BExXc—19

HFHRBBRER HFHREMHEIE) HRARBES
P2 446371 3 1 ABIE

HEZES - 16301

BiRiER - EBHRE (O

AR EARE - 2009~2011

AREES : 21591282

RERESR (X))t M TR0 RS NHEEEEH S L EENNEORN L BEAOLA

EEEL (EX) Analysis of the bioactive molecules that enhance the induction and
suppressive properties of human regulatory T cells and application to therapy
MERERSE

&)1 ¥ (HASEGAWA HITOSHI)

BIRRKRFE - KEREZRARE - £HIR

HEEES : 40164826

WFZERCR O EE (Fn30) @ AAFISMEIRESCENSZ A ) W KT 477 ) —hb e MilfEPE T
AR~ O LFHE IR RE S TR T 2 A BE MW E 2 1 AFEHEEL 7=, ZhbDoH b,
PPAR 7 3= M, #FHERIHEMET (iTreg) Ml Foxpd DR BIZ MR X, NI FEEE
=, ZoZ Lk PPAR 7 2=Z ;7% DNA methyltransferase ¥H%2% L <X F &4,
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Sz, EHICTSA X ATRA LT 2 EMEDRNALNT, —J7,. LPC 23t M NTENE]
HE T HilE(Tregs) O MHIFERE 2 s S 5 Z & % A L7z, lysophosphatidylcholine
(LPC)23, nTregs 75 ® TGF-beta DFEAEZTLHET H Z LI2 L V., nTregs @ Foxp3 DREIN
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WFZER S DOBEEE (F23) : We screened 14 kinds of the molecules that enhanced the induction
and suppressive function of human regulatory T cells (Treg) from lipid and nuclear receptor
ligand libraries. Of these, PPAR agonists increased suppressive function and expression of
Foxp3 in induced Tregs (iTregs). PPAR agonist-treated iTregs increased demethylation
level of the Foxp3 promoter region and CNS3. Moreover, TSA and ATRA enhanced 1Tregs
generation synergistically with PPAR agonists. On the other hand, lysophosphatidylcholine
(LPC) enhances Foxp3 expression and the suppressive function of nTregs through
TGF-betal produced by nTregs themselves. These agents increased Treg differentiation
and induction and may be benefical for the treatment of human autoimmune diseases.
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Tablel Screening of lipids and nuclear receptor ligands that up-regulate
Foxp3 expression
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