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FLILX—PECREREDHIEHZEMNEL. REELEBICE T 28 FRIBHHEBOBMEED TE, 12, R
[ZEWTRLEELHFHE S FCD80, CD86DHIBMNEEAMEFPUIC KA EEMLTESEHILEZITTWAIEEZREL. £
DHERMSPUID/YIE DRI IRETILICTHEMER ERERETIMREEFDIEERLIZ(£MED Blood 2011) , 51,
BHR MRS MERTE T SEICHLELEIMBAR RO DS FMHC class 1D FRIFHEZFETL . PUIAEEE R K EFCITA
NELERTOE—A2—IZERALTEEFEIETHIEIZIYRBIERICIMHC class IERES|IERITEFBALMNIZLI-(ALFD J
Allergy Clin Immunol 2012) , 31 E#EEHHRMBE DO T —H—2F THAHACD11c ORI /RIS~ DM EIZHADCCRT ., HkliEs
FOX40LGELPUNKHIH TIZHBD L RBL . FOHMEZHMICHETLE(WThi/\ED BiE%EHED) , CODHRDO<AY
O7 LA @A oPU1QOHFEI A BRI RENZEDOHEMEHICENDIEANTREINTHEY ., £EMEHT CPUIFIEEREZE DS F
DEREEDTVS BFEDH A AAVIZHLTIERLH I LEFHRLTEY .. —ATIEEYMSIITS—PERMERS . &
EEDHGEERRICRY)—Z0 T EIToTIND, BIEHE. EoTEIEMY FOPUINIHIEEEZMETL TS, -, FLILX—
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EITLI=#EE . PU.1. GATAT. GATA2A a BT 1=wk®D GATA2A B H T A=Y D ED&IFHEF THAHLERL. LD /Yy
IE YRS RIEOFIBHH T THRTSAT) < AMABO F I E2BIEH T2 EEHEELI=FRES J Immunol) o AR
B2 - 3FEEIBKICDWTIE, PUIT S EMRIER AN HIS M RIEICBEH A MRS BB MO TETWNSIENS, 7
DIBRIEL TSCFDZARARTH Dkt PIL-33DZARARTHAST2Z DN TEHLH IR EEE TR L=, c-kitIZ DUV TIXGATA2A
MHOFEDHEERZNL THIEMNICEEEFMIEZETIZE(RIEDS J Immunol 2010) . ST2IZ DLV TIXGATA2A SR B F LR F
ELTEZE, —AGATAIANFIMIZERLTNAZE, GATAIDRIBL AL OENIL-33ZBRERIRESHBICHDHELEREBL.
MDY RAMIBAFHERROBEEFRE IO —ILOEEEZL 0T —DDHIETH LA HEMEZ R L= (Bi5H5J Biol Cehm
2012) , — A . BERSRFICONTHEEEMNEGCFRBEOLAAZREEN T -OEE-HEAEMRAZED TS, BESE
TIZZ2RPUIDGATAL, GATA2D— R AV IZDNWTHIRRBE, BEICHILTEY., ISR ERIEEEEZREFLTLS £
RFEELT. BHREBER VNV EEFABRICEYTIRETILTOEHCABEEROREICHYIT ALV - ELHY . AER
BIZRITTOEBREHNEHILDDH 5,




B 21

BREES | LSt

SinRBREE MR E (Rein - REKARARZIETOITSL)
AR
AEXOABE—RICARSNET]

_ TLLF—REEED FORRHEEEBLT UL —BEK- FTHADIEA
MRRESR

(FEREEXR) Research on regulatory mechanisms of allergy—related gene expression for

development of treatment and prevention of allergic diseases.

R MR- | REEHAY ERTPH EMTEH K8
BA
(FREERR)

Tokyo University of Science, Faculty of Industrial Science and Technology,

Department of Biological Science and Technology, Professor

E% EL T
(FEREERD)

Chiharu Nishiyama

HERRDOME
(F030) :

REBLHMBEOBEESIEEBIEL. UTISRT BV S X MR - FHEEBRICEITS
EENFORBRHEEBEHEFL. TOMREHALTIVRERET /LOE N TOFI1H
[ZRZhLT=,

BHRHIREIZ DUV T, HURIRRICWHZAD MHC class 11 04545 F CD80 & CD86 M FIF(Ex
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c—kit DFEIRFIEE FEIFEL . £1-1E LREDFEIRICEH S PU.1, GATA-1, GATA-2 D]
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(%) :
We analyzed the gene expression mechanisms of important molecules expressed in dendritic cells

and mast cells/basophils for the regulation of immune-related cells and succeeded in the
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suppression of pathology of contact hypersensitivity in murine model and of allergic reactions of
human mast cells as follows. We identified PU.1 as a transcription factor, which positively
regulates the transcription of CD80 and CD86 via the direct interaction against cis—enhancing
elements in the promoters. The introduction of PU.1 siRNA downregulated the expression of CD80
and CD86 in dendritic cells and the ointment containing PU.1 siRNA suppressed the contact
hypersensitivity of murine model. We also revealed that PU.1 is involved in the expression of
MHC class II, which is essential for antigen presentation, in dendritic cells in an indirect manner
with the transactivation of the pl promoter for cofactor CIITA. By the analyses of gene expression
mechanisms in mast cells/basophils, GATA2 was identified to be a transactivator for the ST2
promoter, whereas GATA1 was suppressive regulator. GATA2 was also positive transactivator for
the c—kit promoter via the interaction with Sp1 on the promoter. It was also revealed that
knockdown of PU.1, GATA-1, or GATA-2 downregulated the expression of FceRI, resulting in the

suppression of allergic reactions in human mast cell line, and human primary mast cells.
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