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Cyclosporin regulates TGF-beta expression of intestinal mucosa by regulatory T cells
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Cyclosporine (CsA) showed a rapid improvement in the treatment of ulcerative colit
is, but the precise mechanism is still obscure. We hypothesized that CsA would affect the TGF-beta express
ion of intestinal mucosa. Colitis was induced by feeding of 4% DSS in CD4+CD25+cells-transferred SCID mice
. Treatment of CsA ameliorated mucosal destruction through reduction of epithelial apoptosis. CsA up-regul
ated the TGF-beta in the colon. TGF-beta expression was significantly suppressed and treatment of CsA fail
ed to up-regulate the expression of TGF-beta in SCID mice. On the other hand, treatment of CsA up-regulate
d TGF-beta expression in CD4+CD25+cells-transferred SCID mice. However, TGF-beta production from separate
d-CD4+CD25+celIs was not increased by treatment of CsA in vitro. These results demonstrate that treatment
of CsA can ameliorate epithelial damage through TGF-beta-related pathway. CD4+CD25+T cells would indirectl
y mediate the protective effect of CsA via TGF-beta-related pathway.
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Cyclosporine up-regulated T&F-fi expression in the colon from wild
type mice and CO¥'CD25 cells-transferred scid mice

(Day 1 after DSS treatment)
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Cyclosporine ameliorated mucosal injury via increased epithelial apoptesis in
CO4 €025 cells- transferred scid mice. The effect of cyclosporine abolished

in anti-T&F-p Ab treatment.
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Histology and TUNEL-analysis (CD4+ED25+call-transfarred SCID mics)
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A} Protein level of IL-22in thecalon (Day 1}
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B) IHC analysis of IL-22 expression (Day 1)
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1L-22 expressionin thecolon was up-regulated in
cyclosparine but not invehide treated mice. Anti-TGFB
mAb treatment partially decreased the IL-22 expressions
in the colons. IL-22 receptor was constitutively expressed
in IECs of vehicle- or cyclosporine-treated mice.
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IL-22 receptor was constitutively expressed in
IECs, and up-regulated in the treatment of
cyclosporine with or without anti-TGF-beta

| antibody.
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