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My previous study demonstrated that aryl hydrocarbon receptor (Ahr) inhibited
LPS-induced histamine production in macrophages. In Ahr deficient mice, histamine
secreted from macrophages following LPS treatment contributed to elevation of IL-6 in
macrophages, in which 1 found that a histamine antagonist, chlorpromazine (CPZ)
specifically inhibited production of IL-6 in LPS-treated macrophages. In further study, I
focused on the mechanism of inhibitory effect of CPZ. Although the role of CPZ has diversity,

I consequently found that CPZ specifically inhibits IL-6 but not TNF-a mRNA stability
through TLR4 signaling. Since RNA binding proteins (Rbps), especially the proteins which
bind to 3’ untranslated region (UTR), are important for mRNA stability, I searched for Rbps
on the 3’ untranslated region (UTR) of IL-6 mRNA, which are not only activated by LPS, but
which activation is also suppressed by CPZ. As a result, I found that Arid5a is a novel RNA
binding protein, which specifically stabilizes IL-6 but not TNF and IL-12 through binding on
the IL-6 3'UTR. Arid5a was enhanced in macrophages in response to LPS, IL-1B and IL-6.
Arid5a deficiency (Arid5a~/-) inhibited elevation of IL-6 serum level in LPS-treated mice,
and suppressed IL-6 levels and Th17 cells in experimental autoimmune encephalomyelitis
(EAE). Importantly, Arid5a counteracted the destabilizing function of Regnase-1. These
results indicate that Arid5a plays an important role in promotion of inflammatory processes

and autoimmune diseases.
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RIEVED A S A > DBEFREZHET 50 FHEBZMBINT 5 2 &0, RAEVED B O 5 L Hli#E F B
OBRFEDZDIHMOTEETH S, FICIL-613. EBEME) U Fa L0 HOREREBORIEICHE
B LTWAZENHLENEROTWS, LLEDS, IL-6D8 7RI 2 5% OB THIME T
LRFHEBIOVWTIERHOEA NS VN, BAMRKIZ, £ T2 RMF2 2 (LPS) KX 2IL-6
PEEFENAREME 7 D) T O U ICLOEEINDSZE, LT, TOHEERENIL-61TZING
THO., IL-mMRNADLZEEDHEIZLDHDTHDH I EEHSENI L, T I T, IL-6mRNAD L & 1
ZBRANCHET 20 THEEND 2O TN EWIFROH &, IL-6nRNAD 3" IEBFR EBIT &
55 NI BOREERED. FICRNAKES Y > /N7 EAT-rich interactive domain 5a (Aridba) I3
HU7. 2L T, AridbaZ’, IL-6mRNAD 3 JEBHERMEBICHE S L TT OnRNAD TR 2w eI 5 2 &,
Fz, MORIEWEY A S HA > THBINFPLIL-12p40D 3 FEFERMES I L T, T DX D Rz R
BN EEHENII Uz, THIT, AridbaRIBY U ZIZBWT, LPSHIKIC X 5 IL-6PE £ E ) R E
INBHZ L, IL-MREEICHIET 2 EBRNE CRBEEMER (EAE) OERDEMR T2 I LERL
oo TNEOFERNS, AridsaP’ IL-6DBLETFRBOLRENMITHADRNAKEG Y >NV BETHDH I L%
FEBAL 7z

TLEF—2a 3E<FELFEoTHED., BMIIHNT2ZIEZBMNETH /2. BHELHFIZOWN
THRHMLTHY, SBROMERZIERL TWS I EHMA Tz, RIEWEY A1 A1 >, FIZIL-6 mRNA
DEFEACWF G T DHRD THEESFRE SN E3ERCEERMRTHY., SBRORBEIHES
Nb., £oT. AWFEIL. Z@XIET 250 LBOHEN5.





