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The Role of LRG, new molecule associated with the severity of psoriasis: Analysis
in psoriasis patients and mouse model.
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We assessed whether LRG could be a biomarker and any pathogenic of psoriasis.
Serum LRG levels were significantly increased in psoriasis patients, and well correlated with PASI score.
Moreover, serum LRG levels showed superior sensitivity over CRP in patients with mild to moderate
psoriasis based on receiver operating characteristic curve analysis. Furthermore, RT-PCR analysis
revealed that psoriasis patients showed increased LRG in peripheral mononuclear cells and neutrophils,
the latter of which expressed LRG marginally in normal controls, suggesting that neutrophils are relevant
to be LRG source in psoriasis. We also showed that LRG was up-regulated in both human psoriatic skins and
psoriasis-like lesions of K5.Stat3C transgenic mice. To elucidate functional roles of LRG in psoriasis
development, we crossed K5.Stat3C with LRG KO mice. LRG gene ablation attenuated the psoriatic features.
In conclusion, LRG may be a useful biomarker.

CRP  PASI LRG KO



a -2
leucine-rich a -2 glycoprotein (LRG)
1977 Haupt a -2
20%

2002 0" Donnell
LRG mRNA
LRG mRNA
2009 Shirai
IL-6, IL-1B ,TNF
LRG
LRG
2010 Serada
LRG LRG

Th-17
LRG

Th-17
LRG 2

C-reactive protein (CRP)

CRP
LRG
LRG
LRG
LRG
LRG
LRG
K5-Stat3C
LRG
LRG mRNA LRG
LRG
Th-17
LRG  Th-17

LRG  Stat3

LRG
ELISA LRG Th-17
(TNF-a , 1L-6, IL-21, IL-22,
IL-23) (
)
LRG

paradoxical reaction

Body Mass Index(BMI)

K5-Stat3C
LRG
K5-Stat3C LRG
Th-17
(TNF-a , IL-6, IL-21, IL-22,
1L-23) RT-PCR

CRP

a -2
Leucine-rich a -2 glycoprotein (LRG)

LRG
LRG

LRG

LRG

LRG

LRG
LRG
IL-6, TNF-a , IL-1f



K5.Stat3C
LRG
(FiglA-C) ( (Fig5A) LRG
(Fig6A, B) LRG
) (Fig5B) ( Figs
A;
Figure 1 LRG
VR Wild type K5.Stat3C
, . Fig5 B;
i ] LRG . Fig6 A;
Be W - )
§§ ) - LRG . Fi1g6 B;
£x B PR
z 2
z3 LRG )
Figure 5
LRG IL-6  TNF-a  IL-1B @ . (8]
Figure 1 % éw
(B) © i e
- g‘: g% P g 0 3 8 24 48 m o 3 8 24 451200
201 - Figure 6
o TGF-B IFNwy  IL-12 IL-12/23 1L-23p19 o IL-17A IL-17F IL-4 1L-8 BD3 S100A8 (A) ()
p35 pd0 “ 0 3 8 24 M
g % ,,—‘ PR S R —
LRG ;g 2 kssazc © MEEENE
CRP o wr
é 15 Al 5-3‘54...
LRG (Fig4A) e
LRG s 0 3 8 24 48 M
(Fig4B-E) ( A;
LRG B,C,D,E( );LRG
B; C; K5.Stat3C LRG
D; E; EC ); LRG
HE ) LRG
] (Fig7A)
Figure 4 (Fig8A)
(A) ;
]
2
g ) Figure 7 (A)
E , K5.5tat3C: LRG+/+ K5.5tat3C: LRG +/- K5.Stat3C: LRG -/-
Control Psoriatic lesion Non-lesion
Figure 4




Figure 8 (A)
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