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USP10 in LPS-stimulated macrophages acts on Regnase-1 to suppress inflammatory
cytokines.
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This study examined the effect of USP10 on inflammatory cytokine production
in macrophages. Stimulation of USP10-KD J774 cells with the TLR4 ligand LPS resulted in decreased
proliferative capacity compared to Ren J774 cells, while TNFa , IL-6 and MIP-2 (CXCL2) were
significantly increased, and additional stimulation with Nigericn significantly increased IL-1fP .
These increases in proinflammatory cytokine production capacity were different with TLR2 ligand
stimulation and were specific to TLR4 stimulation.This inflammatory response differs from previously

reported pathways in which USP10 suppresses NFk -B activity, suggesting that USP10 affects
inflammatory cytokine production through its involvement in the regulation of mRNA levels by
Regnase-1. This is a new observation of the inflammatory response, but the pathway of involvement of
USP10 in Regnase-1 needs to be clarified. We will further continue this study to contribute to the
treatment of inflammatory bowel disease in the future.
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LHIEEMR CH D, IBD ICBITHEMERIEIZ. T Mt~ a7 7 —I I X 2 RIEMT A Mo
A (IL-6,TNFa 72 &) OBEFEEANEG L TWD, ZORIEMESA A OB EAICER
B NF-«xB OB ERIGEMENEE L TWD Z ENMESNTWS L, Zhbicky, IBD &
D —47y b & LTNF«xBBAERENTWADR, ~7 117 7 —2 0 NF- « B ORI
DOWTIEARBAZR HN SV, HiEE DT, HTLV-1 82— R4 2595EEH Tax OFEESR T &
LTl B3 F o 1{bl%%E USP10 #[FEE L, T OREREMMT 5. USP10 13k A h L A2k 5
IEMEEEE (ROS) FEAE L ROS ITIKAE L7-MIRsE 2 M4 % 2, USP10 / v 7 7 U b~ A&
MR L TG A4 FIE LRERNCIE 3 5 3 2 L 2SN Lz, I THHFSE
E) 5, USP10 1% IKKy/NEMO (254 L C NF-«B {&M: 29 2 i « 372 S iz,

U EOE NG, “v7n 77— NF-«B iEHEALoFf#EIZ USP10 238845 L <, IBF 28
T % NF-«B O B2 1EHAGIZ S USP10 B EERER 2 B3 “ LG a2 L TR EB 2o 72,

2. WO HB

AFEOBIEREL 2012565, 1 2T, w7177 —J2W\WT USP10 75 NF-«B
ZHfET 5 2 & TIL-1, IL-6, TNFaDORIEMET A S A OFEAIZE ST 20 E 02 50
95, 22H1X IBD (28T 2 BHRIED S THMEIZ 1 DHOREAEESG L TWA 0G0 E2H 56
NMZTBHZETH D,

3. gD ik
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Jakk 1x105 ff %2 24well plate T LPS Wz 7= 5588k 2 TV THE#E L C i & [E L 7=,
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IkBaDiEMEIRIE & A EE D b - 7= (Fig. 8A), WM OTHIaED 293T Ml TH I 272
57~ & = A, TNFaifilliiz 3 T USP10-KD293T fifiiL NT -293T iz bt~ T IL-8 DFEAE
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PAEMERG I BT iélﬁ-ﬁ*fi THilRE ~7 a7 7 —VRREEAET DZRIEET A M A
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TLR4 ®V 77> K Td 5 LPS T USP10-KD J774 flifnz #4425 & Ren J774 HiMaIZ HL 48
FHREIXIK T3 228, TNFa & IL-6 ORIEVEYA A v &AL ThD MIP-2 (CXCL2)
WIEEICEANEMLE (Figs. 1-3), MxX T LPS HE%kIZA 7T~/ —50D ATP F7-1%
Nigerien TEAFE 2 & IL-1p1x USP10-KD J774 #ifla CAHEICEAN M L7Z (Figs. 1, 2
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