0 H LS 81400372
FRIE AR H1201
‘ I 4 PR )
IKFCEATARTE  133003108A0678-1227

ERAANEEEERS
ZEh H it $

FENEA: FERPAREGTH

3 AR :

B E L RR -

TF B &g, Nodinhibit LHOBINODI-WAKP: 5 SHI Bl A LA 25 T LA

T By

It

HEEZE. 2350 HITEPR: 2015.01-2017. 12

fa =& AN A%

IR EE: V0945 B BT AR DXOKS M ERT LTS

BRI ZRRD: 330006 F, 5. 079188692520

EE.%IHM’—'F freebee99@163. com

RFERAL: B

BEXx & A: WP =z 3E. 0791-83969145

1H3R HHf: 2014409501 H

EREARFEERRSH

Version: 1.003.319



o 1% SRR AT H

EZRBARFEEE RS R AR B IERITA

« BTH AR COT B K B ARARE LG v B I H HfE A S I Eny - (BUR
FROCHEAETR A O 5, 1E N BB AR U W B SR B e AH DS I H A 5545 B 3
1% (&Phttp://www. nsfc. gov. en/) , % (FAEE SN BERIANEIEE (EHEK BRFE
FHETRAEHIH IR  (BURRRR ORI ) .
S GHRIA) BESRBE T, Skt . RIRTEMWT . . GFRIBY & FEFR
AR H AL S, KNI H B RIBAT AR A SR AR
R TRE 0 A A, oAb 44 DUF 2K IAS
(—) FRERGEIIH AR SO 2 Je 32 ], bl 40 S IHAR 40 2 P
=
() IEXEE:
Lo AP B HFEREERESIH . IR, R Rtz $
WABECESR ), NFRES “WIR N AT H brde R HadT” BInT;
F G AT PR R TN AN, AUk AR R B NUE
B FREARAH B N A
2. XNTHEADH. EARWH. BFEEAESEEMBT L3RI H M B K E RIS %
AR CH BRI WH, SUEH R £ M , RYE
(e A BRI A, AT EATRRIG. S B s (Bt
HHEPR ) BRARROCHE SN . BRAl, I EIRH DUTR LA
1) BHF 5 PR A st RN St et R v ] BEAE 21 110 1) @ (ARSI RS D), SR
W T AR M 2L 5
2) Wi H FEZ 5% 1., GRS L GERAZ R CRE 0 T,
3. M THEANEFER RS MHF RIS NS SO SRR UL
GUH, kR “WIBAR T ZELE LN, RS
1) 57 )
2)
g5 E N AR, BRI AR B2 AR AR e SRR LD
3) WHRWE. BRI R L EPR (BRMAS LD
4) oy eI R A
5) ST ML A A B
4. RTIABKEMIE, SR B E EK.



PN

[ 5 B AR AR T R

SES
Mo 4 R v | | esateion | R i Uik
EH ¥ (VAR AR | 3= AT
§ % 079188692520 HL I [freebee99@163. com
5] f& 079188692520 OINET
T e g e
BT A8 Bt & T (A REE IR
Bla ek fr 3003108406
GlmoE A v BTk jco163. con
éﬁ: i i 0791-83969145 Wil ndk jc@163. com
i G AT A A
13; e 32100508A10
WM ¥ %%%nhibit1ﬁwﬁNOD1—MAKP1§%%@@E%W%Uﬁaﬂﬁﬁéﬁﬁ@%ﬁﬁ%ﬂ
%o % [EEREREETE W2 B W
Slw o owow
- e S
Blu w x
W AT E R R015.01-2017. 12
By &4 %% 23.0000)5 G

20T



o 1% SRR AT H

ISEE:S

R EE (500EBA)

FH I 2 2 ORECE PEIR, ROER 2 S EUA IR E 1 E R K. BATHT R INOD 1A AE
TAEMAE, S EMBERIERIERE, NODIHIHIFINodinhibit 1 HEHIHIAN AR £ 55 A i 4
v BRERRIE . BOHHTT S B B RNOD T A] DL L B MAKPS 54 il i 2 5 RIERE L. [N
I, FATHENINodinhibit1 7] BEAKHINOD1-MAPKAS 5 F% 5 30 I R R 4 f IR AR o FRAT T HA I ik
NOD1-shRNASK i #ENOD 15 3L , WS4 it BR ANk 2R IANOD 1 1) F IR S50 58 40 B A= W 2 T Re AR
tb; BEITRICKAERICK (NOD1 FyiFFEIRD st 5% B 7% P R A1 15 5% 1 A 1155 98 8 40 o i1
RN T FENOD1-MAKPAE 5 % 5 38 e AE Je b R FE R VE AL GBI AR . A I REASE 7Y
i) WINodinhibi t 1/ A4l USRI . A5 80K FE e o ML . W R A IR 98 0E & A2 1) 4 F-HL
TS OUHT T B, AR A E BT R 299 B SR SR PT 2 S PR T BRI

