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Results : DUSPI1 gene was significantly suppressed
about 70% (p<0.01) by DUSP1 siRNA. While
phosphorylation of MAPKs by IL-1 stimulation was
transient in untransfected cells, enhanced and sustained
phosphorylation was observed in DUSP1 knocked-down
cells. In addition, NGF and MMPs expressions were
exaggerated in the DUSP1 knocked-down cells.

Conclusions : DUSP1 was involved in dephosphorylation
of MAPKSs in intracellular signaling of IL-1 stimulation
in IVD cells, and it was found to be an important
molecule involved in NGF and MMPs regulation.
DUSPI1 can be a new target molecule in conservative

therapy for discogenic low back pain.

P1-13.
Regulation of endogenous interleukin (IL)-1 by
exogenous IL-1 in human intervertebral disc
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Objective : Intervertebral disc (IVD) degeneration by
matrix metalloproteinase (MMP) and nerve invasion by
nerve growth factor (NGF) are involved in the
development of discogenic low back pain (LBP).
Interleukin (IL)-1 is a cytokine that induces various
inflammatory proteins including NGF and MMPs in IVD
cells, and is considered as a key molecule for the
pathogenesis of discogenic LBP. However, the
regulation of endogenous IL-1 in IVD cells are largely
unknown. We investigated the regulation of
endogenous IL-1 expression by exogenous IL-1 by
focusing on mitogen-activated protein (MAP) kinases
(ERK, p38, JNK) and their endogenous phosphatase,
dual-specificity phosphatase (DUSP) 1.

Methods : Human IVD cells were isolated from IVD
IVD cells were
stimulated with IL-1 in the presence of MAP kinases

obtained during lumbar surgery.
inhibitors. DUSP1 was knocked-down by transfecting
siRNA. Phosphorylation of MAP kinases was evaluated

by Western blotting. The expression of endogenous
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IL-1 and DUSP1 was analyzed by real time-PCR.

Results : Endogenous IL-1 expression was induced by
exogenous IL-1.
JNK and ERK inhibitor, while it was enhanced by p38
Knocking down of DUSP1 resulted in
exaggeration of the phosphorylation of the three MAP

This expression was suppressed by
inhibitor.

kinases compared to untransfected cells. The
expression of endogenous IL-1 after IL-1 stimulation
was significantly higher in the DUSP1 knock-down cells.
Conclusion : Because the IVD tissue is avascular and
composed solely of IVD cells, inflammatory cytokines
are to be produced by the IVD cells. Our results
demonstrated that exogenous IL-1 stimulates the
induction of endogenous IL-1 which may stimulate the
same or neighboring cells in an autocrine manner. This
positive feedback may cause prolonged local infla-
mmation in IVD tissue. DUSP1 would be a novel target
molecule that could attenuate the positive feedback loop

of IL-1.

P1-14.
Analysis of testicular specific genes for autoim-
mune orhitis in mice
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Spermatozoa don’t come into existence in the
seminiferous epithelium until puberty, when immune
tolerance has already been established. Therefore, there
are various autoimmunogenic antigens in testicular germ
cells (TGC) recognized as foreign by the self-immune
system. However, the blood-testisbarrier formed by
Sertoli cells and the blood-epididymal barrier formed by
epididymal epithelial cells protect autoimmunogeneic
spermatozoa from attack by the self-immune system.
We previously showed that immunization of susceptible
mice with TGC alone is sufficient to induce experimental
autoimmune orchitis (EAO) without the use of any
adjuvant. Various testicular autoantigens have been

reported by many studies, but antigenic genes for EAO
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have not yet been identified. Recently, we identified 24
genes among many candidate genes using the phage
display method. However, these candidate genes are
not yet well characterized. In the present study, we
analyzed more detailed gene expressions of these
autoantigens by real-time PCR. Additionally, we
affirmed the reactivity of the candidate genes expressing
target antigens with EAO serum.

