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CASE REPORT

Combined treatment with omalizumab and etanercept in a patient with chronic
spontaneous urticaria and rheumatoid arthritis

Misbah Noshela Ghazanfara and Simon Francis Thomsena,b

aDepartment of Dermatology, Bispebjerg Hospital, Copenhagen, Denmark; bDepartment of Biomedical Sciences, University of Copenhagen,
Copenhagen, Denmark

ABSTRACT
We present a case report of a 64-year old female patient with rheumatoid arthritis and chronic spontan-
eous urticaria. She was treated with a combination of etanercept and omalizumab with good results and
no adverse effects. In selected patients with severe inflammatory disease activity it is worth considering
combined biologic therapy. However, treatment should be closely monitored as short-term and long-term
side effects are not properly elucidated.
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Introduction

Omalizumab is a humanized monoclonal anti-IgE antibody, which
binds to IgE and prevents its binding to the high-affinity IgE
receptor (FceRI) on basophils and mast cells. Omalizumab was ini-
tially approved for treatment of severe allergic asthma in 2005
and chronic spontaneous urticaria (CSU) in 2014 (1). The recom-
mended dose of CSU is 300mg every 4th week. Several clinical
studies have established the high efficacy and safety of omalizu-
mab in patients with CSU (2–5), however, data on concomitant
treatment with omalizumab and other biologic drugs are lacking.

Herein, we describe a female patient who was treated with
omalizumab for CSU and concurrently with etanercept (anti-TNF)
for rheumatoid arthritis (RA).

Case presentation

The patient was a 64-year old woman with RA for many years, sub-
clinical hypothyroidism and CSU for four years. She was successfully
treated with levothyroxine for hypothyroidism. For RA she was ini-
tially treated with 10mg methotrexate (MTX) once weekly.
However, due to lack of response, she was given add-on treatment
with 50mg etanercept s.c. every 2nd week from June 2012.

In September 2016, she was referred to our dermatology
department for CSU and mild angioedema. A thorough medical
history was collected and blood samples were obtained. The
basophil urticaria histamine release (HR) test was negative. Blood
tests such as red and white blood count, kidney- and liver func-
tion, CRP including total IgE levels were normal. The UAS7 (weekly
Urticaria Activity Score) at baseline was 28, while DLQI
(Dermatology Life Quality Index) score was 2. Initially, the patient
was treated with 360mg fexofenadine (oral non-sedating antihis-
tamine) twice daily for three months. At first, she experienced a
good response, but after three weeks she reported partly relapse
of urticaria symptoms. At three months follow up, the patient was
almost asymptomatic (UAS7¼ 2; DLQI¼ 1), and on her own, she

had decreased the daily dose of fexofenadine to 360mg. The
patient was advised to continue with antihistamines daily. Eleven
months later the patient again had severe urticaria symptoms
despite 360mg fexofenadine three times daily for two months
(UAS ¼28; Urticaria Control Test (UCT)¼ 1; DLQI¼ 2). The patient
was still treated with 50mg s.c. etanercept every 2nd week and
10mg MTX once weekly for RA.

Due to severe urticaria symptoms in spite of treatment with
high dose antihistamines, we decided to treat the patient with
300mg omalizumab s.c. every 4th week. At three months follow
up, the patient was almost asymptomatic (UAS7¼ 7; UCT¼ 11;
DLQI ¼0). She was using 180mg fexofenadine daily at bedtime
due to mild itch. She experienced no adverse effects of the com-
bined treatment and all blood tests were normal.

Experience with concomitant treatment with two or more bio-
logical drugs is lacking, however recently four cases of successful
concomitant biological treatment of psoriasis and psoriatic arth-
ritis (PsA) with anti-TNF agents and ustekinumab (anti-IL12/23)
has been described (6). A higher risk of infectious complications
such a relapse of herpes zoster and retrotonsillar abscess was
seen in two patients. Due to the immunosuppressive nature of
some biologic drugs, it is likely that there is an even more
increased risk of infections when combined. Similar observations
were made in a case report about a 63 year old man with plaque
psoriasis and PsA, who was successfully treated with ustekinumab
and etanercept (7). The patient experienced a cardiovascular
event during the treatment, however he had known comorbid-
ities; obesity, metabolic syndrome, diabetes and hypertension,
which are associated with cardiovascular morbidity. Another case
report (8) presented a patient known with severe palmoplantar
pustulosis treated with adalimumab and ustekinumab with great
effect and no adverse events.

There is only a little knowledge about concomitant treatment
with biologic agents. Combined treatment with anti-IgE (omalizu-
mab) and anti-TNF (etanercept) was shown to be effective and
safe in our patient with CSU and RA. In selected patients with
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severe inflammatory disease activity it is worth considering com-
bined biologic therapy. However, treatment should be closely
monitored as short-term and long-term side effects are not prop-
erly elucidated. Prospective studies are needed to assess the effi-
cacy and safety of combined biologic therapy in selected
inflammatory diseases, however such studies are expensive and
might not take place. Registry studies are possible and CURE (The
Chronic Urticaria Registry) may be involved.
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