RBER: NOD1; FBEIIE; 20 AL

Abstract (limited to 500 words) :

The corneal inflammation is the main blinding cause of corneal disease, the
incidence of which is secondary to the cataract. In our previous study, NODI
has been found to be exclusively expressed in the cornea and participates in
corneal neovascularization, NOD1 inhibitor Nodinhibitl could reverse ocular
alkaline burn—induced corneal neovascularization and supress inflammation.
NOD1 has been recently detected to induce inflammation through MAPK singaling
pathway in other tissues. Therefore, we speculated that whether Nodinhibitl
could suppress corneal inflammation through inactivating NOD1/MAKP signaling
pathways. In this project, we will study the expression of NOD1 in cornea, and
elucidate the role and mechanism of NOD1 in corneal inflammation through
modulating the expression of NOD1 in cell and animal model. NOD1 silence in
NICK-knockout mouse model will be performed to further confirm that NOD1
induces corneal inflammation. We will examine the role of Nodinhibitl in
corneal inflammation induced by NOD1/MAPK singaling pathway in vitro and in
vivo. We expect to reveal the role and mechanism of NODl-mediated corneal
inflammation, and develop a new anti—inflammatory therapeutic compound.

Keywords: NODI1; corneal inflammation; molecular mechanism
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Abstract (limited to 4000 words):

The corneal inflammation is the main blinding cause of corneal disease, the
incidence of which is secondary to the cataract. In our previous study, VEGFRZ2
has been found to be exclusively expressed in the inflammatory cornea.
Rhamnazin, the potent VEGFRZ2 inhibitor, could inhibit tumor angiogenesis and
suppress inflammation by inhibition of VEGFR2 phosphorylation and its
downstream signaling pathways. VEGFR2 has been recently been detected to
induce inflammation through JAK/STAT3 and FAK/IKK/NF-B signaling pathways in
other tissues. Therefore, we hypothesize that whether Rhamnazin could suppress
corneal inflammation through inactivating VEGFR2-JAK/STAT3 and
VEGFR2-FAK/IKK/NF-B signaling pathways. To prove that, We will firstly
evaluated the expression of VEGFRZ in normal corneal tissues and those with
inflammation. The lentivirus expression vector VEGFRZ2 and VEGFR2-shRNA will be
constructed to modulate VEGFR2 expression in vitro and in vivo. And then we
will construct lentivirus expression vector VEGFR2 and VEGFR2-shRNA to
modulate VEGFR2 expression in vitro and in vivo, and examine the roles of
VEGFR2-JAK/STAT3 and VEGFR2-FAK/IKK/NF-B signaling pathways. Finally, We will
examine the role of Rhamnazin in corneal inflammation induced by VEGR2
mediated JAK/STAT3. FAK/IKK/NF-B singaling pathway in cell and animal corneal
inflammationmodel. We expect to reveal the role and mechanism of
VEGFR2-mediated corneal inflammation, and develop a new anti—inflammatory
therapeutic compound.

Keywords: Corneal inflammation; Rhamnazin; signaling pathway
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Abstract

As is well known, angiogenesis is the most common cause of corneal blindness in Chin as
well as one of the most intractable ophthalmic disease. Recently, there are many basic and
clinic research about corneal neovascularization and have made a lot of progress. Actually,
until now we couldn’ t explain the mechanism stimulate the formation of new vessel in
cornea because there are so many genes and protein participate during the process. So what
we need to do next is to study the mechanism and effective treatment for corneal
neovascularization. Here, we propose to investigate the function of corneal stromal cells
in corneal neovascularization which take an important role in the process, and it will be a
new ways for clinical treatment for these patients. Besides, as a vital model for
angiogenesis, our study may show new light on the treatment of angiogenic diseases of
ocular surface as well as other organs

Keywords: Corneal stromal cells; angiogenesis. Mechanism
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Abstract (S E DR E)

Limbal stem cell deficiency (LSCD) is a common cause of blindness. Our team has found that the occ
urrence of LSCD is closely related to the abnormal activation of p38MAPK, Wnt/ beta —catenin and N
otch signaling pathway. This project is based on the LSCD animal model research and cell model res
earch, by adding p38MAPK, Wnt/ beta —catenin and Notch from the signal transduction network level

to reveal the molecular mechanism of LSCD, and find out the key role of the three cell signal tra
nsduction pathways in the disease. This research can provide a new idea for the molecular mechanis
m of LSCD, and provides the theoretical basis for drug design and find effective therapeutic targe
ts.

Keywords (limited to 5 keywords, separated by;)

p38MAPK; Wnt/ B —catenin; Notch ; Limbal stem cell deficiency
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