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ABSTRACT 
Omalizumab is a recombinant humanized monoclonal anti-IgE antibody used to treat uncontrolled chronic sponta-

neous urticaria (CSU). Sometimes patients with CSU also have other autoimmune conditions. Recent studies have 
demonstrated the safety and efficacy of a combination treatment with omalizumab and other biologics. Here, we report 
the first successful treatment with omalizumab for CSU and tocilizumab for rheumatoid arthritis. Since omalizumab is 
unlikely to cause severe immunosuppression, it may be a treatment option for CSU, even in patients treated with oth-
er biologics. 
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1. Introduction 
Omalizumab is a recombinant humanized monoclonal anti-IgE 

antibody used for uncontrolled chronic spontaneous urticaria (CSU)[1]. 
Sometimes, patients with CSU also have other autoimmune condi-
tions[1], and several authors have reported good, combined use of bio-
logics for chronic inflammatory diseases[1–3]. In a case report, a com-
bination of omalizumab and etanercept was successful, with no 
adverse events[3]. However, there have been no cases of coadministra-
tion of anti-IL-6 receptor antibody, such as tocilizumab. Herein, we 
report the first successful case of CSU combined with omalizumab and 
tocilizumab for rheumatoid arthritis (RA). 

2. Case presentation 
A 72-year-old woman was referred to our dermatology depart-

ment because of uncontrolled CSU. She was prescribed several anti-
histamines, but her urticaria symptoms did not improve. She had been 
suffering from RA for many years and was successfully treated with 
intravenous tocilizumab (8 mg/kg/dose once every 8 weeks), which is 
an anti-IL6 receptor antibody. Upon initial examination, the patient 
had several urticarial lesions on her extremities. Blood tests, such as 
red and white blood cell counts, kidney function, liver function, and 
total IgE levels, were normal. We attempted changing the antihista-
mines, doubling the dose, and adding leukotriene receptor antagonists; 
however, she had a relapse of urticaria symptoms. About a year after  
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the first visit, we decided to treat her with 300 mg 
omalizumab subcutaneously every 4 weeks. She 
was still treated with tocilizumab for RA, and 
omalizumab was administered two weeks after to-
cilizumab. We avoided administering tocilizumab 
and omalizumab simultaneously, in order to deter-
mine which drug was causing the adverse reactions. 
The urticaria control test (UCT) was used to evalu-
ate the effects of treatment. The UCT is a pa-
tient-reported outcome measure for patients with 
CSU. The patient answered four questions regard-
ing urticaria symptoms over the last four weeks. 
The minimum and maximum UCT scores are 0 and 
16, respectively, with over 12 points indicating 
good control[4]. In our case, the UCT score was 10 
points at the start of omalizumab treatment. At the 
one-month follow up, the patient was asymptomatic 
(UCT = 16), and her RA was well-controlled. Alt-
hough we extended the omalizumab interval to 
every eight weeks, the patient experienced no re-
lapse. The antihistamines and leukotriene receptor 
antagonists were gradually reduced, and she was 
able to discontinue all oral medications 11 months 
after starting omalizumab. Owing to well-controlled 
urticaria symptoms, she stopped treatment with 
omalizumab after 12 doses without other medica-
tions for CSU. No adverse events were reported, 
and 12 months after treatment discontinuation, the 
patient remained urticaria-free. 

3. Discussion 
Recently, some authors have reported the 

combined use of biologics for various chronic in-
flammatory diseases[1–3,5]. According to one of these 
reports, the combined use of biologics may further 
increase the risk of infection because some biolog-
ics may cause immunosuppression[5]. Weinblatt et al. 
conducted a randomized placebo-controlled trial to 
investigate the efficacy and safety of abatacept (a 
selective co-stimulation modulator) in combination 
with etanercept (a selective anti-IL-1 agent) in pa-
tients with RA. They concluded that the combina-
tion of abatacept and etanercept increased side ef-
fects, including serious infections, with limited 
clinical effect[5]. 

