children, 
92 children aged 4-15 years were considered in remission 
if symptoms did not recur for at least 12 months after dis-
ease onset, and remission rates after 1, 3, and 5 years were 
18.5%, 54%, and 67%, respectively. No factor determining 
remission was found. There was no difference between the 
presence of autoimmunity and remission rates (10). In a 
prospective observational study of 6 months duration, the 
rate of patients who entered remission in 6 months with 
step therapy was found to be 39% (11). However, in a study 
comparing the relationship between chronic urticaria and 
laboratory tests, disease severity and duration were found 
to be associated with advanced age and positive thyroid 
antibodies (12). In a study by Şahiner et al., female gender 
older than 10 years of age was found to have a poor prog-
nosis in terms of resistance to treatment in CSU (13). The 
course of the disease in our patient who was female, was 
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In conclusion; although the cases reported in the lit-
erature are limited, anti-IgE therapy in IA has come to the 
fore in recent years. Omalizumab (anti-Ig E) therapy may 
be an effective treatment option in patients with IA who 
do not respond to antihistamines and mast cell stabiliz-
ers or who have attacks despite steroid therapy. Successful 
results have been reported in studies with omalizumab. It 
offers clinicians a safe treatment option with its low side-
effect profile, and rapid and high efficacy, especially in 
cases with recurrent or treatment-resistant IA.
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