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Development of novel treatment targeting S1P signaling on psoriasis in mice

model
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Sphingosine-1-phosphate §SlP / S1P receptor signal regulates activated

T-cell accessing inflamed tissues and modulates lymphocyte differentiation and inhibits keratinocyte
proliferation, differentiation and migration. In mice model of psoriasis, administration of a novel
selective S1P1 receptor inhibitor improved epidermal hyperkeratosis and reduced inflammatory cell
infiltration into the skin. Furthermore, an increase in the number of regulatory T cells in the

spleen was observed. S1P1 receptor inhibitors attenuate mRNA expression of inflammatory cytokines in
the skin, such as IL-17 and IL-23. These results suggest the therapeutic efficacy of selective S1P1
receptor inhibitors in the treatment of psoriasis.



1
17 T (Th17)
S1P s1P
S1P
S1P1
S1P S1P1
SIP  SIP

S1P

S1P1 S1P5

S1P

J Dermatol Sci. 71:29-36, 2013

S1P
S1P3
S1P1
S1P/S1P
8-12 C57BL/6
day6
S1P1 Cenerimod  10mg/kg
2 day0 day6 Control

2= 3= 4=

0-12

S1P
S1P1

62.

Cenerimod

S1P

S1P

5mg/day

dayO0



PCR

IL-6 IL-10 1IL-12 1IL-17 1IL-23 TNF-a TGF-B  IFN-y

control

HE control
cenerimod

Vehicle + Vaseline Vehicle + IMQ Cenerimod + IMQ

CD4 T control

cell number/ HPF

e

CD4+

CD4CD25 T control

PCR MRNA
IL-17 1IL-23 cenerimod

S1P1



S1P1 T
S1P1

CD4 T CD8 T B
T S1P
FTY720 S1P1






