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region 2 domain—containing phosphatase-2 %1 L C IL-12 ®EAEZFHE I 5 2 & T, il
PE T fife (Treg) O LEIEITLHZ ENRHEMNER ST, 72, EAE ~ U RIZHI v R A
AVRNAT 7o ~v—%Bb L& 2 A FTE Y v/ 81T 2 HEERRIR K K O Treg D#L
2 E5- U, EAE OEERIERZ TG Sz, SHICIy RUA VEARBIZ DWW THRE L& 2
5.CD4 PtE T MM Z 1L U & F D8k 2 R RIEMIBARS X v RO A VEFEAT D Z EDRH LML
Roley ARIZED D, Iy RO A THIEWEBRRAIIIC 1T 5 IL-12 OFFE L2 LT, Treg @
FAEERHI L TS Z ERH LN ST, LEER->T, HII v R4 RNA 772 ~—I|Z
X% EAE Ol A 71 = X 5 & LT, HlEVEBHRAIIROFE L 2 S L7z Treg OFEABE L T
HHDEEZLND,
WFZEp R OAE%E (F532) : In this study, we investigated how midkine (MK) decreased
regulatory CD4*CD25'Foxp3+ T cells (Tregs) in experimental autoimmune
encephalomyelitis (EAE). DCreg expressed produced significantly less IL-12 compared
with conventional DCs. However, MK induced IL-12 production by reducing
phosphorylated STAT3 levels via src homology region 2 domain—containing phosphatase-2
in DCreg. Inhibiting MK activity with anti-MK RNA aptamers, which binds to the targeted
protein to suppress the function of the protein, increased the numbers of CD11clewCD45RB+
DCs and Treg in the draining lymph nodes, and suppressed the severity of EAE, an animal
model of multiple sclerosis (MS). Our results also demonstrated that MK was produced by
inflammatory cells, and in particular CD4* T cells under inflammatory conditions. Taken
together, these results suggest that MK aggravates EAE by suppressing DCreg
development, thereby impairing the Treg population. Thus, MK is a promising therapeutic
target for various autoimmune diseases.
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