This study was supported by a research grant for

Tokyo Medical University in 2017.
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IL-27 (X, IL-6/IL-12 7 7 3 U —IZJB T AH 1 b
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4 d, IL-27 D3k ML O 3L R B4 5l O 7535
FHTOI T O FREMOITHEICEE 2 EE %
D EEHLMILTE T, —F. IL-27 |X Th17
SHALFEZ IG5 2 L RHE) v~ TR LR
LREZYE S5 2 D E SN T b, HZERE
Mg (MSC) b 2o HOREREIIH L CTRER
YRR ZRT I EDNS, IL27TAMSC 2L DD
TIERE OIS L Twd EDEHICTE, P
T OME %175 720

4l b b MSC & L CHEH I 2k MSC (UCB-
MSC) # vy, &A% 1T > 720 UCB-MSC 1245
YA M4 U E2EGEMICTERLFZ, #15
UCB-MSC O # {5 HH #%m ) 7V ¥ 4 A RT-
PCR |2C. F7-5:42 RiE W+ @ IL-27 % ELISA |2
THIE L7 ZO#EHE, IFN-y. TNF-a &\ 5 724
A N4 HIBEHPIL-27H 7 2=y N Th b IL-
27p28 & EBI3 O (R FIEHL & IL-27 AP H EIZ
A&7z, v b MSC ORIEFIET 21X, ICAM-1,
VCAM-1, PD-L1. IDO. TSG-6 5% DHEFeFEH 12
BEELEHERTZ LG SN Wb, UCB-
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MSC IZBWTH FEEEIC, IFN-y. TNF-a %%, 15
BIEFRBEAFEL -2 LIIMA T, LR TEL
BHERE SRS STz, T OB TR IL-27 B
Tt WOV IL-27 FEAEICHBEBERS A LN, —
J5. IL-27 13 UCB-MSC 1258 L T\ 5 IL-27 &
K& LC. MilEN Y 7 F vini#E 51 & % STATI,
30 YL NV E ER S, 512, IL-27
RIS &0 R IL-27 53 HSe80 b 727215 T
¢\ IFN-y % TNF-o & (3 JEKAFAY 12 ICAM-1, PD-
L1, IDO. TSG-6 &\ - 7= A T 235 H s
720

DiEXbh, Ihg T MERERIRIGH R 3R
ML CTHRE SN T3 RIERE KT O FH A
UCBMSC IZBW T bIERR SN2 &, £ L TIL-27
. F— b7 F 4 12X ) UCB-MSC O %% il &
DFFIEIZES- LW T WA REMEARIE E 7z,
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N-Benzyl-substituted phenethylamines (NBOMes)
. XIE - BEEHOBET b= 2 2A ZHEE
(5-HT2A) HIEETH 5, VAT, Fx ik, BEFE
& 25B-NBOMe it f%. 0 b = VHEBERE & R0
AlE THE L L 7234 & $ieds L 25B-NBOMe 12 £ %
WRURRRET TV 7 4 v ¥ 2 DIER %477 - 726
K52 Tld. 25B-NBOMe & (357 % X F VI % ff
29 A 25D-NBOMe & AR 75 7 1 v 2 2
WG L HERUTRURIEE TV 7 4 v ¥ 2 OITERB
L ORI 24770 > 720

L7 % E O 25D-NBOMe % fill 2 72 il B 7K C.
Wb 4a HHOXY 7T 74 v ¥ 2%k 24 BHAE L.
it E B L7z, $/2, S-HT2 S AR P %
25D-NBOMe & & b IZ[FAMFG- L. i 22 bioxt
T HWBEEE 72, 25D-NBOMe #5-12 £ ) A:4F
RHPMRT T 5 & & bI2, HiEEREIBIE I N,
Z N5 D 25D-NBOMe & 5-12 & 2 A fFRDOKT &
R SR 1L, S-HT2A 4K £ 7213 5-HT2C 2%
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