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To the Editor,

In the type 2-mediated inflammatory diseases Chronic
RhinoSinusitis with Nasal Polyps (CRSWNP), chronic sponta-
neous urticaria (CSU), and asthma blocking IgE antibodies is a
common therapeutic strategy. The positive effect on disease bur-
den and reduction in the need for oral corticosteroid treatment
in asthma and CRSwNP is unquestionable, but the high costs
of biologics limit their use in many patients and health-care
systems [1-4]. Cost-effectiveness has been evaluated for omali-
zumab in CSU [3], CRSWNP |2, 4] and asthma [5]. Replacement
of biologics with biosimilars in other medical disciplines led to
a significant cost reduction, making effective treatments avail-
able for a wider range of patients and reducing the financial
burden on health-care systems [6]. Despite previous concerns,
the first head-to-head comparison studies showed similar safety
and efficacy to the originator drug, and guideline recommen-
dations were adapted accordingly [7]. Omalizumab is now the
first monoclonal antibody worldwide for which a biosimilar is
available in chronic inflammatory type 2 diseases [8-11].

CT-P39 [Omlyclo (omalizumab-igec: marketing authorization
number EU/1/24/1817)] is the biosimilar for the reference mono-
clonal anti-IgE antibody omalizumab and received an EU mar-
keting authorization on 16 May 2024. It is approved for use in
all indications for which the reference omalizumab is approved
[9-11]: severe CRSwWNP, severe persistent allergic asthma,
and CSU.

A biosimilar in general is a biological drug that is highly sim-
ilar, but not necessarily identical, to a biological drug already
approved (the so-called reference product) with regard to struc-
ture, biological activity, efficacy, safety, and immunogenicity
[12]. Biosimilars are not considered generics of biologics, as
the natural variability of biological systems and the complex-
ity of their manufacturing processes make an exact replication
of the molecular microheterogeneity virtually impossible. The
European Medicines Agency (EMA) has played a pioneering
role in the regulation of biosimilars by establishing a robust
approval framework to demonstrate their safety and efficacy,
introducing the first guidelines in 2005 [12]. This process in-
cludes a centralized approval process with a single marketing
authorization, valid across all EU member states plus Iceland,
Norway, and Liechtenstein [12]. Directives 2001/83/EC and
Regulation (EC) No 726/2004 established stringent require-
ments for quality, safety, and efficacy in biosimilar development
[12], covering comparability studies (to demonstrate similarity
to the reference product in terms of structure, function, and
clinical performance), clinical trials (focused trials for phar-
macokinetics, pharmacodynamics, and immunogenicity), and
marketing authorization application (analytical data compar-
ing biosimilar and reference product, clinical and non-clinical
study results, risk management plan, and post-approval com-
mitments). Ongoing pharmacovigilance and periodic safety up-
dates (PSURSs) are mandatory to monitor the product's long-term
safety [12].
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CT-P39 has similar physicochemical and pharmacodynamic
properties to those of the reference omalizumab, and the phar-
macokinetic equivalence and comparability in clinical efficacy,
safety and immunogenicity profiles of the agent have been
demonstrated in healthy volunteers [10] and patients with CSU,
respectively [8, 11]. Furthermore, switching from the reference
omalizumab to CT-P39 had no impact on efficacy or safety
[8, 11]. Taken together, the available evidence supports CT-P39
as a clinically appropriate alternative to reference omalizumab
across its approved indications, including its use in patients ini-
tiating anti-IgE therapy and, where appropriate, in those switch-
ing from the reference product without loss of efficacy or safety.
While ongoing real-world pharmacovigilance will continue to
clarify its long-term safety and effectiveness, the introduction of
a biosimilar anti-IgE antibody offers the potential to expand ac-
cess to biologic therapy and promote cost-conscious prescribing.
Notably, CT-P39 is priced approximately 30% lower than the ref-
erence product across most European healthcare systems. New
cost-effectiveness analyses of biologics in CRSWNP including
Omlyclo are recommended and might lead to consideration of
a broader use of this substance for the treatment of CRSwNP,
despite the inferior efficacy compared to another biologic in this
indication [13]. In this sense, CT-P39 represents not only a reg-
ulatory milestone, but also a meaningful translational advance
toward more sustainable care in allergy and airway diseases.
Similar pharmacoeconomic considerations might be required
for other biosimilars that become available.
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