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High-Dose Omalizumab versus Ligelizumab for 
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Do Not We Need a Head-To-Head Comparison?
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In their phase 2b dose-finding trial, Maurer et al. [1] 
reported that in moderate-to-severe chronic spontaneous 
urticaria (CSU) patients, ligelizumab at a dose of 72 mg 
resulted in higher percentage of complete control of 
symptoms than omalizumab. Based on the results of this 
study, two 1-year phase 3 trials (NCT03580356 and 
NCT03580369) were launched with randomizing pa-
tients to 2 different doses of ligelizumab (72 and 240 mg) 
or 300 mg/4 weeks of omalizumab in a similar patient 
population.

Ligelizumab has higher affinity for IgE and showed 
superior inhibition of IgE binding to Fc-RI than omali-
zumab and expected to be more efficacious in Fc-RI-
driven diseases like CSU [2]. Still, even though no such 
difference in efficacy was reported in preliminary stud-
ies with different doses, many studies with real-life data 
have reported that high-dose omalizumab could lead to 
better disease control up to 64% in patients in whom 
disease is not under control with standard doses [3]. 
However, high-dose omalizumab is still off-label or 
needs private permissions for the treatment of CSU in 
many countries and, due to lack of high-quality evi-
dence, it is not recommended by the current urticaria 
guideline for now [4]. If ligelizumab accomplishes the 

procedures and is approved for usage in CSU, 2 main 
questions will come up for us – as the clinicians – to 
answer: (1) Which anti-IgE treatment should we pri-
marily use considering cost-efficiency?, and (2) For pa-
tients who do not benefit from standard doses of oma
lizumab, should we continue with high-dose omalizu
mab or switch to ligelizumab directly?

The main problem regarding the monoclonal antibod-
ies, which are increasingly used in many different diseas-
es, is the lack of head-to-head comparative studies since 
monoclonal antibodies targeting the same target are al-
most always produced by different pharmaceutical com-
panies. Omalizumab and ligelizumab are produced by the 
same company; therefore, may be this time 2 different 
monoclonal antibodies with the same target could be 
compared for the first time in these 2 phase 3 random-
ized-controlled studies. Still it would be very interesting 
to know whether high-dose omalizumab is more effective 
than the standard dose or whether ligelizumab has higher 
efficacy than high-dose omalizumab in CSU. In order to 
give a clarifying answer to all these questions, we believe 
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this chance should not be missed and studies comparing 
efficacy and cost-effectiveness of ligelizumab and high-
dose omalizumab should be designed.
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