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[Abstract] Objective To study the effects of ulinastatin on release of interleukin-8 (IL-8) from human
intestinal epithelial cells induced by heat stress and the possibly involved signal pathway in regulation.
Methods Human intestinal epithelial cells of a strain (SW480) were stimulated with different degrees of heat
stress (in an incubator with 39, 41, 43 C for 1 hour, respectively), and then were re-cultured in 37 'C for
another 24 hours. The cells and supernatant were collected. In another group, different doses of ulinastatin
(100 kU/L or 1 000 kU/L) were added to cultured SW480 cells with heat stress (43 'C for 1 hour) and the
cells were further cultured in 37 C for 24 hours, and then the cells and supernatant were collected. The levels
of IL-8 in supernatanf were detected with enzyme-linked immunosorbent assay (ELISA). The expression of
p38 in SW480 cell cleavage fluid was detected by Western blotting assay. Results The low degree of heat
stress (39 C) did not have any inducing effect on SW480 cells to release IL-8, while the high degrees (41 C
and 43 'C) could induce the elevation of IL-8 level significantly (both P<0.01). Ulinastatin could obviously
inhibit the up-regulation of IL-8§ induced by heat stress (both P<C0. 01) and the effect was dose-dependent.
Despite the inhibiting effect of higher dose was more obvious than that of lower dose, there was no significant
difference statistically. Moreover, various degrees of heat stress capable of up-regulating the expression of p38
were also in a degree dependent manner in SW480 cells to a certain extent (all P<{0.01). Ulinastatin not only
could inhibit the basic p38 expression in SW480 cells, but also its low dose might markedly suppress the p38
expression induced by heat stress (P <C0.01). However, in comparison, the effects of the two doses of
ulinastatin on IL-8 secretion had no statistical significant difference. Conclusion Ulinastatin possibly can
inhibit the IL-8 secretion from human intestinal epithelial cell line (SW480) induced by heat stress via
decreasing the expression of p38, but simultaneously other signal pathway may also be involved. The results
of this study may provide an experimental base to understand the mechanism of inflammatory reaction of
intestinal barrier cells in cases with severe heat stroke and translocation of intestinal bacteria and endotoxin.
Based on this study, ulinastatin may be applied for treatment of severe heat stroke as an immune regulating
agent in future.
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