However, several cases successfully treated 

with omalizumab and other biologics have been 
reported[1–3] (Table 1). In these cases, two or 
more biologics were used for each disease, as re-
ported by Weinblatt et al.[5] Omalizumab is a re-
combinant humanized monoclonal anti-IgE anti-
body used to treat uncontrolled CSU[1]. The most 
commonly reported adverse events were gastroin-
testinal manifestations, headache, asthenia, myalgia, 
and injection-site reactions, and omalizumab is un-
likely to cause severe immunosuppression[2,6]. A 
64-year-old woman with RA and CSU was treated 
with a combination of etanercept and omalizumab. 
At the three-month follow up, the patient was al-
most asymptomatic (UAS7 = 7; UCT = 11) and ex-
perienced no adverse events[3]. In another case, a 
21-year-old woman presented with RA and CSU. 
The patient was treated with adalimumab and 
omalizumab. She showed complete resolution of 
symptoms (UAS7 = 0) at 12 weeks, and no adverse 
events were reported[1]. Fougerousse et al. reported 
nine cases in which omalizumab was successfully 
combined with other biologic agents, resulting in 
psoriatic arthritis in six patients, inflammato-
ry bowel disease in two patients, and RA in one pa-
tient. Four patients received etanercept, two patients 
received adalimumab, and two patients received 
infliximab. In eight of the nine patients, their 
symptoms improved to 0 points on the UAS7. The 
other patient had a 30% improvement in the UAS7. 
No apparent adverse events were associated with 
omalizumab[2]. 

4. Conclusion 
To the best of our knowledge, this is the first 

report of successful combined treatment with 
omalizumab and an anti-IL-6 receptor antibody. 
Since omalizumab is unlikely to cause severe im-
munosuppression, it may be a treatment option for 
CSU, even in patients treated with other biologics. 
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Table 1. Overview of cases using omalizumab and other biologics 
Age/Sex Biothrapy indication Biothrapy type Effect of omalizumab Literature 

21/F RA Adalimumab     TNFα Complete resolution of symp-
toms (UAS7 = 0) in 12 weeks [1] 

64/F RA Etanercept       TNFα Almost asymptomatic (UAS7 
= 7; UCT = 11) in 3 months [3] 

28/F Psoriasis Secukinumab    IL-17A 
Complete clinical response in 
eight patients (UAS7 = 0) 

[5] 

35/F Psoriasis Adalimumab    TNFα 
25/F Psoriasis Adalimumab    TNFα 
25/M Ulcerative colitis Adalimumab    TNFα 
21/F Crohn’s disease Infliximab      TNFα 

Partial response 30% improve-
ment on UAS7 in one patient 

60/F Psoriasis Infliximab      TNFα 

29/M Ankylosing spon-
dylarthritis Etanercept      TNFα 

51/M Psoriasis Etanercept      TNFα 
53/M Psoriasis Etanercept      TNFα 

35/F Psoriasis Tildrakizumab  IL-23 p19 Complete resolution of symp-
toms (UAS7 = 0) in 12 weeks [7] 

 
References 
1. Diluvio L, Vollono L, Zangrilli A, et al. Omalizumab 

and adalimumab: A winning couple. Immunol-
therapy 2020; 12(8): 1287–1292. doi: 
10.2217/imt-2020-0203 

2. Fougerousse AC, Becherel PA, Pallure V, et al. 
Combining omalizumab with another biotherapy. 
Acta Dermto-Venereologica 2019; 99(4): 448–449. 
doi: 10.2340/00015555-3140 

3. Ghazanfar MN, Thomsen SF. Combined treatment 
with omalizumab and etanercept in a patient with 
chronic spontaneous urticaria and rheumatoid ar-
thritis. Journal of Dermatological Treatment 2019; 
30(4): 387–388. doi: 
10.1080/09546634.2018.1515465 

4. Weller K, Groffik A, Church MK, et al. Develop-
ment and validation of the Urticaria Control Test: A 
patient-reported outcome instrument for assessing 

urticaria control. Journal of Allergy and Clinical 
Immunology 2014; 133(5): 1365–1372. doi: 
10.1016/j.jaci.2013.12.1076 

5. Weinblatt M, Schiff M, Goldman A, et al. Selective 
costimulation modulation using abatacept in patients 
with active rheumatoid arthritis while receiving 
etanercept: A randomised clinical trial. Annals of the 
Rheumatic Diseases 2007; 66(2): 228–234. doi: 
10.1136/ard.2006.055111 

6. Rubini NPM, Ensina LFC, Silva EMK, et al. Effec-
tiveness and safety of Omalizumab in the treatment 
of chronic spontaneous urticaria: Systematic review 
and meta-analysis. Allergologia et Immunopatologia 
2019; 47: 515–522. doi: 10.1016/j.aller.2019.05.003 

7. Diluvio L, Pensa C, Piccolo A, et al. Tildrakizumab 
and omalizumab: An interlocking therapy for au-
toimmune conditions. Journal of Clinical Images 
and Medical Case Reports 2021; 2(4): 1251. doi: 
10.1111/dth.15359 

 


