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There are many problems still unresolved by modern medicine. 
In the field of voiding disorders, interstitial cystitis (IC) remains a 
representative disease yet to be conquered. The exact pathophysi-
ologic mechanism of IC is not understood. Although several hy-
potheses have been proposed, including leaky epithelium, mast 
cell activation, and neurogenic inflammation, no theory has 
been clearly established yet [1]. IC may have multiple causes and 
may represent a final common reaction of the bladder to multi-
factorial etiology. Most researchers believe that the mast cell plays 
a key role in the common pathophysiology of IC.
 Despite many efforts to clarify the etiology of IC, our knowl-
edge is insufficient for useful insights into effective treatments [2]. 
The current therapeutic goal is the improvement of quality of life, 
and not curative treatment. It is believed that histamine, which is 
secreted from mast cells, causes specific symptoms of IC such as 
pain, hyperemia, and fibrosis. Therefore, antihistamine treatment 
to adjust mast cell activation is considered a scientifically robust 
and rational therapy for IC. However, results using antihista-
mines in clinical practice were disappointing. Sufficient evidence 
does not exist to conclusively state that antihistamines effectively 
regulate the activation of mast cells in the bladder [3].
 In this issue of the International Neurourology Journal, we have 
published an article reviewing new perspectives on mast cell reg-
ulation [4]. It was confirmed in other organs that interleukin (IL) 
33 can modulate allergic inflammation. IL-33 is closely related to 
mast cell activation, which is considered the core of IC pathogen-
esis. Therefore, it may be possible to regulate mast cell activation 
by inhibiting IL-33. Promising results have been reported in a 

number of studies. However, because the reaction of the anti–IL-
33 could vary in different organs, we have many challenges to 
overcome before systemic administration of anti–IL-33 as a ther-
apeutic agent can be implemented. Nevertheless, this is valuable 
work as it presents a potential therapeutic target for an incurable 
disease yet unconquered by modern medicine.
 The most important message of this review for urologists is 
included in the last sentence of conclusion: “co-operative re-
search among allergologists and urologists could yield more 
meaningful conclusions about the pathophysiologic mecha-
nism and treatment strategies for interstitial cystitis” [4].
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