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Abstract

Chronic spontaneous urticaria (CSU) is a benign skin disorder usually responsive to treatment;
however, at times it can be difficult to control and become very debilitating. We discuss the
case of a woman with CSU that was unresponsive to H1-antihistamines who was treated with
omalizumab and became pregnant during omalizumab treatment. We also considered the fol-
low-up of the mother and newborn for 4 years after delivery. Our case report confirms that
omalizumab is a safe and effective therapeutic option, after careful evaluations in terms of
cost-effectiveness, in pregnant and lactating women with severe chronic urticaria. Assessment
throughout follow-up confirmed a regular progression of pregnancy parameters and no ad-
verse reaction was documented in the child from birth to 4 years of age.
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Introduction

Chronic spontaneous urticaria (CSU) is a benign skin disorder usually responsive to H1-
antihistamines; however, a fourfold dosage may be required for an adequate urticaria control,
as suggested by current guidelines [1]. The off-label H1-antihistamine adjustment may expose
the patients to untoward effects of the heart and central nervous system (e.g., QT-interval ex-
tension and sedation) [2, 3]. Moreover, nearly 50% of the patients need adjunct treatment
with corticosteroids or immunosuppressive drugs, both contraindicated in pregnancy. Thus,
it may be that in pregnancy omalizumab could be administered as a 3rd line treatment in CSU
at the standard dose of 300 mg, subcutaneously, every 28 days [4], as indicated in the new
Summary of product Characteristic [5]. However, concerns still remain regarding the possible
side effects of this drug for the treatment of urticaria during pregnancy because of the limited
safety information available especially with respect to the newborn.

Herein, we discuss the case of a woman with CSU that was unresponsive to H1-antihista-
mines who was treated with omalizumab and became pregnant during omalizumab treat-
ment. We also considered the follow-up of the mother and newborn for 4 years after delivery.

Case Report/Case Presentation

The patient was a 39-year-old woman affected with severe CSU since 2008. Anamnestic
information on her atopy history was negative. She underwent extended diagnostic workup
for CSU including blood count, total IgE, serology for infections, autoimmunity, autologous se-
rum skin test. All test results were within normal limits with the exception of Ureaplasma
urealyticum in the urine and Helicobacter pylori antigen in the stools; both infections were
successfully treated with targeted antibiotics. Total IgE was 871 kU/L. Urticaria severity was
assessed by Urticaria Activity Score at 1 (UAS) and 7 days (UAS7), which was 4 and 28, re-
spectively. The patient had undergone treatment with H1-antihistamine (cetirizine up to 10
mg q.i.d.) with unremarkable results. When the CSU had worsened, oral cyclosporine 3
mg/kg/day was added to cetirizine for 1 year; however, arterial blood pressure increased
above 150/110 mm Hg and the drug was discontinued. Subsequently, severe exacerbation of
CSU (5 episodes/year) required short courses of oral prednisone 25 mg/day in addition ce-
tirizine at a maintenance dose of 10 mg/day q.i.d.

When the patient was evaluated at our Center because of a severe urticaria exacerbation
(UAS7: 42), omalizumab (300 mg/4 weeks subcutaneously) was initiated, and complete re-
mission of CSU was obtained within 2 weeks (UAS7 = 0); a once monthly dosage of 300 mg
maintained a complete remission and no adverse event was reported, such as injection-site
reactions, headache, fever, or upper respiratory tract symptoms.

In January 2015, the patient became pregnant, and omalizumab was discontinued for fear
of possible adverse effects. The patient subsequently experienced severe worsening of CSU;
thus, the possibility of reintroducing omalizumab was considered. The potential risks of
omalizumab treatment during pregnancy were explained to the patient (based on the few case
reports described in the literature), and informed consent was obtained. Omalizumab was re-
introduced at standard monthly dosage, and complete urticaria remission was established.
The treatment was maintained for the entire duration of the pregnancy, and in October 2015
the patient gave birth to a healthy male with no congenital abnormalities. The infant was
breastfed, and no side effects were observed.
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Follow-up visits in the subsequent 4 years showed that urticaria was kept in remission
with omalizumab. Blood test results were normal, except elevated total IgE (961 kU/L) in the
mother after pregnancy.

The child’s serum IgE titer and blood eosinophil count were within normal range, and the
child did not present symptoms of allergy or other diseases during the first 4 years of follow-
up. However, the child has recently suffered a single episode of acute urticaria; total IgE were
38 kU/L; specific IgE were negative for wheat, milk, egg yolk, Dermatophagoides farinae, and
Dermatophagoides pteronyssinus, and positive for egg-white (1.78 kU/L); egg was not ex-
cluded from the diet and was well tolerated. This case was reported to the official pharmaco-
surveillance system.

Discussion/Conclusion

Our case report confirms that omalizumab is a safe and effective therapeutic option, after
careful evaluations in terms of cost-effectiveness, in pregnant and lactating women with se-
vere CSU refractory to H1-antihistamines, as already described in previous observational re-
ports [6-9]. Omalizumab, administered at regular monthly doses, maintained urticaria remis-
sion without the need for add-on oral steroids.

The good response to omalizumab was promptly restored after a 2-month suspension
early in pregnancy.

Despite the fact that omalizumab has been previously associated with preterm birth and
thrombocytopenia at birth or within the first month of life [10], we did not detect these clinical
conditions. Assessment throughout follow-up confirmed a regular progression of pregnancy
parameters, and no adverse reaction was documented in the child from birth to 4 years of age.

Although the Xolair Pregnancy Registry (EXPECT) study on a large population of pregnant
women with moderate-to-severe asthma treated with omalizumab did not show evidence of
an increased risk of congenital anomalies among the newborns of these patients, as compared
to women with asthma treated with conventional drugs [11], a recent study has reported the
trans-placental passage of IgG anti-IgE/IgE immune complexes through a neonatal fetal re-
ceptor: FcRn [12]. The authors conclude that the placental transport of maternal IgE may mod-
ulate the fetal or neonatal immune response.

The detection of egg-specific IgE in our patient’s child, even if asymptomatic, warrants
clinical follow-up. We therefore recommend monitoring the newborn of women treated with
omalizumab during pregnancy, especially in atopic subjects. At present, our case confirms that
omalizumab was safe and well tolerated in a pregnant patient with CSU.
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