#xXc—19

HERREMRER (HEHREGRIE) ARAREES
Pk 244 3 H 31 HEBUE

HEES . 12501
HEER  EBHE (B)
ZeHAR : 2009~2011
FEES : 21390255
MEREELE (X)) BEMRICHSITA2THREY Ty FOKRIOER L FREERERFEIC
B9 S
MZEEER (EX) Analysisof helper Tcell subset in severe asthma for the development
of new immunotherapy
MERKRE
hE #5 (NAKAJIMA HIROSHI)
FEKXE - KEREZHER - Hi%
MEEES : 00322024

WFZERR OMEE (Fa30) -

ARFSETIL, BEAEMEOREBICE R EZ Y T, MEOEEZHET HRTORE L%
AT HS< %ﬁ%ﬁ‘iﬁ‘fﬁﬂif‘ﬂ%%ﬁ@%ﬁ%’%ﬂ@% HEg & L/to R, HORERBTEER
BRIz T ZENRABNL 2D DDH HThITHIZE B U, Th1THIRR A AT 5 F 2
BRYA bIA L THLHIL-220T LA F—MRIERIEIC I T D REN LI LTz, Z Ol
R DWEET N~ U ADOKIE CIL-2208EASND Z &, 2) IL—22%$%H&E@&$3‘5@:CD4
GHETHIA CH Y . £DZ ARIL-1TIHFELAME TH D 2 &, 3) FIL-2250K & IEER &
HLIL-22ZHnd 2 L PURERIEXERIENEEST 228, 9V ar e FIL-22
TR R G D L PURFERMERERIELINGS T2 Z & 5) IL-220EAYMIdI 3 X0E L
Ml TH Y, IL-221T50E ERMIIC & DIL-260FEAZ Ml 32 2 & & R Lz,

S BITARMFFEE 1L TeE FEAEMBIER 2777 IL-21 OpEA IR 2 ffhT L=, Zo
FER. 1) c-Maf 1X, CD4 Bt T HIMICHW T STATS IRFANICR B FHES LI L, 2)
c~Maf IZEHZ IL-21 7 BE—4—= CNS-2 U —(THEA L, [L-21 OFRE AL T
WHZEEHOLMNI LT,

FERROBEE (H30)

Asthma is chronic airway inflammation characterized by eosinophil infiltration, mucus
hypersecretion, and airway hyperresponsiveness (AHR) to a variety of stimuli.  These
characteristics are mainly mediated by antigen-specific Th2 cells and their cytokines including IL-4,
IL-5, and IL-13. Moreover, we and others have shown that Th17 cells induce neutrophilc airway
inflammation in part through the production of IL-17A. More recently, 1L-22, one of Thl7
cell-derived cytokines with both proinflammatory and anti-inflammatory properties, has been
shown to be detected in the airways in a murine model of asthma. However, the role of IL-22 in
the regulation of allergic airway inflammation remains largely unknown.

In this study, we found that IL-22 was produced by CD4" T cells infiltrating in the airways
upon antigen challenge, that the neutralization of IL-22 by anti-IL-22 antibody in the effector phase
enhanced antigen-induced eosinophil recruitment into the airways, and that intranasal
administration of recombinant IL-22 inhibited antigen-induced eosinophil recruitment into the
airways. We also found that anti-IL-22 antibody enhanced antigen-induced IL-25 production in
the airways, which is known to enhance Th2-type immune responses in the airways, and indeed

co-injection of anti-IL-25 antibody reversed the enhancing effect of anti-IL-22 antibody on



antigen-induced eosinophil recruitment into the airways. Finally, we found that IL-22 inhibited

IL-13-mediated enhancement of IL-25 expression in LPS-stimulated lung epithelial cell line

MLE-15 cells. Our results suggest that IL-22 attenuates antigen-induced airway inflammation in

part by inhibiting the expression of IL-25 in lung epithelial cells.
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