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The regulation of immune response by anti-psychotics via oxidative stress
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Dendritic cells (DCs) play an important role in the regulation of adaptive
immune responses; TSPO affects immune cells, but the effects of TSPO ligands on DCs are not known;
the immunomodulatory properties of TSPO on DC-mediated immune responses were investigated.

The TSPO ligand suppressed the expression of paracrine molecules from mouse DCs. Ethifoxin-treated
DCs also decreased secretion of interleukin-12, inhibited differentiation of mouse T cells to Thl in
mixed cell culture with T cells, and inhibited contact hypersensitivity responses in TSPO
ligand-treated DCs. This suggests the possibility of controlling inflammatory diseases by

intervening in TSPO signaling.

Translocator protein IL-12




GABA
TSPO(Translocator

protein)
LPS GABA
DC
GM-CSF DC
DC 24 LPS 100ng/ml
24 LPS
1L-12 p40
90%
BD FACSVerse BD FACS Suite
BD Biosciences, San Diego, CA, USA FlowJo (FlowJo
LLC., Ashland, OR, USA) mAb
MF1
IL-12 p40
LPS IL-12 p40
R&D Systems, Minneapolis MI, USA
B NF-k B
NF-k B Active Motif Carlsbad, CA TransAM
ELISA DC
Nuclea Extract Kit (Active Motif, Carlsbad, CA)
NF-K B p65 TransAM NF-k B p65 kit DC

P65 NF-K B



MLR

CD4+ CD8a + T 4 6 Balb/C
1-Ad C57BL/6
1-Ad DC 10p M
LPS 100ng/mL 24 C 50u g/mL
20 C57BL/6 | -Ab C DC Balb/C
| -Ad T Balb/C T Thl
T 96 Corning
Incorporated, Corning, NY, USA 10 RPMI-1640 37
5 C02 4 Alamar Blue
12 Alamar Blue
SH9000
570nm 600nm 570nm 600nm
ELISA R&D Systems
IFN-y
DNBS in vivo T 10p M
5% 105 DC 100p L 100p g/mL DNBS
5 96 4x
105/ 10 RPMI-1640 37 5 C02 DNFB 3
T Alamar Blue
IFN-y ELISA R D
DC
CHS DNFB
in vivo 0.5% DNFB  4:1 /
0 C57BL/6 5 DNFB
24
DC CHS DC DC
CHS
DC  in vivo [23,24] 15up g/mL
5% 105 DC 100p L 100p g/mL DNBS 0
5 4:1
/ 0.2%DNFB 10u L
24
(T- 0 - T- T0 0O T
TSPO RNA  mRNA -
5 CD11c Miltenyi Biotec,
Bergisch Gladbach, Germany
BM-DC BMDC RNA RNeasy mini kit (QUIAGEN, Hilden, Germany)
DNA  DNase PrimeScript RT reagent Kit
with gDNA Eraser (TAKARA BIO INC.) Total RNA DNA TSPO
DNA Mm00437828 ml. 95 10
95 15 60 60 1 40 DNA
DC
DC
DC 8 2 15p g/mL
LPS 24 DC MHC
I CD80 CD86
CD80 (CD86 MHC I DC
DC CD80 MHC class |
I CD86 CD86
Etifoxine

CD86



IL-12 p40

DC T IL-12
DC Thl
DC LPS IL-12 p40
LPS DC IL-12 p40
LPS NF-k B MAPK
NF-k B
LPS TLR4
Toll NF-k B DC
LPS DC NF-k B
NF-k B
LPS-TLR4 NF-k B CD80
CD86 MHC i1 IL-12
T Thi
DC
DC
2 8 LPS DC
T DC T
DC T
DC
DC T
ELISA
IFN-y DC IFN-y
DNBS T in vivo
DNFB DC DNFB
DC
DC IFN-y
INF-y
DC
CHS in vivo Thl T
DC in vivo
DC CHS CHS DNFB
CHS DNBS DC invivo
DNFB DC
CHS DC Thl
in vivo DC
DC CHS
in vivo
CHS DNFB 0 4 vehicle etifoxine 50 mg/kg
10ml/kg
DNFB
LPS DC MHC 11
IL-12
LPS CD80  CD86 IL-12
NF-k B MAPK [25-28]
NF-k B MAPK
Th-1
GABAA TSPO



GABAA

Thl T

Thl

[42,43]

DC  IL-12
DC
DC
DC

CHS
CHS

Midazolam

GABAA

T
Th1 T
DC
CHS
DC Thl
TSPO
DC



Predictors of post-extubation stridor in patients on mechanical ventilation: a prospective
observational study
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