Dot |- T (s R RAT [ENGLISH

ERditEE] | HRRAAT

S
=
=g

H T | HIFIRESL | ETESA | ST A A | R

159~165.VEGFE 5 4 I 98 i A8 h R/ T B T BB IOMLIRILI]. JEART, 2 XURETE S AR e, A0, 14 S, (At bl B2, 0 e, 08, R R . o [ R A 7
#,2013,20(2)

VEGFTE 5t 375 11k &5 W 26 i 22 h i 4F ) R JE T REpLAR) e 1 kA
R B XEE SR ECE HE GEM 20 Jifiar Bk BREC

RIS JERRDSA B Rt R, WM KYD 410013; FEHPERPEEE JERPSEDIINT R HIE, Juat 100850; EHEEAERIELE AP ERITUT el Rt
FiE, dbnt 100850; WS BERIRS: JERLBE B 70T/ M ho, WS IERNERE 010059; FEfpe Rttt SRRl 2S00 s iisia, Jbit 100850; %
PR AP AR SRR, JEat 100850; FE bR A AP AT S A iE, I 100850; ARl SRR %
ReAEEEE, dbat 100850; B AR A b SERIBE AT S @i =, Juit 100850; FfB Rl Akt SEMB AT S #wis=, Jtx 100850;FH
PR bE FERRDE AT ST A, bat 100850; FEHP< 2Ry AT ER 50T e i=, Jtat 100850

DOI: 10.3872/j.issn.1007-385X.2013.02.005
L

FIff: BB A R 4n il KK 1 (vascular endothelial cell growth factor, VEGF) {i 5xi#t5 k45 % (ulcerative colitis, UC) AR K540 JF451:] 1
RN ke @/ NRUB M4 HB S (colitis-associated colorectal cancer, CAC) #i%, Flyi i/l ireal-time PCRZ HIK AR /N B4R I«
JRE . BB AR L P BRI (M IME AN . (myeloid-derived suppressor cell, MDSC) [#ELGIFIMDSCH IS % i#1 (arginase-1, Arg-1) FIiESH -4
E AW (inducible nitric oxide synthase, iINOS) MRNA L, ELISAZANZHFCACHZREFE LGP VEGFRIL. LL&ivIEE (sorafenib) SiVEGFH
PUHMIVEGF S 55, Kl R B FICACTHAIMDSCLLBI AR R IL AL . 450 sIhdar N ERCACIHIB,  JEARYE 2 TN R bRl (2455 14 H R34~ Aok C
ACIF R . fECACTE ML FEH, /NEAANGr-1+CD11b+MDSCAN I B4 2, Witk #BAIMDSCIIFRILEL, X4k (0.30£0.18) %. CACHHiZ
3 (1.321+0.04) %. CACHiI41Y (3.08+£0.29) % (P<0.05) . XIEMDSCHIMMIE &1L Arg-1HIINOS (P<0.05), {EJH kAL L-H 2R & & 3 PR RN -
410 (4.2240.17) pg/ml. B4 (2.95+1.08) pg/ml. WIE4LN (4.41+0.16) pg/ml, P<0.05\]. Bt4h, SxfIE4IAHLL, CACH WIRIRGE IR A %R
IKVEGF \[CACK 41 % (1 170+94.43) pg/ml. B4k (1117+71.92) pg/ml. XM41% (877.6+31.67) pg/ml, P<0.05\]. &/ JE/EVEGFHi{k
[yadT ol B A MDSCIIBE . 45i8:  VEGF(S S {ECACTE MG f b R EL I fER Thie, HAEFNUHITT i85 75 S MDSCHER I 3B AL I IR AT 5K

Bk R A AN E KR BERERIE I AN Bt a5 MR AN R B R aE e

Possible mechanism and effect of VEGF on the canceration of ulcerative colitis Download Fulltext

Department of Immunology, School of Basic Medicine, Central South University, Changsha 410013, Hunan, China; Immunology Laboratory,
Institute of Basic Medical, Academy of Military Medical Sciences, Beijing 100850, China;Immunology Laboratory, Institute of Basic Medical,
Academy of Military Medical Sciences, Beijing 100850, China;Research Center of Molecular Biology, School of Basic Medicine, Inner Mongolia
Medical University, Hohhot 010059, Inner Mongolia, China;Immunology Laboratory, Institute of Basic Medical, Academy of Military Medical
Sciences, Beijing 100850, China;Immunology Laboratory, Institute of Basic Medical, Academy of Military Medical Sciences, Beijing 100850,
China;Immunology Laboratory, Institute of Basic Medical, Academy of Military Medical Sciences, Beijing 100850, China;Immunology
Laboratory, Institute of Basic Medical, Academy of Military Medical Sciences, Beijing 100850, China;Immunology Laboratory, Institute of Basic
Medical, Academy of Military Medical Sciences, Beijing 100850, China;Immunology Laboratory, Institute of Basic Medical, Academy of Military
Medical Sciences, Beijing 100850, China;Immunology Laboratory, Institute of Basic Medical, Academy of Military Medical Sciences, Beijing
100850, China;Immunology Laboratory, Institute of Basic Medical, Academy of Military Medical Sciences, Beijing 100850, China

Fund Project:Project supported by the National Key Basic Research and Development Project (973 Project) of China (No. 2007CB512406),
and the National Natural Science Foundation of China (No. 30801029, No. 81272320)

Abstract:

Objective: To investigate the role and mechanism of vascular endothelial growth factor (VEGF) signaling in the development of ulcerative
colitis (UC)-related cancer. Methods: Colitis-associated colorectal cancer (CAC) model was established in Balb/c mice. The proportion of
myeloid-derived suppressor cells (MDSCs) in the peripheral blood, spleen, bone marrow and tumor tissues of the model mice and lesions
was examined by flow cytometry. Arginase-1 (Arg-1) mRNA and inducible nitric oxide synthase (iNOS) mRNA expressions in MDSCs were
detected by qPCR. The VEGF expression in the supernatants of colonic tissues was determined by ELISA. Sorafenib or neutralizing anti-
VEGF antibody was used to block VEGF signaling and the proportion of MDSC in colonic lesions and the histopathology of CAC were
detected. Results: Murine CAC model was established successfully. 1 month and 3 months after the beginning of CAC were verified as the
early and late stages of CAC respectively, according to several parameters. The increased number of Gr-1+CD11b+MDSC was observed in
the progression of CAC and was more significant in lesions: control (0.30+0 18)%, early stage of CAC (1.32+0.04)%, late stage of CAC
(3.08+0.29)% (P<0.05). These MDSCs expressed a high level of Arg-1 and iNOS (P<0.05). But the levels of L-arginine in colonic lesions of
CAC mice was much lower than controls (early stage of CAC \[4.2240.17\] yg/ml, late stage of CAC \[2.95+1.08\] yg/ml, control \[4.41 +
0.16\] yg/ml, P<0.05). Furthermore, VEGF expression in the lesions of CAC mice was elevated significantly (early stage of CAC \[1170+
94.43\] pg/ml, late stage of \[1117+71.92\] pg/ml, control \[877.6+31.67\] pg/ml, P<0.05). The treatment of sorafenib or anti-VEGF
dramatically reduced accumulation of MDSC in the lesions. Conclusion: VEGF plays a pro-tumor role in CAC formation, which may be related
with the induced accumulation of MDSC in colonic tissues.

Keywords:vascular endothelial cell growth factor myeloid-derived suppressor cell ulcerative colitis colitis-associated colorectal
cancer sorafenib
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