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Mechanism of anti-pruritic action of histamine H4 receptor antagonist and its
usefulness in the treatment of itching dermatitis.

YAMAURA, Katsunori

4,200,000

H4
H4

Topical glucocorticoids are the first-line therapy for chronic dermatitis. We
previously reported that long-term topical glucocorticoids exacerbated pruritus in chronic dermatitis
model mice. In this study, we clarified that oral dose of histamine H4 receptor antagonist prevented the
worsening of pruritus, and additionally suppressed the inflammation. These results indicated that H4
receptor antagonist would be useful for prevention of the exacerbation of pruritus induced by topical
glucocorticoids in patients with chronic dermatitis.
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Figure 1. Expression of involucrin and H4 receptor on HaCaT cells. Relative
expression of (a) involucrin and (b) histamine H4 receptor was determined by real-
time RT-PCR. In all cases, mRNA levels were nomalized to the corresponding
RPL13 mRNA levels, and the mean value at day 0 was set to 1.0. Emor bars
represent means <+ 5D of riplicates. All results are representative of at least three
separate experiments. *P < 0.05 and ***P < 0.001 compared with day 0
{Dunnett's method).
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Figure 2. Effect of the H4 receptor antagonist INJ7777120 on the expression of
IL.-8 mRNA by histamine- and TNFz-treated HaCaT cells. Cells were cultured with
histamine, TNFx and an H4 receptor antagonist as indicated. mRNA levels were
nomalized to the corresponding RPL13 mRNA levels, and the mean value in the
INI7777120 (—)A—) group was set to 1.0. Error bars represent means + SD of
triplicates. All results are representative of at least three separate experiments.

*P < 0.05 and ***P < 0.001 compared with INJ7777120 (-)A=) group {Dunnett's

test). *P < 0.05 and *™Pp = 0.001 compared with the corresponding value in the
INIF777120 (-) group (Student's ttest).
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